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使用上の注意記載状況・  

案である。勧告内容は以下の通り。  その他参考事項等  

研  

究  

与する場合は、供血を続けるよう推奨する。当該ドナー由来の製品には特別なラベルを付するよう推奨する。  2．重要な基本的注意  

報  

とヒ Eコ  1）略  

の  
2）現在までに本剤の投与により変異型クロイツフ  

ェルト・ヤコブ病（vCJD）等が伝播したとの  

概  報告はない。しかしながら、製造工程におい  

要  
て異常プリオンを低減し得るとの報告がある  

ものの、理論的なvCJD専の伝播のリスクを  

完全には排除できないので、投与の際には應  

者への説明を十分行い、治療上の必要性を十  

報告企業の意見  今後の対応   分検討の上投与すること。  

FDA／CBER発行の2002年1月付IGuidanceforIndustry：RevisedPreventiveMeasure5tOReducethePossible      vcJDの疫学情報について   
Risk。f恥ansmissi。n。fCreut娩Idt・JakobDisease（CJD）andⅥlriantCrel血feldt・JakobDiBeaSe（vcJD）by      は、今後も注視することと   

BloodandBlood‡）roductB‖の修正ガイダンス案である。  する。   

これまで血紫分画製剤によってvCJDを含むプリオン痛が伝播したとの報告はない。しかしながら、万一・－VCJD感   

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

製剤から伝播する可能性を完全には否定し得ない。そのため、弊社の血妓分画製剤の製造工程におけるTSE感染   
性低減に関する検証実験を加速し、自社データを早期に取得し、工程評価を行い、必要に応じて工程改善を実施   

する予定である。   
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Management（HFA－305），FoodandDrugAdminiぬation，5630FishersLane，rm．1061，Rockville，MD  
20852．Submitelectroniccommentstoh枕p：WWW．fda．gov／dockets／ecomments，YoushouldidentiB，  

al）commentswiththedocketnumberlistedinthenoticeofavailabilitythatpublishesinthehゐral  
虎gg加gr．   

AdditionalcopleSOfthisdraftguidanCeareaVailable倉omtheO餓ceofCommunication，  
TrainingandManufactuTerSAssi申nce（HFM－40），1401RockvillePike，Suite200N，Rockville，  

MD20852－14480rbycallingl－800－835－47090r30ト827－1800，Or舟omtheInternetat  
h叩：〟www・fda・写OV／cber／guidelines・htm・   

Forquestionsonthecontentofthisguidance，COntaCtDr．SharynOrton，DivisionofBlood  

Applicationsat301－827－3524．  

U．S．DepartmentofEealthandHumanServices  

FoodandDrugAdministration  

CenterfbrBiologics耳valuationandResearch  
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Guidance払rIm血stⅣ   

AmendmeJlt（I）onorDeferral払rTran＄fusioninFranceSince19＄0）   
to以GuidancefbrIndustry：RevisedPreventiveMeasuresto   
ReducethePossibleRiskofTransmissionofCrelltZfbIdt－Jakob  

Disease（CJI））andVariantCreutz鮎IdtJakobDiseaseけCJD）by  
BloodandBloodProdⅦCtS乃  

乃血励qβg〝肋乃Cg，W血刀β，旧Jおdw甜昭伊g∫e加血凡0山刀d肋間dゐ血由加血〃与御り  

α〝e乃上腕加肋智¢乃蕗由J呼ね．カゐe∫〝クJ椚虎Or¢0曖r8町r帥お♪roro乃αγクe和0〝α乃d  

ゐg∫脚J甲g和おわ抽‡d剋〃r〟ieク〟ゐJわ．拘肌∽m朗ⅦM血椚畑伽＝判別旭油断臓  

呼野ワ00力∬喝鮎∫血相曾〃か占椚g血げ血呼野〟〟地政J庇∫戯dr聯ね血耶・肋別冊刑場  

ゐc払汀〃乃α鹿川d如e呼野rOα（丸c仰ねCJ血嘩pr甲rねね尺別∫櫛助川Cα〝乃OJ血お乃′彷′一触  

cα〃〟Igα  r払お〝〃椚∂er貼館山〃血J地ク聯げ班由g〟肋〝〝．  rねお耳以血  

Ⅰ．   INTROI）VCTION   

Thisdraftguidance，WhichweaTeissulngaSalevelIguidance，ishtendedtoamendthe  

“Guidanceforhdustry：RevisedPreventiveMeasureStOReducethePossibleRiskof  
TransmissionofCreutzftldt－JakobDisease（CJD）andVariantCreutz飴1dt－J声kobDisease  

（VCJD）byBloodandBloDdProducts”（CJD／vCJDguidanCe），datedJanuaryL2002（Refll），by  

addingadonordeferralrecommendationfordonorswhohavereceivedatransfusionofbloodor  
bloodcomponentsinFrancesince1980．A丘ervJ6reViewcommentsreceivedonthisdraft  
guidance，Wewi1lamendtheCJDルCJDguidanccbyincorpora血gthisdonorde免ml  

recommendation，uPdateanyOutdatedinformation，andreissuetherevisedCJDルCJDguidance  
asalevelIlguidancedocumentforimmediateimplementation．   

ThisdraRguidance呼PliestoWholeBloodandbloodcomponentsintendedfortransfusion，and  

bloodcomponentsintindedforus＄infurthermanufacturingintoiQiectableproducts，including  
recoveredplasma，SourceLeukocytesandSourcePlasma．Specialprovisionsapplytodonors  

Ofbloodcomponentsintehdedsolelyformanufhcturingofnon－i‡再ectableproducts（SeeSeCtion  

III）・Withinthiidocument，“donors”referstodonorsofWholeBloodandbloodcomponents  

and“you”referstobloodcollectihgestablishments．   

FDA’sguidancedocuments，includingthisguidance，donotestablishlegallyenforceable  

responsibilities．lnstead，guidancesdescribeFDA，scurrentthinkingonatopicandshouldbe  
Viewedonlyasrecommendations，unlessspeCほcregulatoryorstatutoryrequlrementSareCited・  

TheuseofthewordshouldinFDA’sguidancesmeansthatsomethinglSSuggeStedor  
recommended，butnotrequh－ed．  
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ⅠⅠ． BACKGROVND   

SincethepublicationoftheCJDルCJDgtlidanCe，Wehavelearnedofadditionalinformation  

Wan・antingrevisiontotheguidancetoaddressapossibleincreasedriskofvCJDtranSmission  
録omindividualswhohavebeentranSfusedinFrancesince1980．Thisrevisionisbasedon（1）  

thelikelihoodofexposuretodleBovineSpongiformEncephalopathy（BSE）agentinthat  

COuntryand（2）therecentdocumentationofthrpepresumptivecasesoftraJISfusion－tranSmitted  

VCJDinfbctionintheUhitedKingdom（U・K）．AsofAugustl，20O5，14definiteorprobable  
CaSeSOfvCJDhavebeenreportedinFrance（Re£2）．   

AvailabledatasuggestthatlargeamOuntSOfU．K．beefexportedtoFraJICeduringthepeakyears  

OftheU・K・BSEepidemicconstitutedasubstantialsourceofexposureinFrancetotheBSE  
agent・Anestimated60％ofU・K・bovinecarCaSSeSWereeXPOrtedtoFrance（Re£3）accounting  

forapproximately6％ofFrenchconsumptionofbeefproducts（Re£4）．Itisbelievedthatthe  

＆strecognizedvCJDcasesinFranCeWereinfictedbyconsumlnglmpOrtedU．K．beefbecause：  

1）noneoftheindividualshadlivedintheU．K．；2）theindigenousFrenchBSEepidemicis  

relativelysma11andmorerecentthanthatintheU．K．；and3）travelstotheU．K．accountedfbr  

OnJy2％oftheFrenchtotalexposuretotheBSEagent（Ref3）．   

TherehavebeenatotalofthreepresumptivecasesoftranSfusion－tranSmittedvCJD，andall  

havebeenintheU．K．Thefirstpresumptivetransfusion－tranSmitt8dcaseofvCJDbyredblood  

CellswasreportedtotheU・K・ParliamentonDecember17，2003（Re£5）．Asecond  

PreSumptivecasewasreportedintheU・K・in2004（R£仁6）．Athirdpresumptivecasewas  

PubliclyannOumCedbyauthoritiesintheU．K．in2006（Ref：7）．   

OnFebruary8，2005，theTransmissibleSpongifbrmEncephalopathiesAdvisoryCommittee  

（TSEAC）discussedtheavailabledataandrecomm占ndationsfbrdeftrralofU．S．donors  

trans負）Sedsince1980inFranceandinotherEuropeancountries．TheTSEACvotedfordeftrral  

OfblooddonorswhohavereceivedatransfusionofbloodorbloodcomponentsinFrancesince  

1980butagainstdeferra】ofSourcePlasmadonorswiththatsamehistory．TheTSEACdidnot  

SuppOrtdeferralofbloQddonorsorSourcePlasmadonorswithhistoryoftransfusioninother  
European竺untriessince198P（Re£8）・  

meincubationperiodfbrrclassicarCJDmaybeaslongas38・5y甲rS・Accumulatingevidence  
SuggeStSthatth＄aSymptOmaticincubationperiodsofvCJDmaybeverylongaswell  
（SOmetimesexce占ding12years舟omthetimeofexposuretotheBSEagent），andblood  

COllectedaslongasthreeyeal’SbefbreotherwisehealthyblooddonorsshowedanyslgnOf  
illnessispresumedtohavetransmittedvCJDinftctiontorecipients（Ref盲．5and6）．Whilethe  

riskofdietaryexposuretotheBSEagentinFrance，aSintheU・K・andotherEuropean  

COuntries，hasalmostce11ainlydecreasedinrecentyearsthankstosuccessfu1effbrtstocontrol  

theBSEepidemicincattleandtoprotectfbod育omcontaminationwiththeBSEagent，an  

unknownbutpossiblyslgnほcantnumberofblooddonorsmighthavealreadybeeninftctedin  
FranCeduringthepeakyearsoftheBSEoutbreakinEurope．ThesecohsiderationsledFDA，  

COnSistentwiththerecommendationsoftheTSEAC，tOCOnCludethatitwouldbeaprudent  
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preventivemeasuretOinde血itelydefヒrblooddonorswhohavereceivedtransfusionsofblood  
orbloodcomponentsinFranCeSince1980・LaboratoITStudiesuslngmOdelTSEagentshave  
demonstratedthatTSEinfectivitymqybereducedbycertainplasma舟actionation  
mpuihcturingsteps（Re£9）．Whileexperimentalstudiesarercassdring，nOtallproductshave  
beenthoroughlystudied．Inaddidon，itremainsuncertainwhetherthemodelsaccuratelyre鮎ct  
theformofin飴ctivib，inblood，Whichhasnotbecncharacterized・Therefore，aSanadded  
safbguardandprudentpreventivemeasure，WealsorecommendthatSourcePlasmadonorswho  
havereceivedatransfusionofbloodorbloodcomponentsinFrancesince19iObeindc丘nitely  
de免rred．However，WCbelievethatbloodcomponentsco11ectedsolelyfbrmamufacturinginto  
non－iItjectableproducts（e．g．，ma土erialsusedininvitrodiagnostictestkits）neednotbede免rred・  
Wewi1）continuetomonitortheBSEepidemicandre－eValuatethenecessityofdefbrringdonors  
transfusedinotherEuropeiLnCOuntries．  

ⅡⅠ． RECOMMEⅣDATIONS   

Youshouldinde爺nitelydeferalldonorswhohavらreceivedatransfusionofbloodorblood  
COmPOnentSinFrancesince1980・   

NOTE：Donorswho＆reOtherwisede飴rredbaseduponthisrecommendationshouldcontinueto  
donateiftheyareparticipatinginaCBER－apprOVedprogramthatallowscollectionofblood  
componentssolelyforuseinmanufacturingofnon－irtiectal）leproducts・WerecommendspeCial  
1abe）ingforproductsobtained舟omsuchdonors（SeeSeCtionVII・AoftheCJDルCJDguidance）・  

Allotherrecommendations鉦omtheCJDFvCJDguidanceremainunchangedl  

ⅠⅤ． IMrLEMENTATION   

Werecommendthatyouimplementthisdonordeferralrecommendationwithinsixmonthsof  
thedatethatwe血alizethisdra負guidanceamendment・Thisdraftguidanceamendmentwi11be  
丘nalizedbyreissuingtheCJDルCJDguidanceinclusiveoftheamendedlanguage・  
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本文献は英国の血友病の実地臨床における変異型クロイツフェルト・ヤコブ病（YCJD）の影響を報告している。1980年代，血紫由来製       使用上の注意記載状況・  

剤による治療で，血友病患者団体がHIVとC型肝炎ウイルス感染の危険に直面するという厳しい教訓を得た。このため，1997年に英国  その他参考事項等  

血友病センターの医師巨飢ま，血友病患者に対する最適な治療法は適伝子組換え凝固因子であると述べた。1996年の，英国で最初のVC川       もYL－2006－0220－3  

症例報告の直後に，輸血を介してYCJD感染の恐れがあるという懸念が生じた。1997年，†C川は英国においてのみ確認され，多くの血  

研 究                                   友病患者が英国由来の血禁固子波線製剤の投与を受けていたため，遺伝子組換え凝固因子による治療を受けられない患者には，非ヨ   
報  一口ツパ諸国，好ましくは米国で処理が行われた血紫因子濃縮製剤を用いるべきである，という追加勧告がなされた。後に，1996－9了   

dヒ 6ヨ   

の  
概  

要   

供血されたヒト血紫由来の治療を受けた全血友病患者の取扱いが決定した。例えば，これらの患者が中枢神経系に関わる手術を受け  
た際，使用された手術器具は全て廃棄されなければならない。したがって，筆者は血友病患者にはリスクの最も低い治療法のみを適  

用することを推奨している。   

報告企業の意見  今後の対応   

培地にはヒト血粟由来成分が使用されているが，弊社の血燥分圃  
製剤の製造工掛ま，4logを上回るプリオンを除去することが確  

課されている。  弊社の第ⅤⅠⅠ‡因子製剤は遺伝子組換え製剤である。本剤の培養     現時点で新たな安全対策上の措置を講じる必要は無いと考える。引き続         き関連情報の収集に努める。  
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ClinicalimplicationsofemerglngPathogensinhaemophilia：  
thevariantCreutz氏1dtJakobdiseaseexperience  

G．DOLAN  

かゅ♂伽g搾fo′肋抑dfoJogy，U血即吟肋申ぉち9g∠gg乃，5地d如上α醸・e，No離間ゐ胡，ぴズ  

Stmmary．TheimpactofvariantCreut2ftldtJakob  
diseチSe（vCJD）ontheclinicalpracticeofhaemophi－  

1ia m the UXis∽lou托d by血e baemophi払  
COmmunity’s expcrlenCe Of hepatitis C viruS and  
human血mnnode丘ciencyviru＄（m）加nsmis5ion  
Viaplasma－derivedtherapiesinthe1980s，Whenthe  
delaymrecogmiムngandactlngOnthepotendal血ks  
COSt many Patients theirlives aJldle氏others to  
manageanotherchronicdisease・Thiscrisisprompt－  
ed organisations such as the United Kingdom 
HaemophiliaCentreDoctors’Organisationtoadvo－  
Cate fortheintroduction ofhaemophiliatherapies  
thatwouldnotbesusceptibletocontaminationwith  
blood－borne pathogens．Af［ef theidentiGcation of  
VqDinlタタ‘，anumberofpubhchealtbmeasures  
WeretakeniJlreSpOnSetOagOVefrment－SpOnSOred  
VqD ri＄k ass鰯ワ叫amd following r準正S Of  
transfusion－tran＄mISSionofvqD，addidonalgtlide－  

1ines have been developed to pre▼ent PerSOn－tO－  

per的ntranS血ssio叫SOmeOfwhicbmayi叩aCtthe  
qualityandavai1abil卸Ofmedicalandsurgicalcare・  
VariantqDhashadasigni占cantnegativeeffecモOn  
血e UK baemophilia commu皿卸，Shaking patlent  
com丘de此ein血e血erapiestbeyhavereceivedover  
thelast21YearS，aLfecting血equalityofcareand  
creatingtheriskofsdgmati血gthecommunitYaSit  
wasinthe1980s．AswithHIVaJldvCJD，emergi皿g  

blood－borneinfectiousagentswilllikelyaffectblood  
andblood－derivedtherapie＄Wellbeforewebecome  
awareofitspresence．Asaresult，OnlytherapleSwith  
thelowestlevelofrisk should be used forcare of  
Patientswithhaemophilia．   

Keywords：haemophilia，pa血ogen，Ⅴ訂iant Creutz－  
kldトJakobdisease  

ablethatmanypatientswithhaemophiliaandtheir  
caregivers are now very alert to the potential 
血p艮cationsofemergi喝pa血ogepssuchasvqp・  

Thisisespecia11ytrueforthosepatlentSWhostillrely  
onplasma－derivedthefaPleSandtransfusiorlS・   

UKHCDOtb∝呼e血c卯i血l血es  

TheUnitedKingdomHaemophiliaCentreDoctors’  
Organisation（UKHCDO）wasestablishedin1968  
byd∝tOrStfeatlngpatientswithbleedingdisorders  
whosoughttoimpfOVeCare，COnductresearcb血o  
thedisordersandfacilitatehealthcareplanning．The  
UKHCDOandthepatientorganizationtheHaemo－  
philiaSocietyhad，formanyyears，arguedforthe  
introduction of recombinant therapies．This view  
was renectedin the UKHCDO haemophiiia treat－  
mentguidelines，pubiishedin1997，Whichstatedthat  
recom』inantfactorconcentrateswerethe亡re阜tment  

of choice for patients witb haemophilia【11■The  
guidelines further srated that recombinant factor  
concentrateswerethesafes亡Withrespeettoreducing  
the riskof亡ranShsion－tranSmittedin缶ction．At血e  

筍2006BlackwellPublishingLtd   

血圧Odudon  

This artide will review the impact of variant 
CreutzfeldtJakob disease（vqD）onthe clinical  
PraCticeothaemophiliaintheUK，Withparticular  
attendon to how haemophilia treatef and patient  
Organi2：ationshave respondedto亡hisconcern．The  
haemophiliacommllnity’sresponsetovqDisbest  
understoodinthecontextofthesigni6cantmorbidity  
andmortalitycausedby血etEanSfusion－tranSmitted  
hepatitis C vims（HCV）and humanimmunode銭－  
CiencyviruS（HⅣ）infectionCOntraCtedinthe1980s・  
GiventhedelayedrecogrlitlOnOttheriskthatHⅣ  
andHCVposedtopatientswithhaemophilia，the  
subsequent lack of rapid response and the many 
inissed opporturLitiestoprotectpatientsfromcon－  
taminatedp王asma－derivedtherapies，itisunderstand一  

Correspondence：Gerry Doian，M旦 ChB、FRCP，FRC Path，  
Depa托mentof払ematology，UniversiⅣHospitユl，que亡n’sMed一  
血IC亡ntT亡，NottingムamNG7之UH，UK．  
Tel，；＋44011J97091g7；ねⅩ：十44011＝7097粥；  
e－1三Ⅷ1：gerry．do】an＠noてti喝hanl・aC．uk   
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time the UKHCDO guideliLle＄Were released，the   
gene招Iconsen餌SamOnghaemophha仕eatef＄WaS   

that血eplasma血erapies u＄edh血UX had a   
reladⅦlylowriskbrtr弧Smissionofhepatidsor   

HⅣ，butbecausetheycouldtransmitotherin良c－   
dou5age此S，5uCha5paryOViru＄別夕弧dbepaddsA，  
【2，3】theymightintheorybetherouteofiJlfection   
血fneWO一之l如ed喝emtさ．   

TheUKHCDOguideuneswereacceptedbymost   
tre紙∬but not by血e皿ajor卸of hモ扇血care   
CO皿misdoners．h pa血cul訂，血e h【we risk of   

h良don by eme」廟ng pa血ogems血ou由plasma  
血e叩yWa＄nOta⊂Cepted・Approxi甲扇y6months  

later，血epote慮al血托atOfvqDto血ehaemophilia   
COmuniけe皿erg¢d．   

馳ort】アユ氏ervqDwAS鈷叙d亡虻ribed血血eUKin  
19？6，COnCemSWereraisedthatitcouldbetransmitted  
tkouめbl00dtran血iom且ndblood血訂apieり4】．由  
afeSult，the UKHCDO convened ameetingwith  
e叩e郎Onpriomdi紀a£eざ，includi喝mem♭erざOf血e  

NationalqDSurveillanceUnitandtheSpongiform  
EncephalopathyAdvisofyCommi亡tee（SEAC），bothof  
Which wereformedinlタタ0．－The NationalqD  
StmeillanceUnitissponsoredbYtheDepartmentof  
Health（DOH）andthe Scottish Executive Health  

DepaTtmenf；SEACissponsoredjointlァbytheDepart－  
memtforEnvironment，FoodandRuralAffairs，the  

DOHandthe Food StandardsAgency（FSAi．The  
purposeofthemeetlngWaStOdetermine，bymean＄Of  
athoroughfeViewofallavailableevidence，ifthere  
WereanymeaSureSaVailabletoeffectivelyreducethe  
血ktopatientざ雨血haemopbiliaofco汀加CfingvqD  
ando血efprion－baseddiseases．   

At the time，iJl1997，VqD had only been  
identi£edin Great Britain．Limited researchindi．  

Cated血af this waざa neW血ea5e Wi血along  

incubationperiod【5］・Relativelylittleepidemi0log－  
icaldata wefe aVailable，but evidence丘om some  

aT）imalsttldiesindicated that there existed the  
possibil卸 of tran血sion一任別旭mi仕ed vqD  
infections・Further，it was surmised that many  
vqD－infected，yetaSymptOmatic，individuals were  
COntinuingto donate bloodthatwould beusedin  
血epr∝郎血g of伝ctorⅥⅡand血cbrIX血em－  

pies・Atthattime）manYPatientswithhaemophilia  
in亡he UX were treated wi止UX－∫Ou∫Ced plasma  

factor concentrates．   
Based on血e1997meetmg of the UKHCDO，  
SEAC and the NationalqD Surveillance Unit，  
SeVeralrecommendadonsemerged【4】：  

1Healthcareprovidersshouldreducetheriskof   
VqD transmission by using plasma factor con－   
centratessourcedinothercountries．  

⑥ヱ00‘Bkckw亡1iPublishi喝Ltd  

Z Recombinantfactorconcentratesshouldremain   
thetreatmentofchoiceforpatientswithhaemo－   
p最Iia，   
3Plasma・d亡dved concen仕ates prOCe＄紀d wi血   

non－European plasma，PEeferablyfrom the US，   
shouldbeprovidedfor血osepaflentSforwhom   
recombinant factor concentrates weEe nOt made   
available．   

A＄aCOnSequenCeOftheserecoLnmendations，the  
ⅣomainUK丘a亡tionato指Ofplasma，BioPfOducts  
Labo血toryand血eSco血NatiohdBbodTrams－  
h或on Servic亡，Were Ob鮎ga托d to釦Op prOCe∬mg  
hctorconce加指tetherapies．In血e meant血e，the  
UKi皿匹正ed pla封na丘om the US brproα随1ng  
factorⅥⅡaJldfactorⅨ．T揖sbanonutilizationof  

UK－derivedpla£mAreSultedinlongdelay＄1nreSum・  
ing thc processlnSOf hctors andinterruptedthe  
supplyofo血ernicbe血erapie＄＄uda5hctorⅥIand  
h∝OrXI．   

Patients姐dprovidersre£pOnd  

Priortolタ，7，manypatientswithhaemophiliaand  
their physiciaJ｝S held the viewthat UK－SOurCed  
plasma therapleS We∫e Safer血an any alternative  
and there had been a relatively slow uptake of  
準⊂Ombinant therapleS．Withtheintroduction of  
血ese policies recommendingthe u9e Ofnon－UK－  
sourced plasma，however，patient con丘dence was  
underminedandthepressureincreasedongovern－  
mentandheal血⊂areCOmmissionerstomakerecom－  

binanttherapleSmOrewidelyavailable．   
Ag血tabackgroundofincreasingconcernabotlt  
thepossibleriskofvqD，England’sDepartmentot  
Healthagreedthatrecombinanttherapiesshouldbe  
madeavailabletoallchildrenwithhaemophilia［6］．  
hotherhealthdepartments，inScotIand，Walesand  
NorthernIreland，they tookthe recommendations  
OneStePfurtherandintroducedrecombinantther－  
apies for allpadents．Butin England，the most 
populouscountryintheUK，adultscontinuedtobe  
prescribed and use plasma therapies，although  
derivedfromplasmaimportedfromtheUSA・   

Ⅴ∬iantqD：apOtendalnewtkeatto払ctor  
COnCen仕ateSafety  

In 2000，Bio Products Laboratory noモi6ed the  
UKHCDO about theidenti点cation of batches of  

factorconcentratesthathadbeenpreparedin1996  
aLnd1997andusedbefore19？8．Itwasdetermined  

血attheseconcen仕a亡eswerepr甲ared丘omplasma  
pooIsthatincludedplasmafromadonorwhohad  

肋e椚呼んJ磁（之00句，12，（Suppl・1〉，16一之0   
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SubsequentlydevelopedvqD．Sincethentherehave   
been fw血∝nOt適cationsofbatchesofhdorcoか   
Centm比Sp托pared血・Omplasma丘omdonorswho   
We托Iaterdia評05edwi血vqD，Tablelenumerates   
allthebatchesoftherapiesdistributedandsubse－   
quentlyidenti点edasbeingpotentiallyir鹿ctedwith  

VqD，a50fS甲比mber200ヰm．nesetberapies  
WeEePrOducedbyeitherBioProductsLaboratoryor  
ProteinFractionationQntreand，inrnostcircun－  
Sta皿⊂e5，many patients were treated with 血e紀  

therapiesbcforenotiGcationhadbeeDgiven．   
At血edmetherewasnoclearevidence血色tvqD  
COuldbeけa鮎血舵dbybloodprodⅧd乳Tberewas  
no test toident坤potemially asymPtOmatic but  

infecteddonor＄，andtherewasnotreatmenttooffer  
patients鈷r reass揖弧Ce Or for血血era5S郎Sme血．  

Bcca？SeVqDhasalongincubationperiod，Chnical  

examlnationwasotlittleornou＄e．Withthesefacts  

h血ind，heal血毘re pfOVidef5amd po桓makers  
Werefacedwiththedecisionofwhat，OreVeniも亡O  
telltheirpatients．   

Responsetopossibleriskoftransfusion一  
江anSm血edvqD  

In2004，thedecisionwasmadetoinformaJlpatients  
about the possible risk of transfusion hansmitted 
VqD，irrespective of whether they had received  
COnCentra亡eS Or nOtfrom theimplicated batches．  
Patientsweregiventhreechoices：theycouldcome  
intotheirhealthcareproviders，0瓜cesanddiscussthe  
in払ー爪ationinperson；血eycoJdchoosetobefu11y  
informed byletter；Or they could refuse to be  
infofmedinanyWay・Manypatientschosethethird  
Option．Patientswho⊂hosetobeeducatedaboutthe  
POterltialriskswereglVerLinformationdisclosinsthat  
血eymightbeinfectedwithvqD．Givendlatthe  
mjorltyOfpa【ient5WerenOtabletohaveaccessto  
recombinanttherapies，thissituationcausedconsid－  
erableconcern、   

For theUKHCDO，reSPOnding to the potential  
infection of haemophilia patients created a huge 
administrativeburden・Therewasanurgentneedto   

Tabjel・ぬ血esof－implicated’UKphsmatberapies．一刀．  

review allrecords，tOCOntaCta11patients possibly  
infe∝ed and to give each ofthemthe optlOn to  
review a11info打natiom血en known a♭out vqD．  
Added to the administrative bufden were govern－  
menトmanda亡d dme重血es aぶtO When血e patients  
neededtobeinformed．   
≠e血eat of vqD among membefS Of tbe  
haemophiliacommunltylnCreaSedthepoliticalpres－  
sure for more widespread use of r∝Ombinant  
coagulationfactoreoncentratesintheUK・Andasa  
resulらa川fApr山ヱ005，aupatients扇thhaemophilia  
A and B have been ofk托d recombina皿t bctor  
COnCelllTateS．   

RiskofvqD血om血p鉱catedpla5ma－dedⅦd  
COnCentrateS  

Oneoftbeque血ons血tremainuna鮎Weredtoday  
iswhtriskdothefeCipientsofphsmaconcentrate＄  
exposedtovqDposetoother6？Thisissuecameto  
the forefrontin December ZOO3when the Heal血  
SecretaryinformedtheUKParliamentofthe丘rst  
death proba♭1Y rela【ed to transfu＄ion－traZISmitted  

vCJD．ThiscasewaslatercoI虚rmedasbeingrelated  
tovqD【8，タ】．   

TheDepartrnentofHealth established the CJD  
IncidentsPanel，aneXpertCOmmitteesubgroupof  
the Advisory Committee on Dangerous Pathogens  
Working Group on Transmissible Spongiform  
Encephalopathies，in2000in order to help the  
medicalcommLmityhandlecasessuchasthis・The  
mandateofthi＄COrEmitteeistoreviewtheavai1able  
literature，eStablish a formalrisk assessment of  
infectivityofbloodandbloodtherapiesandformu－  
1ateguideli皿eSforresponsebythemedicalcomrnu－  
nity．The CJDIncidents Paneladvises hospitals，  
trustsandpublich姐l血teams血oughout血eUKon  
howtomanageiJICidentsinvoIvingpossibletrans－  
missionofqDbetweenpatients．   
Basedonariskassessmentcommissionedbythe  
DOHin2003，theqDIncidentsPanelattemptedto  
identifypatientswhohadreceivedatleastonedose  
ofaplasmatherapy，Whichthecommitteejudgedto  
increasetheriskofvqDexposurebymorethanl％  
overbackground■Therapiesthatwereconsideredthe  
highestriskⅥrere hctorⅥⅠ王，hctorIX andanti－  
thrombin．Theadministrationofjustonevial，Or500  
unirs，WaSCOnSidered enoughto put patientsin a  
highーriskcatヲgOry・Mediumrisktherapiesincluded  
intravenouslmmunOglobulin Gandalbumin4・5％  
administeredinlargedoses．Low－risktherapleSWere  
de畠ned as albじmin20％，intramuscularimmuno－  
globu！in and factor VIIIwith exclplent・albumin  
administeredinextremeiylargedoses【10】・  

忠20O6BlackweliPublishingL亡d   
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h re点ningthe fisk as＄eSSment，the question   

emerged：Which ofthe‘atrisk，patients need be   
treatedwi血p∫eCa血on：血osewi血b珊neXpOSⅣe  

【oCOntaminatedorpotentia11ycontaminatedbatches   
OfplaざmaCOnCentrateS，Oranypatiemttr亡紐dwith   
plasma－de血edcon亡entratein血eperiod丘omlタ＄O   

to200日8∝au紀thepo鎚ibilityexi銃亡d血叫0Vef  
time，addidonaldonorsmightb亡identi丘edashaving  

VqD，it was decided to treatal1haemophiha   
patientswhohadusedtherapiesfromUK－derived   
plasmain t鮎6 21－yea叩訂iod w姑 mea餌reS   
de5i卯d【0∫educe血e rkk of human・tO－human   
tran＄mission【1叶   

Mea5ヤe＄ 

． 

Followhg血e2001relea紀Ofa DOH・叩OnSOred  
Su皿ⅣOf血e血b of vqD tramsm由8ion via  
surgicalimplements［12］，theAdvisoEyCommittee  
On Dang巳rOuS Pa血ogens and thモ Spongifom  
Encephalopathy Advisory Committee published a 
Set Of guidelinesin2003for the pfeCautionarY  
managemerlt Of potential1y－infected patients，both  
healthyanddeceased，inordertominimisetherisks  
Oftransmissiontootherpatientsandhealthcarestaff  
【13］・Theseguidelineswereasigni丘cantlyexpanded  
version ofrecommendations that were releasedin  
1998but kept under review untila number of  
uncertaintieswerebettertmderstood，irLCludingthe  
routesofin血ction，thresholdin血ctiousdo5ちpOten－  
tialforinactivatingtheagentandthequandtyof  
PeOPlewhomightbeincubatingthedisease．   
Thedetai1edguidelinesrecommendmeasuresfor  
laboratorycontainmentandcontrol，infectioncontroI  
OfqDandrelateddisorder＄inahealthcaresetting，  
decontaminationandwastedisposalandquarantin－  
ing of stugicalinstrumentS，amOng Others．For  
example，WhenpatientswhousedUK－SOureedplas－  
ma－based血erapiesin血eァ訟rSlタきMOOlundergo  
any’surgeryinvoIvinghigh－risktissues，SuChasthe  

Centfalnervoussystemorthelymphaticsystem，the  
surgical instruments used must be subsequently 
destroyed【14】．   

Somegeneralprecautionsincludedusingsingle－uSe  
instrumentSWhereverpossible；Performlngallpro－  
Ceduresina controlled environment，SuCh as an  
Opera血gthea胱；performing血eprocedurea氏e＝1l  
Others；invoIvingtheminimumnum♭erofhealthcare  
personnel；and uslngliquid－rePellent operatlng  
gowns overplaぬc aprons，aS Wellas goggles or  
h11－facevisor＄【l斗   

More controversially，the guidelines stlPuiated  
thatifthesepatientshaveanendoscoplCPrOCedure   

⑥ZOO6BlackwelipⅥ払出ngLtd  

ofthegas仕Ointesdnal加αOr血eolhctorymucosa，  
血einstrumentsu＄edizlthoseproceduresalsomust  
be quarantined，i．e・nOt uSed again or destroyed  
【1∫】．≠e quafan血e or de5帆Ction of聞喝ical  
血圧umentSbas，Ofcoursち丘n弧Cidconse叩頭CeS：  
血equaran血eof弧endoscopeisest血atedtocost  

approximately£30000匹f mStrum弧t pef year・  
EndoscopyserFicesareinhighdemand，andquaf－  
amti血ganemdo8COpe，Orde叙roy血gita丘ereve叩  
usちi8nOtareaSOmableorco8t－e鮎ctivepolicyfor  
any hモal血cむe血血tution．In血e血k－a5S鮎釘nent  
guidelines，itwas sug＄eStedthat capsule wireless  
endoscopesbeusedinstead，butexpertiseincapsule  
endoscopyislimited，SOtheissuehasyetto♭efully  
re501ved．   

Potentialsd辞na血adon  

Oneof血enega血eoutcomesofthedi叙ributionof  
dleguidelinesoftheqDIncident＄Panelwas血at  
personswithhaemophiliabecameidenti＆edaspre－  
sentmgariskofinfectiontoothefS・hsomenedical  
centres，reluctancetoperforminginvasiveprocedures  
becameanissueinallbutseriouscases．   
Despitea5Se血ons血ttheseprecautiomsshould  

notcompromiseeareforpatientswithhaemophilia，  
the potential exists that these patients will be 
stlgmatized again，aSthey were earlyinthe HⅣ  
crisis，andthat theirnormalmedicaland surgical  
caremaybeinterruPted．   

Scopeof血eproblem  

CasesofvqDhavealsobeenreportedoutsidethe  
UKInFrance，forexample，14casesofvqDhave  
beenreported，withthreeidenti丘edinpersonswho  
donated』loodoveralO－year－Period．Again，mOStOf  
thedonationshave been used tomake factorVⅡⅠ，  
vonwillebrandfactor，andotherplasmatherapleS・  
h respon鳴theFrench have reca丑ed anplasma－  
derived therapies，Where possible，and allpatients  
havebeeninformed．   
Tofurthercomplicatematters，itisknownthatthe  
French fractiorlatOrShaveexportedconcentrates to  
othercountries，SuChasBelgium，AndintheUK，Bio  
Products Laboratory also exported factor concen－  
tratetoo血ercountries．At血ispointintime，there  
arer10Clearguidelinesonhowtomanagepotential  
riskinthesesituatiorlS．   
Another concerninvoIves haemophilia patients  
who visited血e UK：unknown numbers of visitofS  
were treated with tJK－SOufCed factor concentrates  
duringthecruciai21－y巳ar－Period・Because records  

onthetreatmentofvisitorstotheUKarenotreadi！y  
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availablちitisv引γdi仏c山toidenti抒oradvi5etbose  
patients．   

Condusion  

ThephenomヲnOnOfemergingvqDisyetanother  
Warning agalnSt tbe complace郎aSSumption that  
Plasma－derivedtherapies can be made completely  
Safe，Variant qD has hd a signi丘cant negative  
鵡∝Onthebae爪Ophiliac？m血けintheUち  
Shakimg patient con点dencelnthe rherapies they  
have received over血ela＄一之1years，a鮎dng the  
qualityotcurrentandfutufemedi⊂alandsurgical  
Care and creating the risk ot sti騨natiヱing the  
COmmunityasitwasirl【he1980s，atthebeginnlng  
of血e HⅣcrisis．   

OurawarenessofvqDisnotevenadecadeold．  
Muchaboutthediseaseisstillunknown，including  
thebestmean6brprecli山caldetectionamdeffective  
inacdvation．ButglVenitslongincubationperiod，it’s  
possible thattheimpactofvqD onpatientswith  
haemophiliamaybesigni占cant．   
As described elsewherein this supplement，the  
ba汀iersto血eemergenceofpa血ogenicagents，both  
air－andblood－bome，COntinuetodiminish．Andas  
withHⅣandvqD，thenextemergingblood－born  
infectiousagentwilllikelYaffectbloodandblood－  
derivedtherapieswellbeforewebecomeawareofits  
presence．Itisbecauseof血e＄ereaざ0爪S血atonlythe  
血erapleSwiththelowestlevelofriskshouldbeused  
forcareofpatientswithhaemophilia．   
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英国保健当局と医療関係者間の以下2点に関する議論の要旨である。  使用上の注意記載状況・  

i）現在の血友病患者が直面している新規の，血液媒介病原体による潜在的感染の危険性  その他参考事項等  

ii）過去25年間にこの分野で判明した教訓  もYL－2008－0220－4  

研  
2番目の議論に関して，英国の血友病患者にとってエイズまたは変異型クロイツフェルトヤコブ病（▼C川）の危険性が大きな脅威であっ  

究                                   た。これまで，血液凝固第Ⅵ‖因子，又は第Ⅰ‡因子療法を受けている患者のVCJD症例報告はなかった。しかし，正式にこの可能性を   
報  否定するには，恐らく以前より時間がかかるであろう。また，白血球除去や血渠分蘭といった技術改善は感染症のリスクを減少させ   
沓   
の  
概  

要   

のような血液を介して感染する新規病原体は予想以上に早く出現する，と医師はみている。そのため彼らは最高水準の安全管理を推  
奨し，新規病原体のスクリーニングテストが可能となれば即時，血友病患者に対して積極的に行い，適切な手段と規制を実施するこ  
とを提案している。   

報告企業の意見  今後の対応   

養培地にはヒト血燥由来成分が使用されている。しかしながら，  
弊社製剤中に残存しうる血奨由来成分は，プール血斯こおいて  
NATを実施するとともに，その製造工程でウイルス不括化・除去  
工程を実施し安全性を確保している。  弊社の第Ⅴ‖＝因子製剤は遭伝子組換え製剤であるが，本剤の培     現時点で新たな安全対策上の措置を講じる必要は無いと考える。引き続          き関連情報の収集に努める。  
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lmplicationsofEmerglngPathogensintheManagementof  
Haemophilia   

Iwouldbeverycautiousaboutrelaxingpolicies  
andguidelinesatpresentbecause，aSWeallunder－  
stand，thereareotheremerginginfectiousagents－  
id亡nti£ed and unidenti＆ed － that are cause for  

COnCeminadditiontothevqD－CauSingTi？n・   

3．DoyouknowofanyvqD tmnsmss10那by  
plasma－derivedFqyFIXtherapies？   
RONSIDE：Atpresent，nO，Thefeisnoevidence  
that vqD has∝Curred or h鎚dion has♭een  
transmittedbythesetherapies．Altho11gh，aSIstat畠d  
earlier，thismaybeduetothefactthatwearedealing  
withanagentthathasalongincubationperiod・The  
levelofinfectivityinplasmatherapiesmaYbelower  
or v鋸iable．Butitis too soon to exclude that  

possib揖ty．   

TheUnitedKingdom Haemophilia CentreDoc－  
tors’Organisation，alo鱒gWithseveralpatientgroups，  
isengagedinenhancedsurvei11anceofthehaemo－  
philiapopulation・Wearelookingforevidence of  
vqD－eVen Ofsubclinicalinfection－inpatients  
whodiedorwhohavealymphoidtissuebiopsyfor  
whateverreason．   

4．WhatisthelikelyimpactoftheUKexperience  
withvqDintheUnitedStatesandwhatmightthose  
treatmentimplicationsbe？   
DOLAN：Reported cases ofBSEinthe United  
States are very few．Andifthe number ofcases  
remains atthisIowlevel，Or eVendisappearsalto－  
gether，thenperhaps US practitioners and policy  
makerswon’tbeobligatedtotakethemoresweeping  
measures that we didin the UK．However，aS a  
generalconcept，WemuStallrememberthatemerging  
pathogenscanafEecttransfusiontherapy・So，based  
ontheUKexperience，ifhealthcareprovidershavean  
OPPOrtunltytOminimizerisktopatients，thenitis  
prudentcourseofdirectionthatshouldbeconsidered  
seriousiyandlikelytaken．   
5．Aretheredatatha亡1eukodepledonofbloodwill  
decreasetheriskoftransmittingvqD？Ifnot，What  
i5the柑rionale？  

IRONSIDE：Thisis a veryinteresting question  
becausetheUKhasbeenusinglellkodepletionasone  
ofitsmainstra亡egiesforriskreductionintermsof  
blood transfusion．The data from experimental  

⑥三006邑1ackwel！PublishingLtd   

D施用朋ionSes＄ion  

l・Ⅰ＄thereanyevidencethathaemophiliapatientsin   
theUKhavebeeninfectedwithvariantCfeutZ，feldト  

Jakob dis飴Se（vqD）vi久也即apies mde丘om  
COntaminatedblooddonations？Phraseddifferently，  
aLetheregooddatatosupportthedecisionintheUK   
亡O phase out the use of recombinant hctor VⅡⅠ  
（rFVIII）therapie5PrOCeSSedwithplasmaadditives，  

amdare血es町glCalpr∝autionsintreadnghaemo－  
philiapadentsnecessaⅣ？   

DOLAN：Ⅰmitialdiscussions surrounding these  
issues were de丘nitely controversial，and weinthe  

medicalcommunlty’werenotsurehowfarweneeded  
togointryingtoprotectpadents．Buttherecom－  

mendationsandsurgicalmeasuresweredevisedaf［er  
Verydetai1edconsultationwithexpertswhoknewfar  
moreaboutpr10ndisease血anwedid．   
Certain decisions，SuCh as ceaslng uSe Of UK  
Plasma－derived therapies，Were dif6cult for both  
patients andtheir providers．But the subseq11ent  
events，inparticularthelaterevidencethattherehave  
been atleast two probable cases ot transfusion－  
transmittedvriantqD，SeemtOiustifythatearly  

StanCebynotluSttheUKbutothercountriesaswell，   
2．DoァouthinkthatthefactthatvqDhasnot  
beenidemi丘ed inany patient recelVlng Plasna  
derivativesworldwidesince1980suggeststhatthe  
riskofvCJDisminimalornon－eXistentfromthese  
therapies？  
IRONSIDE：Firstofall，1et’sbequlteClearabout  
why1980hasbecomeabenclmafk．Thedate1980  
WaSChosensimplybecausethatwasthoughttobe  
theearliestdateatwhichhumanexposuretobovine  
SpOngiform encephalopathy（BSE）in the UK was  
likelytohaveoccurred．0verall，humamexposu∫etO  
BSEprobablywouldbeverylowintheearly1980s  
andhighestinthelate1980sandearly1990s．Itis  
alsoimportant to remember that we are dealing  
with aprlma叩disease transmission with anincu－  
bationperiodofapproximately15yearsonavemge，  
So，WemayhavetowaitafewrnoreYearSbeforewe  
Canbecertainabouttheabsoiuteriskofcontractlng  
VqD．  

之‘  
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Studiesdoin血：atetbatalthougbleukodepletionwill   

reduceinLectivity，itwi1lnotremoveitentirelY．   
Becau＄el飢止odepledondoe5mOtremOVea山im良c－   

tLVlty，thefehavebeen去numberofotherapproaches   

thaIurilizeadditional＆ltersthatmightbindmore   
5peCi点ca11ytoany存亡eprionprotein血血eplasma   

さmd血us，h血erreducetheri止．   
6・Please describe【he results ofexperimen†Sin   

Whichbloodwasspikedwi血vqDconcen【ratetO   
deter血newhetherpriomscouldberemoved．   
IRONSmE：R鵡uksofa8pikingexp8rimentwere   
PublishedtlSingbloodcontainingaraLngeOfprions，  
includingbotJ”POrよdicandvariantqDprions．The   
釦udylookedatthee脆亡tOfplasma血ctiomadon血   

removingtheprions．Andindeed，fractionationdid   
＄eemtOhaveaposidvee鮎ct．   
However，血efeareanumberofcomcemsabout  
血鮎e Spikhg expefimen毎 払cause th叩involve  
inoculatingbrainhomogenateintobloodandusing  
that as the spike．Es＄emially，itisinftcted brain  
tissue，WhichisveryumPhysiological．Therefore，it  
isunlikelytoEePlicatetheformofinfectivityfound  
inblood一雄dogenousinfection，Whereitisprobably  
freeinplasmaandnotaggregatedasitwouldbein  
brain・So，WhilethespikingexperimerLtSdoprovide  
SOme reaS去ur）nginformation，a number ofques一  

【ions persist as to just how valid the spiking  

me血odis．   

7・Whatabouttheresultsofthestudyinwhich  
ll％ofpatientswhoreceivedfeCOmbinanttherapy  
OnlywereseropositiveforpafVOviEuSB19antibodies  
soon a氏er start of tfeatment？A∫en，t recombinant  

therapiestotallyfreeofanyviruStranSmissionrisk？   
TAPPER：As has been stated，the non－1ipid－  
encased viruSeS are O♭viouslymuch more di托cult  
toinactivate・Soifyouask，dothecurrenttechno－  

logiesinactivateallpathogens，theanswerisclearly  
no，止eァdonot．   

Parvovirusis one ofthe clas扇c markers forthe5e  

typesofviruses・Inchildren，ParVOViruSisrelatively  
benign，butolderpeopletendtoget sickfromit．  
ParvoviruSCanbeviewedasamarkerforpathogerlS  
thatareeitherdi払culttoinactivateorthatsimply  
havenotbeenfu11ydescribedasyet．Therearemany  
VirusesthatfalJintothislattercategory．Forexam－  
Ple，Where did severe acute respiratory syndrome  
comef吏om？WheredidthecoronaviruSCOmefrom？  

Itisclearlyanovelvirusthatprobablymadeacross－  
SPeCies jump・You could saYVery rnuCh the same  
thiTlgabouthumanimmunode丘ciencyviruswhenit  
was丘rstdescribedinindustrializedcountriesinthe  

1980s，but clearly，Phylogeneticaliy，it had been  
PrがentinAfricaforatleast50yearspr10rtOthat  
tlme．   

⑥200g以ackwellPublish山名Ltd   

Factors such a＄tbe va如yincrea托d ab辻ity of  
populationstotravel，theissue＄SturOtmdingland  
emαOaChmentand血e disruptlO皿50fthe温血al  
barriersbetweenbumansandbumansandbetween  
humansand8ni皿alsareclea∫1ygohgぬCOn血ue・  
Andwithinthatcontext，yOuCananticipatethatnew  
pathogenswi11continuetoemerge，atleastsomeof  
which，hkeWestNileviruS，wiubetransmissibkvia  
blood．   
PIPE：Themedicalcommunityisnotparticularly  
concernedwithpaJVOViruS，butwe’relookingatita＄  
amarker♭ecatueitisoneofthenon－1ipid－enV亡loped  
viruses forwhi⊂hwe can actuallyscreen・Atthis  
polntintime，thetheoreticalconcemwouldinvoIve  
eady seroco皿Ve戚oms amo喝padents who have  
depended solely on recombiJlant therapies・We  
wouldneedtoa＄k：istherethepotentialforanother  
h鎚dous喝e山一Whidleither bas8r bas not  
emergedyet，Orthatwedon’thaveatestfof－tO  
becomeathLeattOthesepadent＄？   

WhatitcomcsdowntOisanissueofvigilance，and  
IthinkitisencouEagingtoseethatwhentestingis  
ava血ble，SuChasprlOnSCreenlng，WeareaCtively  
lookingforpatientswhohavetheprotein・Another  
encouragmgexampleimvoIvesWestNileviruS・ltwas  
onlyaveryshortperiodoftimefromitsappearance  
to actuallyhavinganeffective screeningtool；this  
rapidresponseillustratesthatthescienti丘cworldcan  
respondquicklytoaddressthesekindsofissues・   
8，Whatistheiusti丘cationofcontinuingtousea  
therapythatisprocessedwith bovineplasmapro－  
tein？   

PIPE：Inasinglecunic，Ⅰmighttalkto 
． 

anotherrarecoagulationde丘ciency，bothofwhom  
wouldrelyonplasmaderivatives・Withthesepatients  
Idiscussthecontinuedvigi1anceandscreeningtha†  
haveresultedin血e＄afeけOf血esetherapies血usfar・  
Ⅰ血inkitisimportanttoinformthemthatthereare  
ongolngCOnCemSWithrespecttoemergingpathor  
gens，butalsothataswelearnmoreaboutpotentia11y  
infectiveagents，WeeStablishpoliciesthatwillgoa  
longwaytowardpreventingarLOthercrisisinwhich  
emerglngPathogenscontaminateblood－derivedther・  
apies・   

Alternatively，lwi11have a conversationwith  
fami1ymemberorpatientwitheitherhaemophiliaA  
orhaemophihaBanddiscusswiththemtheavail－  
abilityofnewertherapiesthatarenotprocessedwith  
hu皿anOranimalproteinadditives．Theconversation  
withthepatientwithvonWillebranddiseaseisvery  
differentthantheonewiththehaemophiliapatient：  
oneisaconversationofreassurance，andtheothera  
⊂OnVerSationofstrivingtob巳PrOaCtive，tOhelpthese  
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infectiousagentbeingtransmittedbyplasmaderiv－  
atives・Yetifyoulook a‥he data from the US  
Centersfor Disease ControlandPrevention onthe  
adoption of recombinant therapies in paediatric 
patients，andindeedforadultpatientsaroundthe  
US，itis quite remarkable how entlmsiastically  
patientsanddinicianshaveembracedrecornbinant  
托Chnologァ．   

Forsomepatients，unforttlnately，Choiceisnotan  
optlOn・TherearepatientsinsomeareasoftheUS  
whodorLOteVenhaveaccesstorecombinants．So，Eor  
the＄ePatientswemustrelyon血e20yearsofsafety  
thatwehaveenjoyedwithplasmaderivatives・TLis  
relative safety should notlullusinto a mode of  
complacencywhereweignoreernergingpafhogeやS  
suchasvqD．  

PatientsandtheircaregiversconsidernewtherapleS  
thatmayreducetheriskofinfectionwithdisease，  
CauSlngagentS・   

Ourhistorywithhaemophiliapatientsisinteresト  
ing．In19，2，We Switched allof our paediatric  
pa†ientsonmⅡtorecombinant血efapieぶ．nen，in  
lタ，8 when recombinant FIX was availablちW亡  

Switchedal1ofour patientsfrom plasma－derived  
円Ⅹto recombinant．TLat・therapy had reduced  
r∝0V叩血鳩hpaediatricpatients，弧dasaresulち  
manypatientshadtouseuptotwicetheamountof  
factorunitsthattheywouldhavehadtheYremained  
On plas皿a－de血ed tberapies．Thereis also 血e  
increasedcostassociatedwiththetherapy．   
The decision to switch patients to recom♭inant  
therapieswasnotbasedonanyevidenceofaknown  
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