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BIood Safety PaneIUrges HHS to Speed Deve（oprnent of  

PathogenReductjonTechno］ogfeS   

TheAdvisoryCommitteeonBloodSafetyandAvaiIabilityrecommendedthis  
TeekthatthesecretaryoftheDepartmentofHealthandHumanServices（HHS）  
glVeprioritytotheurgentdevelopmentofsaftandef粍ctivepathogenreduction  
technologiesforbloodtransfusionproductsandimplementthemastheybecome  
available．   

Thepan畠1alsourgedHHStoprovideresourcestoovercomecurrentbarriersto  
thedevelopmentandvalidationofsuchtechnologleS．Currently，thecostand  

COmPlexityofindividualscreeningtestsisitselfbecomingabarriertofurther  
bloodsafetyinnovationsbecausebusinessmodelsdonotappeartofavormanu－  
facturers’continuedaggressiveinvestmentsinbloodsafetytechnologies   

MeetinginWashington，DC，OnWednesdayandThursd叩，th占panelapproveda  

resolutionassertingthat“accumulatingevidencefortheefncacyandsafetyof  
pathogen reduction warrantS aCOmmitmentand poncerted cf勤rtto addthis  

technologyasabroadlyapplicablesafbguardagainstpotentialemerglngin飴c－  
tiousdiseases．”ExamplesofsuchemerglngteClm0logleSarepathogenreduction  
SyStemSuSedworldwideforplasmaderivativesandbeingintroducedforcellular  
bloodcomponentsinEurope．  

The committee basedits recommendation otL the need to fbrther  

redtLCeknowninfbctiousthreatstotranshsiotIreCipietLtShmin一  

食ctious agents．Tbe Co山mittee alsoitLdicated that tbe current  

StrategyOfiJnPIementiJlgdonortestingaf（erth鐘identificationof  

newin鮎ctiotISagentSmayallowwidespreadtransmissionofdis－  
ea5ebe血reamewagemtisrecognized．   

Althoughthecostofpathogenreductionteclm01Qgiesarccxpectedtobehigh，  
thecommitteefe1tthattheylikelywi11beo飽etbytheeliminationofcurrent  
bloodsafetyinterventionsthatwouldberenderedredundant．Thesemightin－  
Cludegammairradiation，1eukoreduction，bacterialcultures，andtraveldeferrals  

formalaria．TLeCommitteealsosuggestedthatpathogenreductioncouldin－  

CreaSetheavailabilityofbloodbyreducingdonorlossductofalsepositivetest  
re如1tsandlowspccincitytraveldeferrals．   

ThetoneofthemeetingwassetbyChairmanArthurBracey，MD，丘omtheSt・  

Luke，sEpiscopalHospital，Houston，Texas，Whoaskedspeakerstodiscuss  
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QuickTestfbrStaph（continuedfrompagell）   

Staphinfbctionsmost丘equentlyoccurinhospitalsandhealthcarefacilitiesamongpatientwithweakened  

immunesystems．Distinguishingbetweenthetwosourcesofinfbctioniscriticaltosuccessfu1treatment．  

Themorecommon，1essdangerousstrainofstaphresultsininfbctionsthataregenerallymi1danda脆ct  
theskinwithpimplesorboilsthatcanbeswollen，Pain負Jlanddrainpus．   

HoweYer，theMRSAstaphbacteriumisdifnculttotreatwithordinaryantibioticsandcancausepoten－  

tia11ylife－threateningconditionssuchasbloodstreaminftctions，Surgicalsiteinftctionsorpneumonia．   

FDAclearedtheBDGeneOhmStaphSRassaybasedontheresuItsofaclinicaltrialatnvelocations．The  
newassayidentined100perCentOftheMRSA－POSitivespeclmenSandmorethan98perCentOfthemore  
COmmOn，lessdangerousstaphspeCimens．   

TheFDAcautionsthatthetestshouldbeusedonlyinpatientssuspectedofastaphinftction．Thetest  
ShouldnotbeusedtomonitortreatmentforstaphinftctionsbecauseitcanrLOtqワantifyapatient’sre－  

SpOnSetOtreatment・TestresultsshouldnotbeusedasthesolebasisfordiagnosISaStheymayrenectthe  

bacteria’spresenceinpatientswhohavebeensuccessfu11ytreatedforstaphinfections．AIso，thetestwi11  

notru1eoutothercomplicatingconditionsorinfbctions．（Source：FDApressreIease，1r2／08）▲  

PathoEEenReductionTechnologies（COntinuedfrompagel）   

“howsafeissafe，”whataretheneeds，WhatarethebarrierstoachieveanacceptableleveloftranSfusion  

andtransplantationsafetyandwhatarethepathwaystobeconsidered？   

RogerDodd，PhD，fromtheAmerica皿RedCross’Ho11andLaboratories，emphasizedthecurrentsafbtyof  

thebloodsupplyandthelowriskoftranSfusionwhencomparedtoothermedicalprocedures．Dr．Dodd  

Cha11engedthecommitteetoconsiderwhethermemberscould貞nda丘ameworkforappropriatedecision－  

makinginsteadofcontinuingtoseekazero－riskbloodsupply．   

Dr．Doddwasfo1lowedbyMarcJ．Roberts，PhD，伽）mtheHarvardSchoolofPublicHealth，Whopre－  

Sentedareviewoftheethicsofbloodsafety．AccordingtoDr．Roberts，itwouldbeunethicaltoadopt  

everypossibleincrease、inprotectionregardlessofcostbecausethatwouldputlower－incomeindividuals  

atsign漬cantlyhigherriskthanhigherincomeindividuals．   

CelsoBianco，MD，eXeCutivevicepresidentofAmerica’sBloodCenters，reViewedthecurrentlandscape  

OfblooddonorscreeningassaysinthecontextofFDA’s‘Ⅵvelayersofsafety”forthebloodsupply．  
Theseare：medicalhistory，donordeferrals，prOducttestlng，quarantineofunsuitablep＝roducts，andmoni－  
toringofcollectingfhcilities・Dr．BianCOnOtedthattheonlylayerthatclearlycontributestosafbtyis  

testing．Heexpressedhisconcem，however，thatfurtherdevelopmentofdonorscreenlngteStSisbeing  

threatenedbyalackofinvestmentonthepartofas姐ymanufacturersbecausethey点ndinvestmentin  
OtherdiagnosticareasandpharmaCeuticalsmuchmoreprontable．Dr．Bianco’spointofviewwasrein一  
forcedbyBrianMcDonough，VicepresidentofWorldWideMarketingforOrthoClinicalDiagnostics，  
Whonotedthat‘1hemarketattractivenessMofassaysfbrcardiovascularandmetabolicdiseasesandfor  
OnCOIogyismuchhigherthanthe“nogrow仙”marketofblooddonorscreening．   

DavidLeiby，PhD，丘omtheHo11andLaboratories，andMarkBrecher，MD，丘omtheUniversityofNorth  
Carolinashowedtheneedforassaysandproceduresthataddressinfbctionslikebabesia，andmalaria，for  

Whichbloodcentersdonottest，  

（COnthuedonpage13）  
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PathogmReductionTechnologies（COntinued丘ompage12）   

andbacteria，forwhichscreenInglSnOtCOmPletelye蝕ctive．DavidAsher，MDfromtheFoodandDrug  

Administration，sCenterforBiologicsEvaluationandResearch（CBER）reviewedthecurrentepidemi01－  
ogyofvariantCreutzfbldtJakobdisease（VCJD）andthestatusOfaLSSqySbeingdevelopedtodetectvCJD  

andotherpriondiseases・HesaidthatnoneofthetestsunderdeYelopmentproducesatis払ctoryresults・   

“TheUltimatePrecuationaJyPrinciple．”Themeetingthenmovedtotheconceptofpathogenreduction  

withHarveyAlter，MDfromtheNIHBloodBankmakinganimpassionatepleaforcxaminationofcur－  
rentlyavai1ableprocessesforpathogenreductionandinvestmentinfurtherdevelopments・   

仏PathogenreductionistheultimateprecautionaryprlnCiplebyeradicatingalmostallpotentialforinfec－  

tiousdiseasetranSmissionevenbeforeriskhasbeenconclusivelyestablished，andpossibly，eVenbefore  
theagenthasbeenrecognized”Dr・Altersaid・   

Dr．Alterwasfo1lowedbyJohnChapman，PhDvicepresidentofResearchandDevelopmentforTher－  
mogenesisCorp・，Whosaidthataftermanyyearsintheareaofpathogenreductionforcellularblood  

productshebelievesthatvariousavailableprocedureshaveacceptabletoxicity・′miswasconnrmedby  

MargaretheHeiden，PhD，録omthePaulErlichInstituteinGermany，Whospe11edouttheagency，sreason－  

1nglngrantingaCEmarktotheprocessdevelopedbytheCeruSCorporationandtheapprovalbythe  
Germanregulatoryauthorities・   

HarveyKlein，MD，舟omtheNationalInstitutesofHealth，sBloodBank，Summarizedtheconclusionsof  

thepaneloftheCanadianConsensusConferenceonPathogenInactivationthattookplaceinMarch2007  
inToronto，Canada．Dr．Kleinwasthechairmanofthepanel・Thesummaryhasbeenpublishedinthe  
joumalsTh7ゆionandtheproceedingsinT［an卸ion肋dicineReviews・   

Dr．Klein，swasfo1lowedbypresentationsbyLarryCorash，MD，丘omCeruSCorporation，RayGoodrich，  

PhD，丘omNavigant，andMarcMaltas，fromOctapharma，abouttheirrespeCtivepathogeninactivation  
processesandclinicaltrialresults・   

Finally，Jaroslavvostal，MD，丘omCBER，reViewedthecurrentrequlrementSforFDAapprovalofa  
pathogenreductionprocessandprovidedthedetailedreasoningforFDA，srefusaltoapprovetheCeruS  
pathogenreductionprocessforplateletswithoutsubmissionofadditionalclinicaldata・▲   

BRIEFLYNOTED   

HospitaIsinVerqontarejoinitLgthoseintwootherstatcsthathaveomcialtyforⅡledpoliciesto  
stopbillingpatientsandinsumncecompaniesforcertainadverseevents・Twomor9StateSareCOnSid－  
erlngSimilarpoliciesaswe11・TYLeVemlOntAssociationofHospitalsandHealthSystemssaiditspolicy  
willcovereightseriouseventsbasedonthelistof28so－Called‘‘neverevents”identinedbytheNational  
QualityForumaSpreVentable－Care？rrOrS・Vermont，spolicyincludes：airembolism－aSSOCiatedidury；  
artincialinsemination／wrongdonor；1nCOmpatibleblood－aSSOCiatediTtjury；medicationerrorlrUury；reten－  
tionofforeignoqiect；WrOng－patientsurgery；WrOng－Sitesurgery；andwrongsurgicalprocedure・The  
hospitalassociationsaiditexpectstocompleteimplementationbythefall・TheMinnesotaandMassachu－  
settshospitalassociationsbothannouncedsimilarpolicieslastyear・Minnesotawi11stopbillingforal128  
events，butdoesnothaveanimpIementationscheduleinplace・MassachusettS，Whichwillstopbillingfor  
nineofthe28eventswhileassesslngtheothers，eXpeCtStOinitiateitspolicybytheendofJanuary・The  
ColoradoHospitalAssociationandMichiganHealth＆HospitalAssociationareconsideringnon－billing  
policiesaswell．（Source：肋虎rnHeaL（hcare，1／6／Oi）  

（COntinuedonpage14）  
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別紙3－7  医薬品  

医薬部外品 研究報告 調査報告書  

化粧品   

別紙様式第2－1  

識別番号・報告回数  
報告日  新医区分 

回  年月 日  2。。。 総合機構処理欄   

Pathogeninactivation：aneW  公表国  
一般的名称  paradigmforb100dsafety．Mc  

Cu1lougb．J．Transfusion，47．2180  米国   

研究報告の公表状況  －2柑4（2007）  

販売名（企業名）  

本論説は，血焚分画製剤業界における病原体不活化（PI）の新たな手法に焦点を当てた報告文献［BYレ2008－0306］と密接に関連し       使用上の注意記載状況・  
ている。本稿では，著者が病原体不括化に関するコンセンサス会議〔BYL－2008－0306］で得られた癌論を考察し，さらに展開している。  その他参考書項等  

過去25年間で血液の安全性については主要な改善が行われているものの，輸血伝播による感染を低減するための現在のアプローチ法       BYレ2008－0305  
にはいくつかの欠点がある。特に；新規病原体の脅威に対しては対応しきれてし）ない。また，核酸標的薬剤を用いた特有の処理によ  

研 究                                   って，多岐にわたる病原体が不活イヒされることが明らかになっているものの，この手法は現在ヨーロッパでは利用されているが北米   
報  では利用されていない。更に，PIは血液成分の絶対的な安全性を担保するものではないことも念頭に置いておく必要がある。結論と  

臼 Fl   

の 概  

要   

報告企業の意見  今後の対応   

著者らは，現在ヨーロッパで普及しているPIを北米でも実施す     弊社の血膿分画製剤，及び浪伝子組換え製剤の製造工程で使用されてい   
ることを非鱒に推奨しており，それによる利点はリスクを上申る  

と確信している。  れているPI革を導入することによって得られる血某分画製剤の安全性に  

弊社のポリグロピンNの製造工程には，コーンの嘩鱒エタノール  

血凍分画温限外ろ過，S／D工程及び低pHインキュベーション  

処理等の効果的なウイルスが除去・不活化工痙が含まれている。  
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人鉛毒ア′レプさン  

El‖TORIAL  

Pathogeninactivation：aneWParadigmfbrbloodsafbty  

nthisissueofTRANSFUS10N，KleinandcoJleaguesl  
reportthe results ofa consenSuS COnference on  
pa山ogeninactivation（PI）sponsoredbytheCana－  
diinB】00dServiceandH6ma－Quebec．Theorganiz－  

dlisparadigmcanbesustainedinthe鮎tureandcancon－  
tinuetobethebestapproachtoma裏mizebloodsafety．   

Our present paradigm for preventlng tranSfusion－  
transmittedirlfections has severaJshortcol一一1ngS  
including二  

1・ItappliesonlytoknownpathogensandtranShsion－   
transmittedinfections：Thus・theparadigm accepts  
dlatneWagentS Wilrbe alJowed toenterdleblood   

Supply and our response willbe reactive aftertlle  
PrObJembecomesapparent．WestNilevirus（W）is  
themostrecentexampleofthereactionarynatureof   
Our PreSent paradigm・The blood banking and／or  

transfusionmedicinecommunlty，industrY，andregu－   

1atorsworked togetherto respondto theepidemic   
Withunprecedentedspeed．3Asmanyas？eVeraIdlOu－   
Sandpatientsmavhavebeeninfected，however，and   
inonereport70f23infectedpatientsdied．JAnother  

exampleofanewinfectiousagenterLteringtheblood   

SupPJyis the Chikungunyavirus epidemic that  
occurredintheisland ofLe Reunion．5a Frelich  

departmentinthelndianOcean．Theoutbreakwas  
duetoanewvariantthatmayhaveenabledtheviruS   

toadabttoanewmosqultOVeCtOr．5BecauseaJarge   
PrOpOrtion of the population wasinfbcted・blood  
donationwas haltedontheisland．redcel）s（RBCs）   

andplasmaweresllippedin．andPTprocedureswere  
Putinplace・forisland platelet（PIJ）donations・At   

least37cases，Ofinfectio11bythisvirusa’renowknown   
intheUnitedStates，althoughthesecasesoccurredin   
travelersreturnlngfromepidemicareas・6  

2・The cuJTent Paradigm does TlOt eVen preVentall  
knowntransfusion－tfansmittedinfbctions．Atesthas  

recentlybecome available forChagas．disease，but  
no practicalsteps are used to prevent babesiosis，  

Dengue，HHV－8，babesia，andothers．AttemptlngtO   
prevent transfusion－transmitted malaria by travel  
historylSine鮎ctive and defbrs many otherwise   
畠uitable′donors・Cytomegal0viruS（CMV）infectionis   

a110therexample．oftheもhortcomlngSOfourcurrent   
paradigm・EvenafterleukodepletionorCMVanti－   
body screenlng Of donated．bIood，tranSfusion－  
tfanSmittedCMVoccurs．7  

3・Because our present paradigmis reactive to the   
occurrenceofnewinfectiousagents，itacceptsthat   
SOmepatientswillbeharmedbeforesteps can be   
takentominimizetranSmissionoftheagent・WNV   
and patientsinftcted・SOrne、fhta11y．are the most   
recentexamplesofthisshortcolnlng．   

Ⅰ  
ers oftheconference havedone anoutstarldingjob of  
selectingthepanelandposingquestionsthatnicelyframe  
theissuesregardil－gPLThepanelhaswrittenanohtstand－  

1ngrepOrt血atwⅧbeofinteresttoallofusintrarlSfusion  

medicineandofgreathelplnCOnSideringthefutureof  
Pl．lnthis editorial，Iwillreview and discuss some of  

【hepanel’s丘ndingg’andplacethemin－OCOnteXtWithmy  

assessment of血e present paradigm forminill】izing  

transfusionTtranSmittedinfectionsandthecurrentstatus  

ofPI．IwilIajsoprovidesomeadditionalperspectiveto  
someoftheissuesthatthepane＝dent泊edin【hei［eXten－  

siveぐOnSiderationofthisevoJvingfieldandsuggestthal  

theseissueswillrequlreeXtenSivediscussionwithmany  
stakeholders．Final1y，lwillofferl－一yCOnClusions about  

whereweneedtomoveinthefuture．  

SHORTCOMJNGS OFTHE PRESENT  
PARADIGM・FOR．加ItNIMIZ］NG  

TRANSFUSfON⊥TRANSMJTTED（NFECT）ONS  
Sincethe9ruetOfdleAIDSepidemic．thepanelnoted  
dramaticimprovements thathavebeen madeinblood  
Safbty．Thesehavecomefromnewtestsfbrtransmissible  
diseases；SeVenhavebeenintroducedintheUIlitedStates  

Since1985，alongwithrnanyadditionalquestionsinthe  
donorlnedicalhistory・Current ratesofposttransfusion  

infectionfromthemostweJトknownagentsareextremely  

lowandrangen－Omlin900，000to7．8muJion（human  

imnlunOdeRぐiency virusIHTVりumits of bJood tolin  

77，000tol．1million（hepatjtisBvirtlS【HBVl）．110ndle  

basis ofthis background ofdata，the panel’s position  

was that Pi cannot be recolnlnended for introduction 

．’basedontherelativelylowratesofexistlnginfectious  

transfusion－relatedcomplicationsa（oTte’’【italicsarethis  

author’s）．This conclusionillustrates dlatOur preSent  

paradigmforthepreventionoftransfusion－tranSmissible  
infecdonshasservedusandpatieI－tSeXIremelyweuover  
thepasttw9decades・Theissuethenbecomeswhether  

Disぐlosure：Theau【hordiselosesa抗nancialreIationship11j【h  

bothCerusandNa肩gantCorporations（hroughserviceonadviー  

SOryboardsorcommitteesandthroughreceiptofresearch  

鮎ndsin山epast・  

WSFUSION2007；47：2180－2184．  

2180 TRANSFUS10N VoIume47，December2007  
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4，Currentmethodstodetectand／orpreventtransfu－   

sionofbacteriallycontaminatedproductsareinad－   
equate・TheAABB standard requlrlngmethods▲tO  
reduce bacterialcontaminatjon of Pmled tothe   

introductionoftestlngandhasreducedthedangerof  
transfusion－tranSmitted sepsis．The avai1able test  

methods，however，are nOt real1y suitable forthis   
PurPOSe and even a氏erintroducdon ofscreenlng・  
transfusion－related septlC reaCtions continue to  
occur．1－8  

5．Manydonorswhoseblood doesnotposeariskto  
patients are temporarily or permanendy deftrred  
becauseofthelackofprecisionofthepresentscreen▲  

mgtestsordeferralcriteria・Thebestexamplesofthis  
paradigm deficien〔y are donor his†OTy queStions  

regardingtravelto malaria areas andtraveltothe  
UnitddKingdomandFrancefornewvariantCJD・  

ThepaneJrecogni乙edtheseshortcomlngS．particu－  
1arlythelthreatofemerglngviruses・andrecommended  
‘一thatPIshouldbeimplementedwhenaf占asibleandsafe  
method to inactivate a broad spectrum of infectious 
agentsisavailaLble／）Thepanelbasedthisrecommenda－  
tioninparton、theprecautionarypnnciple・ThisprlnCiple  
recommendsthatwhenadlreattOthepublichealthcan  
bereas（叩ablypredicted．aproacdveapproachshouldbe  
takenandthattheburdenofp■roofisonth0苧eWhoadvo－  
Cate争reStrictiveapproach・  

CURRENTSTATUS OF．P］   

Methods  

SoIvent／detergent（S／D）treatment has been used＼for  

l yearsinthemanufactureofplasmaderivativ6s．S／Disalso  
usedtoprepareindividualunitsof丘ozenplasfnafrom  
pooIs、Of approximately2500 ddrLOrS・Although this  
productisnoIongqravai1ableintheUnitedStites．itis  
usedinsomeothefcountriesprlm卑tilyinEurope．S／D  
inactivateiohlyripiden†elopviruSeS・MethylenebJuecan  
beaqded▼tOPlaslnaqnd，んhenexposedto′iisiblelight，  
inactivates mostvirusesand bacteria．ノMethylene blue  

treatmentqfplasmaisusedinsomeEurop？anCOuntries・  
Several0therlhethddstargetanddamageDNAof  

RNÅthuspreventingorganisms仕omreproducing．The  
threethataremosthigh1ydevelopedinvolve．theuseof  
ribo鮎雨n（vitaminB2）andUVlightforPl乃，bl亘sma．and  
RBCs（Navigant qorp・）．，thel）SO血enco甲pOupd amo－  
tosalenandtJVlightfdr 
andabifuncdムnalalkylatorforiI、ofRBCi（CQrTStOrP・）・  

Detaj］s of these methods can be fohndin recent  

revleWS．9・tO  

－rbxicityofcompoundsu＄edfotPI  

Thesafttypro餌esofthesecompoundshavebeenstudied  
inwaysconsistentwithgeneralpharmaCOlogy‖landa∫e  

Within sa飴tylimits・Althoughthe a］kylatorcompound  

usedforRBCPIissimuartoalkylatorsusedinchemo－  
†herapy．1taPpearStOhaveasatisfaぐ†orysaferypro抗1e．10  

Pathogens inactivated 

Amotosalen，ribonavin，andthealkylatorinactivateawide  
VarietyofpathogensatuptolO60rmOreParticlesper  
milluiter．9・10TheextenttowhichthislevelofPfreversesthe  

threatfromallpathogensthatwouldbeexpectedin‘an  
apparentlyhealthyblooddonorisdi抗cultIoconclude．  

Most commercia】assays detect bothfu1J－1engthand  
incompletenoninftctiouspartiぐ1es．makingitdi蝕ultto  
determinethe tmeleve）ofinfectivityin・appar色ndy  
healthyblooddonors．Formosttransfusibh－transmitted  

infections．thelevelofmeasurableparticJesinappaTently  
healthyindividualsis be）owthe extent ofinac血ation  
Obtainedinvitro，PIwithdle 

tivelyinactivatedHBVandhepatitisCviruS（HCV）inan  

animalmodel；andotherstudiessuggest（heemcacyofPt  

forotheragentswithothercompounds二LヱTtappearsdlat  

these three compounds are very e駄ctiveinactivatlng  
transfusion－tranSmitted pathogensinclud阜ngthosefor  

WhichnoprevemionstrategylSCurrendyinplace．   

Graft－Ver＄uS－hostdisease   

Because血ePIprocessdamagesDNA 
replicatiohofnucleicacids，thepmce苧SpfeYentSreplicaT  

’・tion oflymphocytesintreated′bloddcompon占hts．13t．4  
Thus，Pトtreated blood components should not cause   
franSfusion－related graftTVerSuS－host disease（GVHD）・   

ThispromisehasbeenぐOnLirmedclinicallyinjome   
CenterSinEurtIpethathavediscontirluedimdiatingPI   
PIJb produced 
observedtransfusion－relatedGVHD．13・15  

Pre＄entuSeOfPIworldwide  

Thereisextensiveliteraturethatdocuments・theinvitro  
andanimalstudiesofcellandproteinfuhctionthathave  
o云curredwithPIcompounds．awidevarie勺TOfinvivo  

Ph左sefstudies，dndanumberofclinicaltrialsofPI山a［  
hav占beenwidelydiscussedatintemationalmeetlngSand  
inexcellehtliteraturereviews．9・IOAsaresultofthislong  
血d云omprehensivetlevelopmentalprocess．PIPIRare  
beingusedirLeightcountriesinEuropeandtqorktogaln  
・・声坪eri？nCeuSingtheteclmologylSunder・Wayinfour  
more・Approximately80，000unitsofPuゝPIusingamo－  
tosalenhavebeentransfusedinEurope．Postmarketing  
StudiesofthesePLI盲qspartofstruCturedherr10vigilance  
programsinEuropehavenotrevealeduTeXpeCtedprobT  
lemsorcomplicationsaf（erappro裏mately20，OpOunitsof  
amotosalen PIPIJ岳have been transfused to approxi－  
matelv3．500patients・ThePhaselIItrials－Ofamotosdlen  
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fresh－frozenplasma（FFP）arecompleted；thisproductis  
approvedinEuropeandisnowbeingusedintwocoun．  
tries．AlthoughPlofRBCsis【echnica山ymoredi抗cultand  
50me me山ods were hampered by the development of  
antibodiesinrecIPlentS，methodsforPIofRBCsareunder  
activestudyandmaybeavailable払rimplementationin  
COmlngyearS・  

Outlmany（most？？）ofthestepstakenover血epasttwo  
decadesdonotconformtotheconceptsofcoste鮎ctjve－  
nessusedino山erareasoflnedicineajld heaJthcare．In  

thediscussionofcost，dlepaneJemphasizedtheimporr  
tanceofmainralnlngPubliccon負denceinrhesafetYOfthe  

bloodsupply・Thiscombinedwid一山eprecautionaIγprln－  

Cipleisconsistentwithotherdecisionsregardingblood  
Safetymadeoverthepasttwodecadesandarguesforthe  
introduc【ionofPI．  

PrmightnotbeascosdyassolneCriticsfear．Inaddi－  
tjontoeliminationofthepatientcarecostsofthediseases  
transmitted，tranSmissionofagentsnotnowtestedshould  
bepreventedandthosepatientssparednewinfbctions．h  
thefuture・thecountJesshoursspentirldeveloplngStraト  
egleStOdealwithnewagentswouJdbeavoidedandthe  
COStSOftestlngandJossofdonorsduetofalse－POSitive  
screening tests or lnedjcal history questions would be 
eliminated・Inaddition，irradiation ofbloodproducts，  
testingfbrbacteriaJcontaminationofPL托，andtestingfor  
C入イVandWNVcouldprobablybeeliminated；impJeltlen－  
tationofatestfortrypanosorniasiscou】dbeavoided；and  

7－dav storage of PLR could be reconsidered．Because  

plaslnaisreplacedwithaPu、additivesolutionduringthe  

amotosalellarld po【en【ialIY rhe riboflavin PIpfOeeSS，  

moreplasmawouldbecome availableforfractionation，  

山usprovidingsomerevenue・Becauseplasmaisremoved  
andbecausePIstopscytokinesynthesjs，tTanSfusionreac－  

tions to PIJishould be decreased・1n thusimprovlng  

patientcareand reducingthecosts ofmanagln宮these  
reactlOnS．  

OTHERJSSUES CONSIDERED BY  
THE PANEL   

Noninfectious hazards of transfusion  

ThepaneJrecognizedthat血enoninfectioushazardsof  

tra11Sfusion such asTRALIand mistransfusidn are more  

PreValentthan currently recogni2X！d transmissible dis－  

easesandthatPldoesnotaddresstheseproblelnS・The  

paneldidnotbe）ievedlat山isissueshoulddelayorinllibit  

theadoptionofPIwhenthetechnologylSreadyThepanel  
urgedthat blood suppliers continue e鮎rts to reduce  

thesenortinfectiouscomplicationsbutpointsoutthatthe  
introductionofPItechnologylSnOtmutuallyexclusiveof  
dleSee抒br［S．  

Rare risks  

OneconcernwithPImaybeofarareriskthatwouIdnot  

bemanifestundlPIbloodcomponentshavebeentrans一  
山sedtoalargenumberofpatients・Althoughthisproblem  
mayseernuruquetoPI，itreally］SnOt．Clinicaltrialdata  
forlicensureofanydrug，biologlC，OrdevicewilJneverbe  

Su抗ぐientlye甲enSive10idehtifyveTyrareCOmPlications・  

TheFDAmusttakerarerisksintoconsideradonwithany  

drug．biologlC，Ordevicetheylicense．Unfortunately．the  
UnitedStatesdoesnothaveane圧tctjvesystemforp9Sト  
marketillgStudies basedon pre】icensure data．16Asthe  
PanelpolntSOut，thisisthe’LweakestLinkintheregulatory  
PrOCeSS：’TheyproposethatlicensureofPImandatepost－  
marketingstudies as a condition ofapprovaland that  
thesestudiesmightbesomehowintegratedwithdevelop－  
1ng hemoviguance programs．An additionalapproach  
mightincludeuseoftlleRADARprojeぐttWhichidenl脆es  
previouslyunrecognizedadversedruganddevi．ce reac－  

tions・17Follow－up dfpadents recetvlng amOtOSalen PI  
PLkislinked with some hemovig封ance programsin  
Europe・  

■l hplicationsfordeveloptngcountries  

PIisdiscussedhereinthecontex【ofdevelopedcountries・  

Inmanypartsoftheworld．bJoodsafetyandtransfusion－  

transmissibleinfectionsareamuchgreaterproblemthan  
indevelopedcountries．Itishoped thatas PIbecomes  
morewidelyused，thetechnoJogycpuldbemadeavauable  
insomepracticalway111partSOftheworldwhereitis  
ぐurrentlydi恥ulttoobtainanadeqtTateSuPPlyofsafe  

blood．  

（mpIjcatjonsofwidespreadadoptionofPt  

Thepanelalsoaddressesseveralpractjcalissuesintl－e  
implementationofPIsuchastheproblemofduaJinvell－  
tories・TheamotosalenmethodforPIofplasmaandPIユ§  

WidelyusedinEuropeisdi鮎rentfromthatcompany●s  

me伍odurlderdevelopmentforRBCs．Thus，thatcombi－  

nationwouldnotprovideasinglesystemforPtofallblood  
COmPOnenfs・TheriboflavinteclmoJogycanbeusedfor  
PI蓑，Plasma，and細Cs．makingas‖1gleprocedureeffec－  
tivefbral1components．Althoughcurrerltlvthereisno  
SlnglelicensedPIsyste叩fbrallbloodcomponents，the   

Costs  

ThepaneldidnotaddressthecostsofimplementingPl  
teehnology．Thevrecommendthateconomicevaluations  
OfPIshouldbecarried・Outbutemt）hasizedthatadoption  

OfPIshouldbebasedon’＜considerationsinaddidontdthe  

results oran economic analysis．’’1costs are djust one  

factor’．inconsideringtheuseofPI．AsthepanelpolntS   
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The blood banking and／or transfusion medicine  
COmmunityhastheresponsibilitytoconsiderPIwitha  
viewtothelong－termfuture・Transfusionmedicinephysi－  
Ciansshouldhavethepatients●intefeStaS†heirfirstpri－  
0rity．If PTimproves transhsiontherapy．which our  
EuropeancoIJeagueshaveconcluded，thenPIshouldbe  
adoptedmorebroadly・Leadersofbloodsupplyorganiza－  
tionshavetheresponsibilitytoconsiderPIwithanopen  
mind・Thetechnologymaybetechhical1ycomplex，but  
thisissueshouldnotdeterush・Ombeingopentpit・We  
havesuccessfuuyimplementedmanycomplextechnolo－  
gleSSuCh as apheresis・radioirrmunQaSSay，ELISA，and  
NATThus．theconsiderationiswhetheritistimefora  

paradigmshifttofurdler阜mprovebloodsafttyand，ifso．  

WhetherPIisreadyfbradopdonbeyondEurope．PImay  
alterourcurrentoperationsorbeinccInVenient・butthese  

issueshavebeentrueOfmostimprovements．Leadersof  
bloodsupplyorganizationshavetheresponsibilitytolook  
beyondtheseshort－termlogistica‖ssues． 

Regulatorsplayakeyroleinthee血1utionofPI．Their  
requlrementSmuStbtぐOnSistentandLbasedonscienti丘－  
Cal1y・SOundand－aVai1able－data・Ttisessentialthatthev  

Speakwithonevoiceandfromaslnglepointofviev帆Itlis  

reasonabletoexpectthattheywil1lookbeyondthebenr  

e6tsoftheelimina【ionofexistingtransfusion－tranSmitted  

infections and takeinto account e）imination of some  

Cufrentactivitiesthatm？ybecomereddndantwithPl  
introduction．   

PhysicianswhouseblOodintheirpracticedependon  
thosqofusin the transfusion medicine and／or blood  

bankingcommunitytodemohstrateleadefshjpinprovid－  
inghighTqualitytransfusioptherapy・Dialoguewithand  
amongthesephysiciangroupsw憩1behT）pOrtant▼tOhear  
theconcemsandquestionsoftrans魚1Singphysicians，tO  
eduぐatethemastothebenefitsandiIniqueaspectsofPI  
products．andtodeterminethebestwaystolntroducePT  
bloodccrmponentsintoclinicaipracticeattheapproprl－  
atetime．   

Ofcourse，theprimarystakeholdirsarepatients．Th占y  
mustbethefbcusofallofus、intransfdsionmedicineand  

bloodbanking・ttisourresponsib揖tytoprovideadequate  
and、Safetransfusiontherapyandtomakeavailablethe  
appropriateblood■products・Tbthisend；WemuStaSkthe  
hardquestionsofthedevelopersofPl，eXpeCtCOmplete l  
ditaandhigh－qualityclinicaltrials，ノandbeopentothe  
introductionoftechnologythatmaybecomplex；chalー  
Ienglng，OreVendisruptivetoourpresentoperation5・IfPl  
improvespadentcare，patientshavearighttoexpectthat  
weuseourexpertiseandcreativitytoizpplementchange・  

CO－NCLUS10NSOFTHEEDITORIAuST  

Thebodyofworkto．developPlrepresentsverysubstantial  
progress：PIisnowwidelvusedinEuropeandhasafrived  
atapointforrealisticconsiderationinCanadaandthe  

Voturne47，December2007 

panelfeltthatthisshouldnotdelayadopdonofPIfor  
some componentsifoverallconsiderations warrantits  
uSe．   

1fsome，butnotal1，Ofthesamebloodcomponentis  

subjectedtoPI，adua）inventorywouldarise・Bothwhole  
blood－derived（bu坤 coat）and apheresis PIJ岳 are  
approvedfbruseinEurope，SOaSingleinventoryofauPI  
Plコもisavailablethere．Itwiubedi抗eulttocreateaslngle  
inventoryofPmintheUnitedStates．however・because  
whole blood－Jerived Pub produced bythe PIエrich  
plasmamethodhavenotbeenstudiedinclinicaltria）s・It  
seemsunlikelytllhtけ1eUnitedStateswouldconvertto  
bufbTCOatPtJstoadoptPTbecauseonlyabout26p畠rcent  
ofPtninthe United States areprepared打om whole  
blood．．9TTLisproblemcouldcreatepres亨uretOSpeedthe  
conversiontoapheresisPI二R，mOtivatethemanufacturers  
todevelof）amethodforPIofPI二Rproducedwiththe  
PLT－richplasmamethod・OrPrOVideincentiveforthepro－  
d。Ctionofbu坤coat二derivedPtJ5indleUnitedStates 

（CurrendyhappeninginCanada）・  

Patientsetectionissues  

There′isnoevidencethatcomponentsthathaveunder－  
gonepIposeaunlquefiskfbranyparticulよrgroupof  
patients・The、panelrec9mmendsthatPIproducts be  
madeavailableto細Ipatiehts：山nlessnewdat左ifldicates  
an asyeT unknown riskfor speぐiBc p釘ien†s・Thus．for  

instance，thepanelconc）udedthat 
withhold PIcomponentsfrom neonates or pregnant  
WOmen．  

THESTAKEHOLD良RSFOROURPr  
DELIBERÅT10NS  

Th？pahelrecom叩ends 
partof血edecisionregardingadoptionofPI・Stakeholders  
includeindustry．academia．thebloodbankipgand／or  
transfusion medicine comrnumityincluding tran畠fusion  
medicinephysiciansandleadersofbloodsupplyorgani－  
2ation盲．physicianswhousebloodintheirpractice，regu－  
lators．andmostofal1patients．   

Industryhas dor1年impressive workto develop Pl  
technology and publicize their results・They have the  
respon去ibilitYtOCOntihheth・drough．血refu1development  
ofPl‡echno16gypursingappropria†eSafetyande疏caey  
issuestoprodhceaproductthatishelp餌topatientsand  
Canbe－imple血entedintothebloodsupplysystem◆praCti－  
ea11yandrealislicalJy・   

Acadeliliaalsoha豆arole．Thecompahiesdeveloping  
PItechno19gy do nothavethe breadthamidepthof  
knodedgethatexistsinourtmiⅦrSities．Thus，industry  
畠houldavai）dlemSelvesofthisexpertiseandumiversity  
SCiemistsandphysicianSShouldcoLlaboratewhenitis  
appropriate. 
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United States．Ibelieve thalthebene丘†s ofP7exTend faT  

beyondeliminatingthesmallnumberofrerr）ainlnginfec－  

tionsfrom the traditional1ist oftransfusion－tranSmitted  

infeぐtjousdiseasessuchashepatitisorHⅣThebeneAts  
include shortening thelonglist of other transfusion－  

transmittedinfectionsthatarenotpreventedbypresent  

tethnologyorothermethodsofdonorscreening．ThebelT－  

efitswillalsobeprovenwirhenlerglngagentSOrChanges  

inknownagents suぐhasSARSorAvianflu．［naddition．  

irradiation ofblood components colJd be eliminated，  

relT10vingtransfusion－aSSOCiatedGVHDasaledlalcom－  
Plicationoftransfusion．Weareattheendoftheusefu1－  

nessofdlePreSentparadigm畠ndmustmovetoanewolle．  

Itisincumbent on allofus to consider PIin this broad  

COnteXt．  

1e任reyMcCldlough，MD  

加p〟け川eJ汀q′払わoJ詭JOけルねdた油e＆PβJわoJo幻′  

UJ由昭和吋q「几イカ川部OJ〟  

420上）eヱ〟H／♂rPSJ彫JS£  

妬血儲叩血．ルW5封55  

eィ7M～JニJ〃CC〟旧OJ＠uJ〃几PdIJ  
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医薬品 研究報告 調査報告書   

儀別番号一報告回数  
告甲   要一報入手日新医薬品等の区分  

2007．12．17  該当なし  

一般的名称  （製造承認書に記載なし）   KleinHG，AndersonD，Bemardi  
MJ．CableR，CareyW，HpchJS，  

合成血「日赤」（日本赤十字社）  研究報告の公凄状況    RobitaineN．SivuottiML，Smaiu  

販売各（企業名）  
照射合成血「日赤」（日本赤＋字社）  F．Tran5鮎5ion．2007  
合成血ヰR坤赤」（日本赤十字社）  Pec；47（12）：2338－47．   カナダ  

照射合成血－LR用赤パ日本赤十字社）   

○病原体不活化：新技術についての決断コンセンサス会議報告  

2007年3月29日十3岬■（声ナダめトロントで、カナダ血液サービスとへマ・ケベックが主催する勝原体不活化（PI）に関するコンセ  
使用上の注意記載状況・  

ンサス会議が開がれたこ様カな分野の専門家9名で構成されたコンセンサス・パネルに対し七提示された質問に回答する形で本  
その他参考事項等  

報告はまとめられている。  合成血「日赤」  

研                             近年甲鱒査技術申発達により、現状の輸餌感染症リスクは大変低く、PIを直ちに轟入すろことは推奨しない。しかし、廟興感染症      照射合成血「日赤」   
究  

鱒 
ば戸Ⅰを実施すやきである。  照射合成血－LR「日赤」  

二  

血液を介するウイルス、  

細菌、原虫等の感染  

vCJD等の伝播のリスク  

でのパイロシトプ申グラムとして導入すべきだろう。  

不活化実施桓よっ七、現轟行われている感染症検査など十部の女全対策を取りやめ、費用を削減できる可能性がある。  
全ての血液製剤にPIを導入するためには、政府の支援と大規模な投資が必要である。   

報告企業の寄島  今後の対応   

2007年3月29日～叩日、カナダのトロントで行われた病原体不    日本赤十字社は8項目の安全対策め一環として不活化技術の導入に   

倍化技術に関するゴシセンサス睾鍵の額告である。  ついて、各不活化技術の効果、血液成分への影響、製造作業への影  

響などの評価検討を行っている。細菌やウイルスを不活化する方策に  
ついて今後も情報の収集に努める。   

M8dDRA／JV8r．‖．0」   
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lⅧ1‖川l＝廿1三l‖川ⅧⅧ－1’  

Pathogeninactivation：makingdecisionsaboutnewteclm0logies  

Reportofaconsensuscon鮎rence  

肋r〃町G．幻dわ，伽レ′dA乃de持α玖ルねrわJo∫ゐβemα紹ん月毎わα戒αわ～ち昭J肋Jれαrり1  

ノ伽S．肋cれ〃d乃Ⅳ加わ血f〃q人血化0上・A・5ルfわーれαJld蔦0乃α5〝∽gJJ  

Currer）（technolog）eS［oinactivatesomeagentssuchas  
SPOreS，pnOnS．and certain smau nonencapsulated  

viruses；4）concerns rcgarding remoterisks from thc  
re＄idualchemicalagentsuseddudngthepathogenillaCT  

tivation（PI）process；5）absenceofanysinglemethodto  

trea（Whole blood ora11components；and6）the cos［－  

e鮎ctivcncssofthesetcchnologleSeSpeCial1ycomparedto  

Strategiestoreducenoninftctiousrisksoftransfusion．5  
The Canadian Blood Services and H（…ma－Qu6bec，With  

SuppOrtfromtheBiomedicalExceuencefbrSafbr甘ansfu－  

Sion（BEST）Collaborative，Organizedaconsensusconfer－  
enceentitled，“Pathogcnhactivation：MakingDecisions  

AboutNewTbchnologie＄，”inTbronto，Ontario，Canada，  
March29through30，2007，tOpfOViderecommendations  

andguidedecisionTmakinginthisarea・Theterm“inacti－  
vation”was intended to include methods that  
reducepathogenriskbyanyme叩S，includingphysical  
removal．  

TIle COnference fbrmat was based on the model  

developedbytheNadonalInstitutesofHealth・6Thesteer－  
1ngCOmmitteewasawareofthepotentialweaknesscsof  
theconsensusprocessandmadeeverye飲汀‖ominimize  
selectionbias，particularlywithrespecttothechoiceof  
questionsandpanelists・7TheConsensusPanel・Selected  
bythe steerlng COmmi【tee，had been proVided back－  
groundmatcrialsregardingtransfusionriskandPItcch－  
nologyaswcllasaseriesofsixquestionsdesignedbythe  
committeeto如cusdebateonthemqjorissuesinvoIving  
palhogenreductionofbloodcomponents・ThePanelcon－  
venedimmtdia【elybeforethecc．nferencetoclarifyobjec－  
tives，principlcs．androles．Onthetirstconferenceday，  
invitedexpertsmadeformalpresentationsoIlaVarletyOf  
relevanttoplCSincludingtranSfusion risks，inactivatiozl  
technology，tOXicoIogy；regulatoryapproaches，riskanaly－  
sis，and cosトbene丘t considerations．Anopen fbrum  
audienceofapproximately270intemationalattendees  
participated・Theaudienceandthenine－memberinde－  
pendentConsensusPanel，Whichincludedawiderangeof  
disciplines（transfusionmedicine，hematology・ePidemi－  

0logy；microbiology，tOXicology．criticalcare medicine・  
medicalpolicy，andethics）aswellasachfO山CtranSfusion   

ethods to remove andinactivate patho－  
gens，uSedextensivelyinthemanufacture  
Ofplasma proteinfractions．havcanbut  
eliminated transmission of infbctious  M  

agentsbytheseprod11CtS・trIt，Clmologiesbrreducingthe  
risk ofir血ction f■rom single donor blood componen（S  
have not been embraccd as endluSiasticany．Several  

methodshavebeenintroducedinEuropc∴什eatmentwith  
soIvent／detergent（S／D）or methylene blue have both  
beenappliedtoplasmacomponents，andpsoralentreat－  
mentofplatelets（Ptn）hasbeguninseveralcountTies・2L4  
AlthoughS／D－【reatedpooledplasmahasbeenapproved  
fbruseintheUni（ed States andCanada，nOneOfthese  

methodshasbeenadoptedforsingle－donorproduct5in  
NofthAmerica．Reasons forslowacceptanceiIICludel）  
thecurrentsafetyofthevolunteerbloodsupply；2）the  
SuCCeSS Of surveillancc and development of screenlng  

teststodealwithemergingpathogens；3）theinabilityof  

ABBR亡VIJmONS：PJ＝Pathogeninactivation；WNV＝ⅥねstNile  

Virus．  

From血eNadonalIms日加tesofHeal血，且e也e＄da，Ma叩Iand；qE  

lIHcalthSciencesCenter，Halifhx．NovaScoda．Canada；CHUM．  

Mon［reaJ．Quebec，Canada；AJnericaLIRedCrossBloodServices，  

FaTmingtom，Connecticut；OwenSoulld，Ontarjo．Canada；St．  

Michael’sHospital．Tbronto，Ontario，Canada；CHtJSt．1ustine，  

Montrcal．Quebcc．Canada；Quecn’sunjversjty，Kings†On．  

Ontarjo．Canada；andMcMas【erUr）iversityFacultyofHea】th  

Science5．Halniltot】．Ontario，Canada．  

＾dlT7NreF）riJtErl・（1utTSLSTO：HarveyG・Klein，MD．Depart－  

mentofTtansfusionMedicine，ClinicalCenter，Nationallnsti－  

m【esofHealれBe山esda，MD20892；e－ma址hkl（血＠  

dtm．cc血b．go、仁  

ThjsConsensusCohLerencewasfundedbytheCaIladjan  

BloodServicesaJldH6ma－Qu6bec，Wlthsuppor（fromtheBio－  

medicalExce11enceforSafbrThmsfusion（BEST）Collaborative．  

Receivedforpubucatio几Augus【15，2007；rCvisionreceived  

＾ugust2l，2007．andacceptedAugust2l．2007．  

doi：10．1111／j．1537－2995・2007・01512・九  

WSFUSION2007；47：2338－2347．  
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i  

‾‾  

喜＿＿‡＿－‾ミ≡  

recipienthadanopportunitytoques－  
tionthepresentersandaddcomment．  
TheConsensusPanelreconvenedinthe  

eveningtoaddressthecon鮎renceques－  
tions and preyare recomrnendations 
thatcouldbeappliedbothinCanada  
andinternationauylOn Conftrence  
Day2，thepanel●sdraf（StatementWaS  

presentedinitsentiretytotheexperts  
andtheaudienceforpubliccomment．  
ThePanel血ali2：edthestatementwithin  

afbwweeksoftheconLbrence．Apre－  
1imin？ryrePOrthasbeenpub止Shed．8   

血is丘nalCons占nsus－anelreportis  

basedonthein由一mationprovidedto  

thepanelistsbeforeandduringthecon一  

鎚rence，aredewofbackgrou皿dlilem－  

ture，and continued postconfbrence  

和則＝働田 l卿  閲 l卿 lサ郵 †闊 l砺 1励声 1劇   加ま  脚  

Ⅶ脚   

Fig・l．RIsboEtmJtShslon－tmnSmi【tedlnLkdon8tJltheUrLl（edStJI（e81Rl3kpertLnJt  

血h8d．  

discussion．ThePanelbyintentdidnot  

addressadvantages，disadvantages，CurrentStatuS，OrCOSt  
Ofspecificinactivationand／orreductiontechnologiesor  
COmmerCiaiproducts．althoughdata regarding several  
technologies and trials were provided as backgrolmd  
托adiれgand p∫e＄entedat也econ飴托nCe．Sevemlpub－  
1ishedsuⅡ皿ariesareavai1able．5・9．11TheconLbrenceques－  

tions，andconclusionsaresummarizedbelow：  

lSTHE CURRENTRISKOF  
TRANSFUS10N－TRANSM］TTED DISEASES   
ACCEPTABLE［N REUrnONTOOTHER  

RISJ（S OFTRANSFUSJONS？  

DramaticadvancesinthesafbtyofallogelleicblQOdtrans－  
fusion have been made duringthe past quarter ofa  
Centtlry：Atpresent，thetestima（edr宵idualriskoftrans－  

mission血rou癖l廿ans餌sion of humanimmumode丘一  
CiencyviruS（ⅠⅡV），hcpatitisC扇ruS（HCVl．hepatiti＄B  

ViruS（HBV）．and hLma皿T－1ymphotropic破ms仕rny）  
inCanadais，reSPeCdvely，lin7．8milliondonations．1in  
2．3milliondonations，1in153，000donations．andlin  
4・3milliondonations・12Risksstiuvarysubstantiallyeven  
betweenlow－endemicand high－Cndcmicareas around  
theworldrThblel）．Forexample，theresidualriskofHBV  

permiuionblooddonationsiscalculatedtobeO・75in  

Auざtralia，3．6to8．5in血e United States，0．91to8．7in  

NorthernEurope，7．5to13．9inSouthemEurope，andup  
to200inHongKong．13．20Neve止heless，thestrategyof  
donor＄Creerung，tCSting，anddeferralhasprovedremark－  
ably＄uCCeSSfulinreducingtheriskoftransmissionofthe  
m可Or扇ralpathogen＄（Fig．1）．21   

BacterialcontaminationofbloodcoplpOnentSWaS  
among鵬e蝕釦reCOgnized dsb ortr礼n血由on・立札e  
introduct主onofsterileinterconnectedplasticcontainer  
SyStemSandcontro11edrefdgerationofbloodcomponcnts  
seemedtoeuminatcthisriskbythe1960s；however．this  
COnClusionprovediuusory．ContaminationofPl凪the  
bloodcomponentstoredatroomterrlperatureandthere－  
fbreJnOSt SuSCepdble to microbialgrowth，has been  
托pOrtedbeh代enljn2000andljn5000pu’collecdons  
（acdvesurve揖anceintheUnitedStates）beforetheimple－  
rnen申tionofbacterialte＄tingofPtJ5，andbactcrialsepsIS  
haso∝u∬edon【heorderoflin41，000bans血sions（Ⅶ1－  
untary rePOrhgin Canada）a丘er theintroduction of  
SCreenlngCultu舵S・23－251ntheUmitedStatesthefrequency  
Ofseptic reactions丘om single－donor（apheresis）Pu鳥  

beぬreroutineculture血asbeenmeasuredatlh15，000  

irlfusions．26Introductionofroutine“in一prOCe＄S”cultureof  

Votume47，December2007 TRANSFUSlON 2339  

358  

′召   



KLEIN ETAL．  

PLnhasreducedlheriskbyabout50percenLTheAmeri－  
CanRedCrossnowreportsaresidualriskofasepdctrans－  
fusionreactionfromaculturc→nCgativeslnglc－donorunit  

atlin50，200（20reportedcasesofsepsisincluding3fatali－  

tiesassociatedwi（hl，004．000single－donorPIJcompo－  

nents tested）．27rIYleSe reSults are co【1Sistentwith the  

Canadian expericncc．Duringthe sanle period（2004－  

2006），Septic transfusion reactionsfrom whole blood－  

derived PLrb that were released without culture  

approachedlin33，000（30reported casesofsepsisin  

lmiluon whole blood－derived PtJ conlPO11entS  
released）．28   

AlthoughChagasdisease，babesiosis，andWestN皿e  

ViruS（W）haYebeenrecenttransfusionthreatsinthe  
United States and Canada．published transmissions of  
Otherpathogens，SuChashepatitisEandotllerviruses，  
Otherparasites，OrPrlO11Sthatrcsultinclinicallyimportant  
inncssareveryuncommoninthedevelopedworld・之1▼29－31   

Hemovigilance data from developed countries  
SuggeStthattherecognizednoninftc山ousrisksinaggre－  
gatearesubstaLntiallyhigherthanthecurrcntinEectious  
risks of transfusion．3ヱfrfansfusion－related acutelung  

injury（TRAu），WhichclaimsarleStimated50tolOOlives  

intheUnitedStateseachyeaf，hasbeencitedasthemost  
frequent trans魚JSjon－related cause of death．33・34＾cute  

transfusion・reaCtions resulting丘ommistransfusionare  

fatalinaboutlin1mnliontransfusions・35The丘・equency  

Ofacuteanddelayedhemolysisalonefarexceedsthatof  
Clinica11yimportaJltPathogen transmissioll．32Based on  
therela也velylowra【esofexistinginfectioustransfusion－  
rclatedcomplicationsalonc．thcPancldocs（10trCCOm－  

mendimmediateintroduction of PIwithits attendant  

unknownrisks．Evenactivesurveillance，however，Canr）Ot  

estima［etheriskofanemerglngtranSfusion－tranSrnit（ed  

pathogen. The Panel rccognizes that such agents have 
becndetectedillbLooddonorsatanincreaslngrateSince  
theHlVepidemic．：一6ThereactivestrategyofsufVeillance，  
ident摘cation，teStdevelopment，andscreeningpermitsa  

pathogen to disseminate widely even before clinical  
diseaseisrecognizedaswasthecasewithHIV37Further－  
more．estimatespresentedatthiscon鮎rencebyDrHar－  

VeyJ．AltersuggestthatasmallyaS4．8miuioncasesof  
hepatitis．with an ensulng768，000cases of cirrhosis，  

resultedfrom（ransfusioninthe1970sand1980sbeforea  

SpeCi£c test for HCV wasintroduced．In addition to  

CauSingmorbidityaLndmortality．theemergenceofnew  
Pathogens atso undermines public con丘denceinthe  

bloodsupply．ThePanelbelievesthatsuchrisk5requlrea  
proactiveapproachinaccordanCewiththeprecautionary  
principle（Whenhcingpublichealththreatsforwhichthe  
OutCOmeCanreaSOnablybepredictedbascd，forexamPle，  

OnSimilarpastissues，theprecautionaryprlnCipledictates  
a risk assessmenl：【which compares possible conse－  

qucnces ofthc action against thcconsequences ofno  
action，aCCOrdingtoavailableevidenceandtherulesof  

2340 TRANSFUSJON Volume47，December2007  

SCiencel，［hatfavors aproactiveapproach，takinginto  
accountsociety●sexpectationsthatrcsponsibleactionsbe  
taken to circumscribcthe thrcat．U［ldcr such circul11＿  

SIances，risksassessmentthatwouldfhvorinactioncould  
bearguedtobeirresponsibleandunethical，puttingthe  
public safety and the safety of future generations at 
grcatcrrisk・TheactiveformofapplicationoftheprlnCiple  
placestheburdenofproofonthosewhoproposearestric－  
tivemeasure），Which providesfora distinctivewayof  
makingdecisionsformanaglngSeriousthreatstopublic  
healthwherethcreisscient摘cunccrtaintytomcetsoci－  
ety■sexpectationsthatrisksbeaddresscd．3839  

1fso，underwhatnewcjrcumstance＄ShouId  

P‖）eimplemented？  

Giventherccognitionoftransfusion，tranSmittedagents  

thatareenteringthebloodsupplyandtheriskofemerg－  
ulginfbctiousthreats．thePanelbelievesthatPIshoilldbe  

implementedwhenafbasibleandsafbmethodtdinacti－  
VateabroadspectrumOfinfbctiousagentsisavailable．  

ThcPanelacknowledgesthatnoninfectioushazards  

OftfanSfusioncanentailserioussafbfyissuesanddeserve  
SpeCi丘cconsideration．B）00dservicesshoulddirectatten－  

tionto，and＄upplythenecessaryresourcesfof，theirreso－  
1ution・Forexample，eXisting technologycanPrOvide  

uni丘eddatabaseforthepatient■stransfusionhistorY．SO  
thatmultiplecollabora血ghospitalscouldaccesspatient  
bloodtype，antibodyhistory；reaCtionstotransfusion，and  
SPeCialtransfusionneedsinrealtime；OneSuChsystemis  
OPeratinginQuebec・Bedsidcbar－COdesystemsandothef  

technologicsolutionshavebeenintroducedtoimprove  
positive patientidentification and reduce trans餌sion  

errors．4OT41nleriskofTRALIcanbereducedbye3（Cluding  

highTrisk donors，limiting plasma use，and developing  
SCreCnlngノtesttcchnology34Allofthesestrategiesarecur－  

rentlyunderfundedandunderdeployed．Acostestimate  
byDrSunnyDzikpresentedtothisconぬrence，however；  
SuggeStedthatsubstantialriskreductioninTRAuaI】d  
hemolytictransfusionreactio（lSCOuldbcaccomplished  
fbr‡14to＄28pcrunit．asumthatwouldraiscthecostof  
bloodinthe United States byless than10percent  
CThble2）．htroductionofPItechnologyshouldnotpre－  
Cludevigorouse鮮brtstoreducethesenonir［fectiousrisks・   

Shouldthecriteriabethe＄ameforredceJIs，PLT5，  
andfre＄h・frozenpla＄ma？  

Thesamccriteriaofsafety；fcasibiIity．ande疏cacyshould  
applytoallbloodcomponentstAsinglemedlOdforinac－  
tivatingpathogensinaubloodcomponentswouldbe  
ideal・Nosuchsystemislikelytobeintroducedinthe  
foreseeablefuture．Theabsenceofanintegratedsystem，  
howeverldoesnotimplythatPIofanyOneCOmpOnent  
shouldbedelayeduntilamethodisprovensatisfactoryfor  
allcomponents．   
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and e伍cacy，particularlyin the area oftoxicology：46・47  

EstablishedtoxicologymethodsofsystematicaJlyes血at－  
ing hazards，anticipated exposurelevcIs，and relev乱nt  
dose－reSPOnSerelationshipsshouldbefb止owed，tOenSure  

averyhighmarghofsa鮎tyfbrtransfusionrccipients．Pl  
technologiesthattargetnucleicacidshould，forexample．  
undergocNe餌scrutinytoassessthepotentiaJforgeno－  

toxicitylCarCinogenicity，reprOduc（ivetoxicity；andgerm－  

1inetoxicity．Thesestudiesshouldbepeer－reviewedand  

published．仏50ThePanelstronglyrecommendsthatdini－  
C山Iyrelevant，endpointsbeselectedwhenstudyingthe  

directto血：ityofPltechniquesonthebloodproductitseLL  

ra（hertharlmerelyc（）nSidering，払rexample．functional  

assaysofoxygendeuverythathavebeenproposedatthis  
COnftrenceasoneendpointforevaluatingPIofredce11s  
（RBCs）．ThePanelrecogniヱCSthatregulatoryagenciesmay  
becons【rainedbyissuesofcon丘dentialityintheirability  

toshareproprietaryinfbrmationwiththepublic！＆49・5ト53  

nlePanelencouragestheharmonizationofapproaches  
andsharingofdataamongdleVariousregulatoryagencies  
international1ylhowever．51  

Shou（ddifferentcriteriabeusedforcertainpatient  
POPUlations？  
Oncethedecisionhasbeerlmadetomoveforwardwi山a  
methodfbrPIforaspeci丘cbloodcomponent．thetreated  
productshouldbeuscdunivershuyl甘aditiondy，prema－  
turein血ItS，ChiIdren．andpregnantwomenhavebeen  
COnSidered’’v11herablepopuladons．”Thesamepatients  
may be at particular riskfor transfusion－tranSmitted  
pathqgens，however，andmightarpablydcrivespecial  
bene丘tEromPIbloodcomponents．ThePanelrecogn旺eS  

thatthereare鎚wcurrentdataavaiLableonwhichtoindi－  

Vidualizerisk－behefitassessment・Foremmplelinfection  
鵬thHBVininhIICyOrearlychildhoodmayleadtoahigh  
rate ofpersistentinfection（25％－90％）withsigmificant  

morbidity142 cytomegal0viruS（CMVl．in contrast，  
read址y tfansmitted by tranSfusion；however，inLbction  
does notnecessarilyres山tinincreased morbidityand  
mortality；eVen fbrlow－birth－Weight and premature  
inhnts！3similarly；blood componcnt transmission of  
hepatitisctoneonate＄andchildrenwascommon，but  
theepidemiologicdata．histolo由CRndings．anddinical  
OutCOmCSareCOnflicting．側・4SEvenfbwerdataaddressthe  
POtentialriskoftraceaLmOuntSOfresidualadditive．pho－  
toderivatives，Ormetabolites丘omthecurrentinactivating  
agents．UndladditionaJnewinEbrmationidentiBesgroups  
OfpatientswhoglOuldnotreceivethePIproduct，the  
Panelcondudedthattheproduc（Shouldbemadcuniver－  
S血1yavailable．  

WHATMINJMUMACCEPTABLESAFE－rY  
ANDEFFICACYCRJTERJA＄HOULDBEPUT   
INTO PLACE FORTHE PREAPPROVÅL  

ASSESSMENTOF   
PATHOGEN－INACTJV〝rED PRODUCTS？  

SPEC肝ICALUr：  

Whatcriteriashouldgovernacceptabletox（coIogy  
ぬndardsandhow＄hムuIdthoyb¢a＄＄OSSOd？  

nePanelrecognizesthatthedi蝕rentregl11atoryauth0ri－  
tieshaveestablishedtheirownstandardapproache＄tO  
theseassessments・Eachag？nCyhasspecificprotocoIsand  
Criteriabr determiningsaEetyand e鑑kacylⅥle Panel  
endorsestherigorousapplicationofstandardsforsa飴ty  

WhattypeofpostmarketingsurveMance＄hou）dbe  
required（ifany）withthelmp！ementatfonof  
Pathogen－inactivatedb】00d℃OmPOnent＄？  

New drugS，biologics．and dcvices，SuCh as modified  
bloodcomponents，bloodcontainers，andanticoagularl  
preservativesolutions，undergo care鮎Ievaiuationsfor  
emcacyahdsaLbtybeforeapproval．Thepremarketir唱ran－  
domized clinicaltria】s are generally smal1，Shorトterm  

studie＄thatmayhiltodetecttoxicitiesoflowfrequency  
（ー匝blc3）．NcwtechnologicsarctypicalbTeitherapprovcd  

Orr可ectedbasedonthesestudies・lnmostcountries．  
posmpproval・SaLbtyismomitoredbyav01untaryadverse  
event・repOrtingsystemirLWhichhealth－CarePrOfessionals  

reportadverseevent＄thoughttoberelatedtothedrugOr  
biologic．55Tniscollectionofvoluntarilysubmittedcase  
reports representsthe weakestlinkinthe regulatory  
process・ThePanelrecognizesthedj阻cultyofpostmarket－  
1ng＄urVeillancestudies・561他山－designedstudies，however；  

shouldbemandatedbytheregulatoryaudlOritiesand  
supported bythe manuhcttuersand／orthe blood  
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ShouldincludethedetailedreviewoftheavaiJablesafbty  
andeffcctivenessdataalongwithdetcrminationofhow  

theadoptlOnOfanewtcchnologywnlimpacttheproT  
CeSSeSOftheorganization・Couectionme山ods，manage－  
men（Ofcomponents，trainingofpersonnel，StOrageand  
transport，WaStedisposal．andmethodsofqualitycontroI  
mayaubea瓜！Cted．  

丑eatmen（Ofanation’sbloodsupplyrequ∬eSSOCietal  

inA）rmedconsent．ThePanelendorsestheneedわrbroad  

Public consultation・Consultation with appropriate  
Patient and physIClan Stakeholder groupsis essentia】．  
Consultation with hospitalphysiciaLn and transfusion  

groupsisalsoanecessity・Inventorymanagementisan  
importaLntissue．particularlyatthetimeofcrossoverfrom  

thecurrenttothenewtechnology．Oncethe丘nalselcction  

process has occurrcd，a dctai1ed cducationalprogram  
Shouldbeputinplaceforbloodcentcrs．hospitals，health－  

CareprOviders．andpatientsbeforetheintfOductionofthe  
newproduct．   

1nitia】ly．thenewPIprocedureshouIdbeintroduced  

asap止otpro）eCtinonegeographica∫eatOWOrkoutloglS－  

tical，enVironmental．and occupationalhealthissues  

before the processisimplemented more widely For  
instanCe，aStagedintroductionofPThrPIユ§iscurrently  
beingconduc（edinFrance．  

ShouldPIcomponentsdi飴rinfunctionfromavail－  
ablenon－PIproducts，thisinLbrmationshouldbedissemi－  
nated to physicianS and health－Care prOviders and  

cornmunicated to patients through an appropriate 

informedconsentprocess．Thcmanufacturer，thesupplier．  

andprovincialdepartmentsorministricsofhealthhave  

theresponsibilitytoensurethatthisinLbrmationisconT  

Veyedtophysiciansandhealth－CarePrOvidersina山nely  

ande飴ctivemanner．Finally；COSt－e鮎ctivenessstudies 

ShotiLdbeconductedbyagcnciessuchastheCanadian  

AgencyforDrugSandTbchnologleSinHealth．5B  

Suppliersasaconditionofapproval．Postmarke【ingsur－  
VeillanceforadversereactionstoPIproductsshould be  
linkedtothenationalhemovigilancesys［emssuchasthe  
廿anSfusion rrransmittcdInjurics SurveulallCe System  
（mSS）inCanada・DependingonthenewPItechnologies  

implemented．speCificadditiona）survei11anceoutcomes  

maybeidentified．Annualrcportsonadverscreactionsto  
SPeCiLicproductsshouldbeprepared．aLnalyzed．aLndcom－  

municated to users．S6・57hthe case ofPI．comparisons  

should be made【o historicalrates ofadverse reactions  

Withnon－PIproducts．ThePanelisuncertainastowhat  
exten（＄uChinfbrmationisproprietaryorhowquicklyitis  
madeavailabletoregulatoryagenciesindiqerentcoun－  
tries，butstronglyrecommendssharingofhemovigi1ance  
dataacrossjurisdictions．  

Researchshouldbeencouragedtoident坤rareand  

long－term COnSequenCeS Oftransfusion ofPIproducts．  

Chronlcal1ytrallSfusedpatientsmightserveasanideal  
SurVeillanCepOpu且ationtoidentifylong－termtOXicitiesof  

pIproduct5．  

FOR PITECHNOLOGJESTHAT HAVE BEEN  
APPROVED BYTHE REGULÅTORY  
AUTHORtTJES，WHÅTfMPLICAT［ONS  

SHOULD BE CONSIDERED BEFORETHEJR  
WJDESPREADADOPT10N？   

Regulatoryagenciesapproveteclm0logiesbasedontheir  
Safelyande疏cacy・InCanada，andinmanyothercoun－  

tries，adistinctionexistsbetweenregulatoryau山orization  

to marketadrugand commonpracdce．5dwidespread  
implementationofnoveltechnologlCSSuChasPIwillhave  
anumberofimplicationsforbloodservices（andbeyond）．  

SeveraltechnologleSarealreadyapprovedR）rh－eSh－h）Zen  

plasmatreatmentinsomecountries，anditis possjble，  

even辻kely，that／mOrethan one technology willbe  

approvedforeachofthelab辻ebloodcomponents．5sup－  

plierswillrequⅡeaPrOCeSStOSelectthemostappropriate  

PItechnologyThePaneldidnotaddressthedesirabuityof  
licenslngOrintroducinganyspeci丘cmanufacturer’stcch－  

nology，butconccntratcdonthedesirabuityofaPltech－  

nologyandtheprocessofimplementation．Theprocess   
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rFP暮WERETOBEIMPLEME 
COMPONENTS；JNPRINCJPLE：  

Whatcriteriawou（daHowchangesindonor  

deferraIortesting？  
Af（ertheimplementationofPIfbra11components，itis  

possiblethat existingproccdures couldbe mod摘ed to  
reducecostsorreducedonordefbrrals．TherationaleforPI  

implementationshouldbeindependentoftheseconsid－  
Crations，howcvcr・Specifically：  

l仰】aIc鹿／由IWOU／da伽〝約e佗由ズa！わ〃0／即γC〟〝即J  

（わno√dbね〝コJ即d匂reズC山5わn戸口肋5？  

The regulatory agencies and blood collectors should  
reviewthedonorscreenlngqueStionnairetoeliminateor  
modifyqucstionsthatarcbelievedtobeofInarginalvalue，  
SuChastattooingandcertaintravcldeftrrals・59・60   
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however，Shouldbebasedonotherconsiderationsinaddi－  

tiontotheresultsofaneconomicanalysis；thispracticeis  
COnSistcntwithhoweconoImicevaluationresultsareuscd  

toassistwithdecisionsin0theraLreaSOfhealthcare．ForPI，  

thecostsarecurrendyunknownandthebene丘tsaredi成一  

Culttoquan（i伽Evenwithperfectdata，adecisionshould  

beInadcwiththecconomicevidenceasjustonefactor．  
Unlikemanytherapeuticinterventions，PIisaninterven－  

tionwith‘●broad－SpeCtrum”potentialtoreducemuldple  

infbctiousandnoninfectiousthreats．Furthermore．blood  

Safetyinterventionsoftendonotconfbrmtothetradi【ional  

normsofcoste鮎ctiveness．73174EconomicevaIuationisbut  

OnetOOl・albeitanimportantone・brassistingpolicy  

makersinarrlVlngatadecisionacceptabletotheircon－  
stituencies．75  

Costsandbcne丘tsshouldbeassessedwithasocietal  
perspcctivc，eXaminingbothdirectandindirectcostsin  
accordancewithpublishedrecommendations．76Analysts  
Shouldstronglyconsiderpresentingtheresultsinadisag－  
gregatefashionwi［haco亭tCOnSequenCeanalysisinaddi－  
tion to a cost－e鮎ctiveness analysis．7S・77Methodsand  

models should be transparentwithassumptionshigh－  
1ightedandtestedfortheire蝕ctontheresults．Sensiti  

analysis，atabareminimum，ShouldEbcusonvariationsin  

PrLCeandcfFbctiveness・Uncertaintyabouttheseanalyses  

Shouldbeconsidefed．notonlyfortheincrcmentalcost－  

effectivenessratiobutalsoforthebudgetimpact．   

How＄hou［dthe＄ebeaIignedwithotherblood  

Safetyinterventionsandhrotherheatth－Care  
interventions？  

Ajudgmentaboutwhether血eextrabeneLitsoutweighthe  

extracostsiscontext－SpCCi負c．ThePanelbelievesthati【  

maybeinappropriatetoassignasinglenumberasacutoff  
thresholdfbrthecost－effectivencssanalysis．75Dccision  

makers，however，Shouldclearlyst？tetheirreaso血gfor  

decision＄withspecialemphasisonbudgetlmpact．the  

extracostforimprovedpatien（OtltCOme，andopportunity  

COStS（i．e．，Whatothersa鮎tyimprovementscouldbeintro－  

ducedforthecostofPl）．Reasoningusedforpastdecisions  

may not be applicableforcurrent orfuture decisions  
invoIving ne叫eXpCnSive technologies・Itis ofutmost  

importanCe that decisions about scarce resources be  
madetha（areconsistentwiththevaluesofthedecision  

makersandthepatientswhomthcyrepresent・  

WHATOTHER［NFORMAT10N，  

CONSIDERAT10NS，AND  
RESEARCH－REL．ATEDQUESTIONSWOULD   

NEEDTOBEANSWERFDTODECIDE   
WHETHER OR WHENAPARTICULAR P］  

PROCEDURESHOULDBEIMPLEMENTED？   

ThePanclrecommendsthat．considcradonbegivento  
robustgovemmentalsuppoftfbralarge－SCaleinvestment  

VoIume47．December2007 TRANSFUS10N 2343  

仙竹8Ic〟feJ由ⅣOUJd∂〟0〝仇ece5S8ぬnoJa〃γCU〝即吋  

UJl由血kensc佗eJIJ咽ね5b？  

1．Screerungtestsforagcntsthatarenotreaduytrans－  
missiblebytransfusion，brexample，ThpoTlemaPaL一  
比山肌（Sypll揖s）・  

2．ScreenlngteStSforagentsoflowinfectioustiterand   
llighlogkillbyPI．forexampIc．WNV  

3．ScreenmgtestsforagentsthataresensitivetoPIa皿d  
fbrwhich redundantsafbtymeasures arein place，  
SuChasCMV；HTI刈andhepatitisBcoreantibody．  

4．ScreenLngtCStSforagentsthatareexquisitelysensi－  
tivetoPIandfbrwhichthecurrelltteStShavepoor  
SPeCiLicityandsensi【ivity；SuChasbacteria．  

5．Althoughnotascreeni喝teSt，gammairradiationof  
Ce11ular blood components co山d be eliminatedif  

nucleicacid－targetedPltechnologywereintroduced．  
Thesetechnologiesappeartoinactivatecontaminant   

lymphocytes and eliminatetheriskoftransfusion一  

鮎SOCiatedgra良一VerSuS－hostdisea＄e，61欄   

ルわ8rC〟始ぬ〝OU肘a〟owad白励bnn（〉Iわ叫始m即I  

ne〝SC佗e川q9ね5払わ√8geJ鹿SU5C甲肋由わPJ？  

Acandidateagentthatisshowntobeadequatelyinacti－  
VatedbyanimplementedPItechnologywouldnotrequlre  
SCreemingtests，unlessofunusuallyhighin飴doustiter．  
IdeallyPltreatmentshouldreducethepathogenloadina  
bloodcomponentby6to10logasmeasuredwithappro－  
priateisolatesinaninvitroassayofinfectiousunits．64In  
CertaincasesviruS－infec（edprimatemodelsmaybedesir－  
abletode丘nethee瓜cacyofPItreahentintransfusion－  
mediatedtrnsmission．  

Shou（dmultipleinventorie＄becon＄ideredfor  
eachcomponentandifyeshowshoulda暮Iocation  
be decided？  

nlePanelrecommendsunivcrsalimplementationofPI  
（Oruniversalimplementationforaparticularcomponent  
ifPtmethodsforal1componentsarenotavailable）．Con－  
Sequently；Lmiessspecialpatientpopulationsareidelltiq  
丘ed which shouJd not receive newlyimplemenled PI  
COmpOnentS（See’’Should di飴rentcriteriabe usedfbT  

Certain patientpopuladonsr above），thePanelrecom－  
mendsagainstmultipleinventories．  

HOWSHOULDTHECOSTSAND／OR  
BENEFITS OF P］BEASSESSED？   

rnlePanelappreciatesthatprecautionmustbetempered  
bythelogicofcost－benc丘tanaJysiswithitsfocusonscar－  
Cityandestimatesofrisk．65country－SPeCiRcstudiesofdif－  
ferent PItechnologies have been pubushed，andthe  
StrengthsazldIimitationsoftheexistingstudieswereana－  
1yzedatthiscol血rence．66．72Economiceva）uationsofallPI  
proceduresshouldbeconducted．ImplementationofPI．  
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indeveloplnganintegratedPIlechnologyfora11blood  
COrTIPOnentS．Research initiatives should be directed  
towardaP）tcchnologysuitableforimplcmcn（ationin  
developlngCOuntries・5・78  

Mathematicalmodelingshouldbeusedtodevelop  
Crediblescenariosfortheunknown（emerging）pathogen  

risk；for cxaLmPle，What are thc“breakTeVen”threshold  

COnditionsandaretheyconsistentwithaworst－CaSeSCe－  

nario？Severaldi仇∋rent mOdels might be construCted  

basedon the extensivedatabasedevelopedduringthe  
HⅣepidemic，Whichincluded a pathogen with an  

extcndcd“silentperiod．”highmorbidityandmortality，  

SeCOndaryspread，SurrOgateteStlng，andcunicalscreen－  

1ng，COntraStedwithanagent乱1ChasWNVwhichbecame  

ClinicallyapparentquicklyandinvoIvedlimited皿Orbidity  

andmortalityandforwhich ascreeningtestcouldbe  
readuydevelopedandintroduced・TlleSemOdelscouldbe  

usedineconomicanalysesofcandidatePItechLlOlogiesto  
SupPOrtdecisionsaboutPIimplementationandinvestr  
mentsfor【heresearchagenda．   

I．argc，WC11－dcsigned，randomizcd clinical trials  

Should be perfomed【o eValuate and／or confirm the  

effectiveness of any new PItechnology．Postlicensure  
PhaseⅣstudiesshouldbeintegratedwithhemovigi1ance  

SyStemStOenhance山eabilitytodetectadverseevents，   
lntroduction of P（technologies might have un－  

anticipatcd consequences fbr the，healthーCare SyStem．  

For example，the development and widespread availa－  

bility of screening tests fbr new agents might be  
COmPrOnlised．  

PriondiseaseshavenotbeenaddrcssedbycurrentPI  
technologleS・NewPltechnologiesshouldbeinvestlgated  
to address these and other resistant agents．ReseaLCh  
ShouldaddresstherelativcrisksandbeneLitsofPIpooIcd  
COmpOnentSVCrSuSPIsinglcTdonorcomponents．79  

CONCLUS10N   

P10rremOVaLtechnologiesholdconsiderablepromiseasa  
mcansofimprovingthesa血tyofthebloodsupply，Par，  

ticularly against newlyemergentor not－yet－discovered  

infbctiousthreats・A number ofPItechnolo由es have  

alreadybeenadoptedindi鮎rentcountriesandsomeare  

expected to become avai1able within arelatively short  
timcinCanada・ImplementationofPIw山becomplicatcd  

byconsiderationsOfe疏cacy，aVailabiuty；loglStics，COSt－  

e仔ectiveness．toxicity；andrisk－bene丘tissues．Further，the  

extensive batteryofscreenlngaSSaySfortesting blood  
dollationsthathasbecndcvelopedsincethemid－1980s  
greatlyreduces the currentlyappreciatedriskofblood  
transfusion・Thesuccessofthisstrategyhasreducedthe  

apparent bene飢 of PI．PIrepresents a prospecdve  

approachtobloodsafetythatcouldaddanimportant  
additional1ayer ofsafety to a nation’s blood supply，  

boweveェ  
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Thisconsensusstatementemergedfromaconsensus  
development proccssthatinvoIvcd experts and stakeT  
holdersinavaLietyofdisciplinesandavarietyofrolesin  
theprocess・ThestatementendeaYOrStOanSWerSixques－  

tions posedto theConsensusPanelbytheconLbrence  
Organizerstha（addressanumberoftheissuesposedby  
thcimminentavailabilityofPJtechnologies．ThePanelhas  
Preparedthis statementintheaLldcipationthatitwill  
proveuseful．notonlytoCanadianBlood Servicesand  
H6ma－Qu6bcc，but also to the other stakeholdersin  

Canada．andtoplannersandpolicymakersinvoIvedin  
bloodscrviccsinothercountrics．  
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枚別番号・報告回数  
嶺卓白   新医区分   機構処理憫   

一般的名称  （製造承認書に記載なし）  公表国  

OkazakiH．18thRegion81  
合成血「日軌（計本赤一幸社） 研究報告の公表状況   CongressofthelSBT，Asia；2007  

販売名（企棄名）  
掃射合成血「日・赤」（日本赤十字社）  Nov10－13；Hanoi．  
合成血－LR「日赤」（計本赤十字社）  日本  

鱒射令成血－LR「日赤」絹本赤十字社） 

○よりよい患者治療の究め¢渦本のヘモビジランスめ有用性 

日本赤十字社（J良e）が金歯的ぺヰビジランス体制を導入してから14年が経過したム報告された輸血副作用症例数は年間約  
使用上の注意記載状況・  

2000例で、過去3年間はほぼ一定数である。非溶血性輸血副作用は報告症例の約80％を占めており、これには輸血関連急性肺  
その他参考事項等  

障害（TRALI）やアナフィラキシーが含まれる。過去3年間でTRALI症例92例、TRALI疑い症例44例を記録した。TRALIに関係し         合成血「日赤」  
研   

究  を継続し、2006甲こハブトグロギン欠姐考を新車l；3例特定した。輸血感染症（TTI）の報告数は、2004年293例、2005年265例、       合成血－LR「日赤」   

・  

2006年191例と年々蘭少しているが、献血者の保管検体の1D－NATで感染が確認された症例数はこれよりかなり少ない。TTIリス  

クを低下させる新たな戦略として、2004年から、HBV／HCV／川VNATのプ十ルサイズ縮小と、受付時の本人確認が実施されて  

血液を介するウイルス、  

要  

保存期間はわずか72時間で奉り、細革検査は行ってレやい。2007年に全て甲血嘩製剤について白血球除去と初流血除去を開  
始した。3つ目の間短はvCJDである。2005年には日本で最初のvCJD症例が珍断された。厚生労働省は、輸叫こよるvCJD感染  
を防ぐために、特定の期間ヨーロッパに滞在した人を献血から除外する羊とを決定した。JRCのへモビジランスは病院の自発報告  
に基づいている∩へモビジランスの向上には、病院と血液センターとの相互協力が不可欠である（   

報告企幕の意見  今後の対応   

日本赤十字社の輸血副作用とへモビジラン不に関する報告であ    日本赤十字社では、薬事法に基づき輸血に関連する副作用・感染症   
る。  症例を報告してレ、る。またヾイ血液製剤等に係る遡及調査ガイドライ  

ン」（平硬17年早舟！囲や薬食発第031叩卵号）に基づき、輸血副作  
用ギ感染痺申開準密行うている。輸血副作用・感染症に関する新たな  
知見隼にウいゃ今後も情報申収集に努め挙。次世代NATの導入に向  
け冬準衛を薄めている。≦（2007年11月」血小板の有効期間を本文中  

の72時間から4月・間に延長した。） 
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」級別筆号・報告回数  
報告日   第一報入手日新医薬品等の区分  

2008．3．17  該当なし  

一般的名称  解凍人赤血球濃厚液   公表国  

St8rmerM，KleesiekK，DreierJ．  

研東報告の公表状況   Vp羊S8mg．2008ApF；94（3）：193－  
照射解凍赤血球濃厚液「日赤」（日本赤十字社）  201．Epub2007Decll．  

醸売名（企筆名）  
解鱒奉申鱒一LR「日赤J（日本赤十字社）  

ドイツ  

照射解凍赤庫辞－LR「日赤」（日本赤十字社）   

OPropionibacterium三aCn．eSは、∴濃厚血小額製剤中で増殖しない  

背景および目的：pr如i如bactさriumacnes（P．acnes）は、嫌気性培養による検出方法を用いた場合、血小板濃縮製剤（PC）で  
使用上の注意記載状況－  

もっとも頻度の高い汚染菌ゐひとぅと見なされている。しかし、プロピオン酸菌属は、すでに血液製剤が輸血された後で検出され  
その他参考事項等  

る場合が多い。また、P．acn早S汚染PCを輸血された患者の転帰についての試験は現在もあまり行われていないことから、P．acnes  解凍赤血球濃厚液「日赤」  

研■                        照射解凍赤血球濃厚液「日赤」      と輸血わ関連性の解明が望辛れているこ本試験では、輸血後に無菌覿験七細菌が検出されたPCの受血者の臨床効果のモニタ   
究‡  

簡 吋オシ酸歯鳳め細菌増殖を評価した。  照射解凍赤血球－LR「日赤」  

三  

易  
血液を介するウイルス、  

取し、平板培養および自動軸げ／Al叫培養システムにより、細菌の有無を評価した。 

婿  

軍｝   

癖敵プロビオン酸菌属はPC保存条件下で増殖しないために、検出されないか」血液製剤がすでに輸血された後に検出される  

と考えられた。   

報告企業ゆ悪見  ■今後の対応   

Propionibacteriumacnesを特じめとするプロピオン酸菌属は、濃    日本赤十字社では、輸血による細菌感染予防対策として平成18年10   
厚血示板褒劫の保存条件下では増殖せず、汚染ゐ可能性のあ    月より血′J、板製剤につ・レ 
る鱒剤を鱒卑し牢準の副作卵嘩めなかっキとの報告である。    剤について、初流血除去を導入した。また、全ての輸血用血液製剤  

について、平成19年1月はり保存前白血球除去を実施している。さら  

に．、輸血情報りてア 

． 

場合の対応を周知している。今後も細菌やウイルスの検出や不活化  
する方策について情報の収集に努める。  

MedDRA／JVer．11．OJ   
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Jou川al00mPilation◎20078bdw亡腔u鵬hingLtd・  
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PropionibacterjumameslacksthecapabiJitytoproliftratein  

PIate］etconcentrates  

M．St6rm亡r．K．K（eesi亡k杜J．Dreier  
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助d伽叩血∽叫G亡〝mO叩  

■■ Vl－XS3－一針直流  BackgroundandO叫亡Ctives PTOPionibacteTitLmaCneSisconsideredtobeoneofthe  
mostfrequentcontaminantsofplatelet⊂OneentrateS（PCs）whenanaerobieeulture－  

baseddetectionmethodsareused．ButPTqPionibacteTiaareo鮎ndetectedtoolatewhen  

bloodproductshdvealreadybeentransfused．Therefbre，itstransfusionrelevanceis  

Sti11demandingclarih⊂adonbecausestudiesoftheout⊂OmeOfpatientstTanSfusedwith  
L！acnes－COntaminatedPCsarestilluncommon．Inthisstudy，WemOnitoreddinical  

efftctsinpatientsaLtertransfusionofPCs，Whiehweredetectedtoolateinsteri1ity  
testing・FurthermOre，WeaSSeSSedthebacterialproliftrationo  

SpeCiesseededintoPCstoclarifytheirsignineancefbrplateletbacteriascreening．  

MateriaJsandMethodshthelook－backprocess，Wefbllowedtherouteoftheputative  
eontaminatedPCunitsfromstoragetotransfusion．IntheintJitrostudy，PCs  

Wereinoculatedwith1－100colony－fbrmingunit（CFU）／miofcliniealisolatesof  

PropionibacteTia（n＝10）・Samplingwas 

at220C・Thepresenceofbacteriawasassessedbyplatingcultureandautomated  

BaCT／Alert⊂ulturesystem．  

R亡Sults PTqPionibacteTiumamesshowsslowornogrowthunderPCstoragecondidorLS．  

Clinicalsignsofadverseeventsaftertransfusionofpotendal1ycontaminatedPCunits  
WerenOtrepOrted．  

ConcIusion PTVionibacteTiadonotproli触teunderPCstorageconditionsandtheztfore  

maybemissedordetectedtoolatewhenbloodproductshaYealreadybeentransfused．  

Key words：autOmated．culture，bacterial detection，platelet ⊂Ontamination，  
PTVPionibacteTiumacnes，Sterilitytestin岳．  
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血タ〟0祀mkr2∝）ろ  

ロC叩如け〃0咋爪反r2αフろ  

pub始加do〃／加J2加代mb亡′2007  

transmittedsepsisisrecogmi21edasthemostfrequentin托dous  

COmplicationintransfusiontherapy，SurpaSSingbyuptotwo  
Ordersofmagnitudethein⊂iden⊂eOftransfusion－aSSOdated  

viraltransmission（1，2］．Mostreportsestimatethatasmany  
aslin2000to3000PCs，bothapheresis－derivedandbuffy－  
COat－derived PCs are⊂Ontaminated with hacteria【1，3】．  

Duetotheirstorageatroomtemperaturefbrupto5days，  

PCsarethe mostfrequentlya蝕dedbloodproduct（1，4）．  
These⊂Onditionspemitgrowthofbacteriawiththepotential  

fbrtrazumissiontopadentsreceivingplateletpreparations［5）・  

N亡幻to⊂Oagulase－nega也ve∫ねク九γねcocd，凸叩血戒加東油川  

amesisimplicatedinmostcBLSeSOfbaderialeontaminationof  
PCsandisdetectedfhirlyfrequentlywhenanaerobi〔bottles  
areused【1，3，5，6】．Schmidtetat．（7】reported200f37initial  

193  

lntrodu亡tion   

Ba⊂terial⊂Ontaminationofplateleteoncentrates【PCs）isan  

OngOingproblem associated with signineanttransfusion－  
relatedmorbidityandmortality．Currently，PCtransfusion－  

（力，叩ndence：」ensDreier，lnstitutfO（しaboratoriums－und  

Transfusion5medizin，Herz－undDiabeteszentrumNo（drhein－We5tbIen．  

Universit5tsk（inikderRuhr－Universit云tBo⊂hum．Georgstras5ell，D－32545  

8adO印nhausen．G亡rmanY  

トmail：jdrt血ー＠hdzィ汀Wd亡  

舶b付血ぬ∩£DSM．D亡ubch亡Stamm58mmh」ng柏rMikr00rgani5m亡∩：  

IP．Propionibacteriumi50tate；OWLO5tWe5tfaten－Lipp亡；FWFb岬tex；  

PCs．plateleteoncentrate5；P8S，Phosphate－buffered5a［ine．  
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194 M．Stるm亡ー亡IdJ．  

positiveanaerobicぐulturesofwhiehthreewere⊂On且med  
positiveonr亡⊂ulturefbrLtdC7teSWhileSchreヱenmeiere（at．  

（8）reported450f98ini血1anaerobi⊂pOSitivesampleswith  
20conhrmedpositiveonr亡⊂ultur亡fbrL！ames．Ita⊂COuntSfbr  

approximatelyhalfofthetotalskinnora，Withanestimated  
densityoflO2－1060rganismsp亡rCn2【9）．A⊂COrding軌the  

bacterialenby丘om、VenepunCtureduring a conventional  
blooddonationisexpectedtobeO・03⊂Olony－fbming11nit  

【CFU）Iml【10］．Therefore，thedonorphlebotomysiterepresents  

themqiorsourceofba⊂terialcontaminaQonofPCs［8】・In  
theUK．SeriousHazardsofTransfusion（SHOT）reportsthat  
potentially8肋OfbacterialtransmissiorLS．inwhiehthesource  

wasdehned，Werederived丘omthedonor’sam（11．12】．   

PTPPfonibacteTiumacnesisaGram－POSitivt，Slow－gmwing．  

non－SpOrefbrminganaerobi⊂bacteriumthatiscommonly  

pres亡ntaSpa止Or也enomalskinnoraand⊂Olonizeswi也in  

thesebaceQuSglands，Whi⊂har亡thelikeけsitesofplatelet  

contaminationwithadensityoflO2－10lorgamismspercm2・  
Evena⊂arefu1disin托ctionofthedot10rphlebotomysit亡  
usingasingle－SWabmethodwith70qbisopropylal⊂Oholmay  

resultinincompletedisinfktionofsuchorganisms［13J．de  
Ko正eandcolleaguest14Irq旧血d也atsur蝕こ亡心sin食don  

Willtherefbrebetessadequatetoremovediphtheroidslike  
Rd川田，Wb亡托おd如e汚iono一也e餌或10mlorawhol亡一blood  

donationwillredu⊂eal1kindof、skin爪ora．Limitedr亡pOttS  

havepointedoutthatRacnescanbecatuativefbravariety  
Ofin触也ons，in⊂1uding亡ndopb也almi鮎，neurOSu噂ical  

WOundinfktions，pulmonaryin食donsandendocarditis．  

But，Ptimatityitisconsideredasacontaminantofcultures  

Obtainedpercutaneously，in⊂1udingblood血Itures［151．   

Sinces⊂reemingfbrba⊂terialcontaminationwasrecom－  

mendedbytheAmericanAssodationofBlood8anks，SeVeral  
tedhnologiesindudingcu如reandrapidmethodsforbacterial  

det∝伽nhav亡be亡nd亡Vdopd【10，11，16】．Mosthdi触shⅣe  

adoptedthesemiautomatedBa州Alert3D⊂ulturesystem  
匝ioM色血ux・N偽血寧叫Gema町），Wbi血kd亡a托d払ー也e  

qual吋⊂On仕0lofPCsby也eFoodandDnlgA血血i弛a伽n  
（Fm），aStheinstrumenttOdetectplateletcontamination  
【17】・如tdespitぐ也亡餌C⊂6SOfpnⅣen也onor仕a鮎h5ion－  

transthittedinftctions，⊂Ontinuedreportsmisethepossibility  

thatthisgstemhasdisadv札ntageSandanappredablefhilure  
mt亡【17－19l．O正也eon亡hand，Slow一軒（〉鵬ngorga血smsmay  

bedetedda鮎rtheprodu⊂thasalreadybeentransfused；On  
theotherhand，tWO－bottleblood－CultureSyStemSallowfor  
Optimizedgrowthofbothaerobicandanaerobicorganisms  
yetalsoenal）ledetectionofbacterialstrainsthatareunable  
to proliftratein human PCiNevertheless，improvements  
打ominmasingthesensitivityamdspeedofthisdetection  
m仁山odaRun由一dⅣ亡lopm亡nt．B托血αandH町【2qlargu亡  

fbrthem鵬neimplementationofananaerobicbotdetogether  
Withanaerobicbotdefbrthedetectionofplateletbacteria  
CO血minadotlbecauseofthegreatdiversityofbactedal  

prefヒ代nCeSfbrgrowthineitheraerobicoranaerobi⊂bottles．  

Theadditionoftheanaerobicbottleslightlyimprovesth亡  
timetohrstdeteetionofsomefacultativeanaerobes【20］  
andallowsdetectionofobligateanaerobes，Whichhave  
infrequentlybeenimplicatedintransfusion－mediatedbadedal  
SepSis【21】・Furthertnore，doublingtheplateIetsample  
VOlumeimprovesthedetectionofslow－gmwingorganisms  
byapproximately25qb（22］．  

Ingeneral．studiesaboutbaeterial⊂OntaminationofPCs  

emphasizethein⊂iden⊂e OfPropionibacteriain platelet  

baeteriascreeningusingautomatedぐulturebuttodatethe  

SigniAcan⊂eOfthisorgamisminplatel亡tbacteriaseJteningiss也11  

notdearaJldba心yneedsclari魚cadon．Therefbre，WemOnitored  
theclinicalpatients．outcomea触rtransfusionofaninitial1y  

ml加代－POSitiYePCto⊂1ari＆the⊂liniealrdevan⊂eOfL！acnes．  

Moreov叫Wedeterminedthebad亡rialgrowthkinedcsof  
蝕画面ぬ加血叩画i6inPGdudl噌StOrage．Sllb呵u血軌  
thesignifkanceof⊂ulture－pOSitivedetecdonatth亡endof  
PCsstorageiJlplateletbacteriascreeningshal1bediseussed．  

Materialsandnlethods   

Blood collection 

Apheresis－derivedsingle－donorplatdetswereobtainedfrom  

thetransfusionseⅣiceUrliBlutspendedienstOstwestfhlen－  

Lippe，BadOeynhausen，Gemany，a鮎rstandardpro⊂eSSlng  
withtheHaemoneticsMCS＋（HaemoneticsGmbH．M屯ndlen．  

Gemany）fromhealthyblooddonorsandstoredat20to  
240CwithagitatiomPredonadonsamplingwasperfbrmed  
a鮎rdonorarmdisinftctionusingasingle－SWabmethod  

With70鴨由opr叩〆al⊂Obol．  

Sour亡eOrタ叩i川路∝ね血misolates－rOudn亡  
SterilitytestingofPCs  

Thisstudywas⊂Onduct亡dwithisolatesofPTOPionibaぐttTiu7n  

肝Ispedes（搾＝6；如1atesIP540．平2叫Ⅳ016，Ⅳ55l．Ⅳ005  

andⅣ816）．whidlWereisolatedfromcontaminatedPCsdming  
roudnesteri1itytestingofPCsatourtran5fusionservice．  
AllsixcasesofL！acnesweredet∝tedonlyintheanaerobi⊂  

botdeintheautomatedculturinggrstem．Forroutinescreehing  
OfPQ，15mlo一組mplekt止enunderasep仕⊂⊂Ondido鮎aRα  

standardprocessingofPCsandstorageofupto24hat220亡  
withagitation，andis usedformicrobialand mole⊂ular  
geneticsteditytesdngasdescribedbySt6rmerdaL（23】・  
Forthispurpose．mldeicacidsare亡ⅩtraCtedusingmagnetic  
SeParation technology（Chemagen，BaesweileJIGermany）  
and？nalysedbyaone－StepreYerSetranSCriptase－POlymerase  

Chainreac60n（RT－PCR）methodusingaprimerandprobe  
野St亡mfbramplifyinga122－bpfねgmentofbacterial23S  
ribosomalRNA．Asaninternalextractionandamplifka伽n  

COntrOl，humanβ2－microglobulin（B2－MG）血RNAwas  
COeXtraCtedand〔OamPliAedwitheadh rea⊂tiontoavoid  

、き   

◎2007Th亡Au也or（s）  

Jotlmalcompilation◎2007BlackwellPublishingLtd．，ⅥばSan91Linis（2008）94，193－201  
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Prop70T（ibac（eTiLmZisolatesimpli⊂atedinplatektcontamination195  

fhlse－negativeresultsduetoPCRinhibition．TheBa⊂T／Alert  

（bioMモrieux）automated⊂ulturingsystemservedasreftrence  

method where5mlofPCs wereinoculatedinto boththe  

aerobic【BaCTIAlertBPA；bioMirieux）andstandardanaerobic  

culturebottle（Ba仁T／AlertBPN）andwerein⊂ubatedfbrupto  

7days．Inidalr亡a⊂tive（7】anaerobiccuJtu托botdes（Badljuert  

BPN；bioMむieux）weresub⊂ulturedandtheidenti丘cationof  

bacterialisolateswasperfbrmedby16SrRNAanalysisand  
bio⊂hemicaltests．  

Inaddition．Rα川田肝3912），P和pf川伽rk血Ⅲα涙血m  

肝4851】and伽頑㈹伽止血町卯血血M川P5152）kolated  

fromotherclinicalsamplesandre良rencestrainL！ac77eSDSM  

（De11tSdle Stammsammiung fbr Mikroorganismen）1897，  

whieh was obtained from the Deutsche Sammlung von 

MikroorganismenundZelLkulturenGmbH【DSMZ，Braun－  

S⊂hweig，Heidelberg，Germany）．wereincludedinthisstudy・  

The10PTOPioniback血mstrainswereculturedinTFyP也case  

Soy Broth（TS；bioMerieux】at37OC under anaerobic  

COnditiQnSfbr48h．Serial10－fblddilutionsofgrowncultures  

wert：madeinphosphate－bufrtredsaline（PBS）andplatedon  

PolyVitex（PVX）bl（）Od agarplates【PVX；bioM卓rieux）to  

determinethebacterialtitre（CFU／ml）．Aliquots，taken丘om  

appropriatedilutions，WereuSedfbrino⊂uladonofthePCs・  

伽画抑肋止血idend魚cation  

IsolatesofPropionibactufawerebiodlemicallyidentifiedby  

usingtheAPI20Amuldtestiden仕丘ca仕on町Stem（bioMモrieux）  

in accordance with the manufhcturer’sinstruCtions．For  

moleculargenetieidentiAtation，PCRwasperEbnnedusing  
universalprimersdeseribedbyLeyetaL．（24】．whichtargets  

aconseⅣedregionof16SribosomalDNA．DNAsequenQng  

and analysi5WaSperfbrmed asdescribedpreviously【257．  

SequencedatahavebeensubmittedtoGenBankandassigned  

accession numbers EF670439 to EF670442，EF670445，  

EF670450，EF680】78toEF680380，andEF680382．  

Look－backprocess  

InourPC－SCreeningprogramme，WefbundsixPCstested  

POSitivefbrLla川eS（23］．Inthelook－backpro⊂eSS．We  

fbllowedtherouteoftheseputativecontaminatedPCunits  
丘om storage to transfusion and monitoredthe clinical  

dharacterisdcsoftherecipients．Thedonordirectedlook－ba⊂k  

PrO⊂eSSSummarizedthedete⊂tiontimeintheBa⊂T／  

SyStemin relationtothetime oftransfusion ofPCs．We  
reviewedthemedica孤re⊂Ordsofthesixpatientsthatreceived  

PCstestedpositive FbrL！acnesintheBaげ／Alertgstem．  

Medicalrecordsandlaboratoryinfbrmationsystemsear  
Wereabstra⊂tedfbrprimarydiagnoses，′kindofsurgery．  

ageattransfusion，microbiologicalhndings，antibiosisat  

transfusionandmatkersofinflammatoryevents【C－reaCtive  

protein（CRP），1eucocytes］．  

Rg・1Rowdiagramr叩r6亡ntingth亡in∝山ationand5amP伽g5trategV  

lno亡山ationofonesi叩l亡aPh亡旧iシ由一jv亡dptat亡l亡t⊂On∝nt帽t亡（Pqfo－On亡  

仲叩わ扉如c－亡仙川Sp亡⊂i亡ゝand鎚mP伽gfor8ad／Ak爪alモdisplaY血  

hoculationaLndbacterialmomitoring  

Tb determine the growth kinetics oftheisolatedL！ac7ZeS  

StrainsduringPCstorage，WeSpikedPCunitsandtnonitored  

thepresen（eOfヱamesduringstorageat22OC．AllPCsu父d  

WereSamPledbefbrebacterialinocula也ontoassurebaseline  

Steri1ityoftheoriginalapheresisbags．Forthisreason，5mi  
wereino⊂ulatedinto boththe aerobic（BacTIAlert Bm；  
bioMdrieux）andstandardanaerobi⊂Culturebottles（BacT／  

AlertBPN）andincubated丘）ruptO7days・   

For eaeh baderialstrain，One PC was spiked withl－  
100CFU／mlofPTOPionfbacteTitLmSpeciesasshowninFig・1・  

Tbensur亡thepresen⊂eOfPTPPioTZibactf7iainthein0⊂ulated  

PCunit，a5amPlewastakenimmediatelyafterino⊂uladon  
（Oh）andanalysedwiththeBa⊂TIAl＊3D continuous  
monitoring野Stem（bioMirieux）．   

Tbmonitorthepresenceandproli丘rationofPTPPionibackTia  
inPCsbyproliferationtestingonbloodagarplatesand  
automated⊂ulture，SamplingwasperfbrmedduringthelO－day  
StOrageat22OCwithagitationat48，96，144and240hafter  
inoculation．Forthispurpose，5mlaliquotsofeadlPCunit  
WeretranSftrredinduplicatetothestandardanaerobic  
culturebottle（Ba⊂TIAlertBPN）．In⊂ubationwasperformed  

usingtheBaビ一／Akrt3Deontinuousmbnitoringsystemat  

370Cuntilareacdvesignalwasdete⊂ted，Orfbrupto7days，  
ifthesignalremainednegative．Samplesthatdidnotreact  
after7－daystorageweTe⊂OnSideredsteri1e．Ⅰmitially．rea⊂tive  

mlturebottlesweresubculturedfbrconhrmationandiden－  

tiAcadonofPTPPionfbacteTia・Moreover，forvisualin5peCtion  

◎2αⅣneAuthor（5）  

Joumal⊂Ompuation◎2007Blackw亡uPublishingLtd、伽∫脚g血k（2008）94，193－201  
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196 M．St8m亡ー亡IdJ．  

testedpositivefbrRae77eSinthe8aCTlAlertsystemasshown  
inTablel．Alltransfusionreportswereretu印edtotheblood  
ba止and仕a鮎鮎sionwa5do⊂umentedwi血out⊂Ompli⊂a伽Ⅲ・  

Ba⊂k－tTaCkedPCsweretransfusedperioperativelyorpost－  

Operadvelytomassivdyble亡dingpatkntswho11nderwent  
hモa正SurgelyB亡⊂auSeOrba⊂t亡dalin良dou5di5亡aSeSpdor  

totransfusion，mOStpatients（n三5）wereunderandbiodc  
therapywithdmgsthatshouldbed7bctiveagainstL！LZmeS  
WeLl・Onepatientwasunderimmunosuppressanttherapydue  
tohearttransplantation・TheprogressionofproinnammatoTy  
markers（procal⊂itonin（data tlOt Shown）．CRP（reftrence  

range≦5mg／1）orleucoqte⊂Otlnt）hastoberegardedas  
mcialb亡CauS亡Ofpdorbadedalin如ou5diseases．Fu仙eト  
mor亡，也亡inc托aS亡O一也6emar血相mayb亡也eresultofa  

postoperative acute phase rea⊂tion．Blood⊂ultures taken  

attertransfusionofthePCupitweresteri1e．  

GrowthdlaraCteristicsofPrqFionfbac血inplatdet  
⊂OnCen仕at亡S  し   

hod町ba父；e汚也ebact亡ddpI℃li如nor叫刑伽c如um  
SpeCiesinPCsunderstorageconditions，thepresenc亡Of  
baeteriawasmonitoredbyplatecultureandemriehment  
血Itu陀おShowninFi＆1．n亡r6ulbor也einv琶6ga也ona托  

ShowninFig．2．Samplingtime，bacterialloadLgrowth一亡urVe  
Ofア叩i川紬d亡I亡血）anddetediondmeof也eBa⊂TJAle止  

ml仙代野Stem a代pr6亡nted払r eadl伽画加肋呵鵬血  

Strain・Approximatdy24hafkrdonation，PCsfbmdi蝕rent  

dono指W亡代印ikdwi也oneo一也elO叫加伽亡如山川s血  
andbacteria⊂OtltentSWeremOnitordbycolony－formingassay  

andautomatedn11tureduringalOJaystorage．¶lemeaninidal  
ba血1ino蝕1umd亡m氾岱水仙ebeか血ngofstomge（dayO）  
fbrthePCsweredeteminedt）y⊂Olony－fbrmingassayand  
Variedbetween2and80CFUIml．Followinginoculation，aSlight  
increasetoapproximate＆150q町Imi，aSubsequentdecrease  
OrnO⊂hangeofth亡bacterialloadwereobservedduring  
storageat220CdependingonthcPTOPionibacLrrfumstrain．   

動画加伽血雨川is81at亡SⅣ540，Ⅳ551，Ⅳ816andIPO95  

Showedaslig旭yin⊂reaSedbacterialloadip；thenTSt48hof  

PCstoragethatdecreaseddowntolOCFU／mlinIhefbllow－  
ingdays．ThebacterialloadoftheisolatesIPO16and  
tp240werealreadyslight＆reducedafter48handremaiふ申  

unchangedaswe11asforisolatesIP3912．DSM1897，H）4851  
andIP5、152・Therefbre，al1PTqPionibacteriastrainsshowed  
noprol脆rationinthePCwithinthelOdays・Theinfluen⊂e  
Ofdonor－SpeCi魚cfa⊂tOrSWaSeXCluded，becauseallPTV－  
Pionibaete血mstrainsshowedsimi1argrowthkineticsinPC  
tmit＄f血mdi触ntdonors（datanotshown）．  

Antomatedculturemonitoringofbacterialgrowth  

AsshowninFig．2，alldayOinoculatedsamples⊂ulturedin  
theanaerobi⊂bottlesweresignaledpositivebytheautomated  

anddeterminationofthebactedaldtre，100plaliquotsof  
SerialdiLutionsofPCsampleswereplatedintriplicateonto  
PVXbloodagarandincut）atedat370Cfbr48－168h．Tb  

dete⊂tabacterial1evelbelowlOCFUlml，1mlofsamplewas  
platedontoPVXbloodagar，aSWeu．A允erincubadon，the  
numberofcolonieswas⊂Ountedandthe concentrationof  
PTqPionibacte7iapermlofsamplewascakulated．Furthermore．  
toexdLudedonor－SpeCihcfhctors，1ikethepresenct：Ofneutraliz－  

ingantibodies．twofurtherPCunits丘omdi蝕rentdonorswere  
SpikedwitheaehPTqPionibacteTfzLmStrain andbacterial  
prolifヒrationwasmomitoredbyplate⊂ulture・Al1procedures  

Wereperfbrmedundersteri1elaminarairfLow⊂Onditions・  

R亡Sul也   

Study血sign  

Atotalof1533apheresis－derivedPCunitswerescreenedfor  
ba⊂terial⊂Ontaminationduringa20－mOnthstudyperiodin  
ourfhdlitybyautomよted⊂ultureandreal－timeRT－PCRas  
describedpreviou＄け（23］．Ⅰ這accordancewiththede魚mitions  

usedbyS⊂hmidtetaL（7］，Wee6nsider亡dsampleswithouta  
POSitiverea⊂tionineithertestasnegative．Sampleswith  
rea⊂tivesignalbutnomicrobiologi⊂alconhrmationofthe  

baderialstrainwerelabdledasinitialけreactive・fknce，a  

SamPlewithbotharea亡tivesignalandmi⊂rObiological⊂On一  

色rmationwasregadedasimi血uyposih．Correspondingly；  
SixanaembicculttlrebottleswereidentifLedbytheatLtOmated  
Cultur亡SyStem‘asbeinginitialけpositive（0・39qb）．Analiquot  

WaSTtmOVed丘omtheinitialtypositive亡ulturebottlefbr  
Gram－Stainingandsubculturetoagarmedia．Thesixisolates  
WeTeidentifkd asRac7teSbybioehemicalandmolecular  

geneticidenti魚cationinal1six⊂aSeS．Allstrainsweredetected  

byth亡autOmatedculturegrstembetween5and6days（5・19士  

0・79）after sampling，Or6and7days（6・19士0・79）aRer  

donation，reSpeCtivdy．Atthattime，theplateletprodudhad  
alreadybeentransfusedandnosampleorp柁donationbag  
WaSaVailablefbrconnrmationofthep6sitivereSult．butno  
adve指e代adonsw亡代nOteda氏er廿amhsion．  

Look－ba⊂kpro⊂亡SS  

Because ofthelate dete⊂tion ofthe automated（：ulture  

SySteminourplateletba⊂teriascreeningstudy．allPCshad  
beentransfused．PutatiYeeOntaminatedPCsweretransfused  

withiふthehrstday（n＝3）．se⊂Ondday（n＝2）andthirdday  

（”＝1）ofstoragewh亡RaStheBacT／AltLrtt：ultur亡町Stem  

detededthesePCunitsbetween5and6daysalterdonation．  
Tb亡Ⅹdudebact亡memiaof血ePCdonors，也ebllowhgIヲC  
donadonsw亡R画dけmon訣o止血知rbaddal00血血a仕on  

usingmi⊂mbialandmoleculargen亡ticsteri1itytes6ng，but  
Wi也血tpOS辻Ⅳe⊂0鵬madon．In也亡look－ba仕pro⊂eほ，We  

reviewedthemedi⊂alrecordsofsixpa也entsthatreceiv亡dPCs  

◎2∝Ⅳn亡Au仙0ぺ5）  
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PTOPionibae（eTiumisoIatesimplicat亡dinplatelet⊂Ontamination199  

Whenbloodprodu⊂tShavealreadybeentransfused．There－  
fbre．samplingemrandlowratesofba⊂terialgrowthmake  
itdi釣culttopreventtransfusionofPCscontaminatedwith  
止血organism【2】．   

Untiltoday，difrerentba⊂terialscreeningmethodsfbrthe  
dete⊂tion of bacterialcontamination of PCs have been  

developedto redu⊂etheriskofba⊂terialtransmission by  

bloodprodu⊂tS（11】■But，tOdatenoneofthesepreventive  

methodsissufhcientfbrtheperftctpreventivescreenlngOr  
dete〔tionofcontaminatedunits・Asshowninthisstudy．  
PrqpionibacteTitLmSpedesmaybemissedorweredet∝ted  
most鮎qtKntlyinPCswitheulture－basedmethodswhenblood  
produetshavealreadybeentransfusedbecauseoflowbacterial  
numbers（6］．Inoculatinganaerobicbottlesinautomated  
Culturesystemscandete〔ttheseba⊂teriaafter3－tO7－day  

incubation・Therefbre，itmustbepointedoutthatnotal1  
bacteriahavethepathogeniccapadtyorgrowthchaLraderisdcs  
todevelop⊂1inical1ysigmin⊂antinoculaduringthetimeperiod  

Ofplateletstorage（32］．Nevertheless，autOmatedbaderial  
Sereenlngmethodsbasedoncarbondioxideproducdonor  
OXygenCOnSumptionasafun⊂donofbacterialgrowthhave  
beenregardedasthegoldstandardduetothehighsensitivity  

Withastateddete⊂tionlimitoflCFU／mlt2，33－35）．None－  

theless，theuseoftheanaerobic⊂ultuTebotde，inaddidontothe  

aerobicbottle，hasanumberofadvantages．Mostimportantly，  

it enablesdetection ofobligate anaerobesthathavebee  

implicatedintransfusion－aSSOeiatedbacterialsepsis［21］．  

Theneedfbrdetectionoftheseorgamisms，however，requires  
Clarifkation because oftheirslow growth and，impaired  

SuⅣival【111．In也ks血dy，Wehave5hown也at也egrowtbor  
di取rentbacterialspe⊂iescanvazywiddyinPCs・SimiIar  
datahaveb亡enrePOrtedbyothers［25，30，36－39］．   

Tbapproachthisproblem．wereviewedthemedi（：alrecords  
OfsixpatientsthatreceivedPCstestedpositivefbrL！acnes・  

Allpatients事IeithefShowedsymPtOmSOffヒbri1etlanSfusion  

COmpli⊂ations，nOr evidence ofanin爪ammatory event  

asso〔iatedwithtransfusion・Mostpatientstrans餌sedwere  

underantibiotictherapybecauseofotherinftctiousdisease  
prior to transfusion．Therefbre，Our f山dings cannot be  
interpretedunequivo⊂ally．In movingfbrward，SyStemati⊂  
Studiesoftheoutcomeofpa仕entstransfusedwithL！acnes－  
COntaminatedPCsareneeded．AlthoughL！acnesisassociated  
with5eriousinfヒctionslikebrainabsce5iSeS，OSteOmyelitis，  
endophthalmidsaRerintraocularsurgeyandlensimpla  
Subduralempyema，⊂erebalshuntinfヒction andinfヒdve  
endocarditis【40】，nOCOnモ1a也ontotransfusiontransmissiondue  

tocontaminatedPCshasbeenreportedandonlyaftwcases  
haYebeendescrit）edintransfusion－relatedsepsis（4l－43］．As  

showninoursterilitytestingstudy，inallcasesofputative  
contaminatedPCunits．ttacneswasnotisolatedfromthe  
patients，anda⊂auSe－and－e緻ctrelationwasnotconnrmed・   

MoreoveLIMaeaulqetaL reported that eightunitsin  
which L！aぐneS WaS detectedintheinitialcultures were  

culturesystem．dependingontheba⊂terialloadinthePCs  
and growth⊂haracteristi⊂S Ofthestrain．TheBacTIAlert  

automatedculturesystemdetecteda1110  

strainsinthemeandmeof2・59to5・71daysbysampling  
immediatelyafterinoeulation．Duringcultureofinoculated  

PCs，al1samples，WiththeexceptionofsamplesofIP240，  
IP540andFO16，taken240hafterinoculationweredetected．  

Correspondingtotheba⊂terialtitres，thedmetodetection  
remainednearIyeonstant（DSM1897，IP5152andIP551）or  
Slightlyin亡reaSed什P540，Ⅳ016，貯240．IP3912．IP4851，  
IP816andIPO95）whensamplesweretakenduringthelO－day  
StOrage．Samplesthatdidnotreactafter7－dayin⊂ubation  

duetosamplingerror（samplesofrP540，Ⅳ240andrP816a鮎r  
240hofstorage）weresubculturedfbrba⊂terialverifLCation  

andconsideredsterile．Furthermore，nOpOSitivesignalwas  

recorded bythe culture system fbr samples takenfrom  
unspikedPCsduringincubationfbrupto7days・  

Discussion   

Contaminationdudngblooddonationorprocessingand  
subdimicalinftctionsinblooddonorshaveallbeenimplicated  

assourcesofba⊂terialcontaminationinPCs［26】．Never－  

thele5S．thepredominantorganismsimplicatedinplatelet  
bacterialcontaminationarepa止Ofthehumanskin且ora，  

in⊂1uding SnzphyLococci，Colynebacte血m species and  
PTOPLonfbactwiumspecies｝【3］．Coringofskinduringthe  
Phlebotomyprocessmayfhdlitatetheentran⊂eOfbacteriainto  

血ecolledonbag【11こいnvadou5S血山6，Rd川田Wa5也亡mOSt  

frequentlyimplicatedorganismofbaderialcontaminationof  
PCs，but to date the eliniぐalsigniheanceis debatable  

（8，14．27，28）．Thus，thePrincipal0句ectivesofthisstudywere  

to dis⊂uSSthemeaningandappraisalofPTOPionfbacte7ia  
detectionattheendofstorageusingal）tOmatedculturefbr  

platelet ba⊂teria s⊂reening．Therefbre，We Simulated the  

ba⊂terialcontamination ofPCswith10  

Spedes and monltoredtheirgrowthdlaraCteri5ticsinPCs  

duringalO－daystorageat220C．Althoughtheba⊂terial  
COntaminationofapheresisproductsatcoue⊂tionmaybe  
aslowasltolOCFUsperbag（0・003－0・03CFUlmi＝17］，it  

iscommonpracticetoperfbrmintJi細experimentswithan  
inoculumensuringgrowth（1－100CFUIml）【29】．Theresults  

Ofourstudyagreetothef血dingsofMohrandco11eagues［30】  
andshowthatProp10nibactrTlumspeeiesdonotproliftrate  
underplateletstorageconditionsandtherefbredonotrea⊂h  
thelevelconsidereddini⊂altysigni魚cant（10ScFU／ml）【31］．  

TTLeSekineticscontributetoaverylowbaderialconeentration  
atthetimeoftrans餌sionpa鵬cularlyconsideringthatall  
implicatedPCsweretransfusedwithinthe色rst3daysaRer  
donation，Whi⊂his⊂OmmOnPraCtkeinhospitalsweserve．  
Hence，eVenthemostsensi仕veassaybasedonthecultivation  
OfbaeteriamissesPTVPionEbacLrriaduetosamplingerroror  
detectsPTVionibacteYiatoolate（5－7daysafterPCpJtparadon），  

◎2αⅣn亡Author（5I  

Journalcompilation◎2（泊7Bla⊂kwellPublishingLtd．．VhLSang血is（2（氾8）94．）93－201  
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200 M．Stるm亡ー亡Idl．  

tran5fused．butwithoutadversereactionsassodatedtothe  

unit（44l．hanyevent，tranSfusion－related⊂linicalsyTldromes  

fromPCstransfusionareoftendifhcult．ifnotimpossibleto  

PrOVet43】．ThelackofsignsfbrtTanSmissionsofabaderial  
inftctionisconsistentwiththeassumptionofeitheralow  
ba⊂t亡rialloadorlimitedpathogetlicity（10］．   

Therefbre．furherstudiesareneededtocladfythe⊂Linical  
Sign泊canc亡Ortm鮎鮎sion一打ansm地dbadedalin旭onin  
regardtottaenes．takingintoa⊂⊂Ountthatmanyredpients  
OfPCsareimmunosupressed orneutropenic．Studies of  
Climi⊂al町ndromesindudingendocarditis．post⊂nniotomy  
inftctions，arthritis andspondylodisdtis．endophthalmitis  
andpansinusitiscausedbyRacnesarecuz，rentlybeing  

Performedtoconhrmitspathogenicpotentialanddinical  
Signifkan⊂e【15，45】．  

In⊂OnClusion，dependingonth亡SPeCiesandin0⊂山ums，  
di飲代nC亡Sinbaぐtedalgrow血inPCsa代Ofknobs亡Ⅳd．  
Baderid⊂Ontaminationofblood⊂OmpOn亡ntSmaynOtalways  

resultinbacterialmultiplicadon．becausesomeoI琶amisms  
maynotbeabletosurvivethestorage⊂Onditionsdueto  
autosteri1izationintheblood⊂OmpOnent．0therstrainsof  
ba⊂t亡riamaysurviveintheunitinlownumbersbutnot  
multiply．Inthisstu（軌wedemonstrat亡dthatLlacnesisa  
鮎quehtCOntaminantofbloodFOmpOnentSinplateletbaderia  
SCreening■、But，dtletOitsslowgrowth．theleY亡Isofbacteria  
inbloodcomponモntS’maybetoolowtoresuLtinseps15upOn  
廿ansf血io血How呵Op也mizedgrow也⊂Ondidonsusing  
avtomatedcultureinplateletscreemingo蝕rssudlSpedes  
theopportunitytogrowandbedetectedattheendofstorage．  
butthese conditions do not r亡flectthe realstorage and  

grow仇cond氾onsofPC5．   
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AIprtandResponse（EPR）・  
合成血「日赤」（日本赤十字社）  研究報告の公表状況    Avaihble丘・Om：URL：  

販売名（企業名う  
廃射合成血「日赤」（日華赤十字社）  http：／／www 

合成血ヰR「月歩」（巳本赤十字社）  ＿12，09／en／index．htmi  中国  

廊射合成如こLR「日舞」（日本赤十字社）   

○鳥インフル羊ンザ←中国l声給ける状況「最新情報5 

l鳥インフノレ土ンザの新たなヒト症例を報合した。この症卿ま12月6日に国立研究所にて感染  
使用上の注意記載状況・  

その他参考事項等  

が確認された。．        合成血「日赤」  
研チ   照射合成血「日赤」  

東■  合成血－LR「日赤」  

報 
照射合成血－LR「日赤」  

上ヒ 由  

徳 
血液を介するウイルス、  

概  
細菌、原虫等の感染  
vcJD等の伝播のリスク  

報告金華め意見  今後の対応   

中国江蘇省において、H5Nl鳥インフルエンザのため死亡した    日本赤十字社では家禽に高病原性トリインフルエンザの流行が認め   
患者の父親がH5Nlに感染」轟症したとの報告である。．  られた場合、当該飼養農場の関係者や防疫作業従事者の献血制限  

を行っている。新型インフルエンザが流行した場合、献血者減少につ  

ながることも予想される。今後も引き続き情報の収集に努める。   
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WHOIAvianinfIuenza－SituationinChinaqupdate5  1／1ペーづ   
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Avianinfluenza一台ituationinChina－uPdate5  
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rrheMinisbyofHealthinChinahasreportedanewcaseofhumaninfectionwith血eH5NlavianinfluenzavimsinJiangsu  
Province．ThecascwasconLirmedbythemtionalhboratoryon6December．   
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Closecontabtsplaccdundermedicalobse叩donbynatiorLalauth0rities．Hedevelopedsy叩tOmSOn3Dcccmbcrandwasscnt  

immcdiatelytohospitalfortreatment．   

Ofthc27cascsconfir［nCd10datcirLChina，17havcbccnfhLal．  
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感染症定期報告の報告状況（2008／3／1～2008／5／31）  

人血液凝固執X因子  

濃縮人血液凝固第IX因子  

Bs人免疫グロブリン  
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感染症発生症例一覧  
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LU血 L⊥」グ」キ   
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発現国  牧馴 一⊥ノJ■J  年齢  発現時期  顔ニ▲l孟 ⊥l亨■ノーロ  l∠ゝフJ   備考  
署諾官別大分額   基本語   

＋十＋  

感び 07000022、1回（完了）  

H u 第10回  1（〕」   

B型肝炎  ドイツ  不明   24  2008／01／10  不明  自発報告  外国製品  平成20年2月7日  

MedDRAver．10．1   

06000026、2回（完了）  
感染症および  

8十L  C型肝炎   ドイツ   女   41  2006／11／21  不明   自発報告  外国製晶  平成18年12月27日  

芦  
寄生虫症  

MedDRAver．9．1  
第8回  

感染症および  06000026、1回（未完了）  

8－1  C型肝炎   
寄生虫症  

ドイツ   女   41  自発報告  外国製品  平成18年12月8日  

MedDRAver．9．1   

感染症および  
06000003、2回（追加）  

6－2  C型肝炎   ドイツ   女   63  2005／11／10  不明  自発報告  外国製晶  平成18年5月15日  
寄生虫症  

MedDRAver．9．0  

06000003、、1回（完了）  
感染症および  

第6回  6－2  C型肝炎  
寄生虫症  ドイツ   女  63  2005／11／′10  不明  

】  

平成18年4月17日  

MedDRAver．9．0  

05000491、1回（完了）  

6－1  感染症および 寄生虫症   B型肝炎   ドイツ   男   74  2005／10／21  未回復  自発報告  外国製品  平成17年12月22日  

MedDRAver．8．1   

アンチトロンビン Ⅲ   
ンビンⅢ  乾燥濃縮人アンチトロ  化学及血清   2008 0312  80030  

療法観究所」＿＿．－＿…＿【【  



別紙様式第4  

感染症発生症例一覧  

感染症の種類  
番号  

基本語   
発現国  性別  年 齢   発現時期   転帰   出典   区分   備考  

器官別大分類  

未完了報告日：2007年8月2日  
第10回  10－1  感染症および寄生虫症   C型肝炎   日本  男   71  2007年6月5日  末回復  症例報告  当該製品   完了報告日：2007年9月4日  

識別番号：A・07000069   

未完了報告日：2006年2月22日  

7－1  感染症および寄生虫症   B型肝炎   日本  男  34  2006年1月5日  未回復  症例報告  当該製品   取下げ報告日：2006年3月2日  

第7  
識別番号：A・05000255  

不  取下げ報告日：2006年2月13日  

6－1  感染症および寄生虫症   B型肝炎   日本  不明   明   不明   不明  症例報告  当該製品   識別番号：A・05000183   

未完了報告日①：2005年10月26  

不  日  

第6回  6－1  感染症および寄生虫症   B型肝炎   日本  不明  不明   不明  症例報告  当該製品    未完了報告日②：2005年12月27  
明  日  

識別番号：A・05000183   

C型肝炎   日本  女  82  2003年8月5日  軽快  症例報告  当該製品   
完了報告日：2004年3月1日  

第3回  3－1  感染症および寄生虫症  識別番号：A・03000155   

千人血清アルブミン  

2乾燥濃縮人血液凝固第Ⅷ因  
子  

ヘネシス  80035  2008′0318  人血清アルブミ  

ノ  

叫＿＿＿…＿＿＿＿＿＿＿＿…＿■ l i  

Alb   MedDAR／JIVersionlO．1使用  



別紙様式第4  

感染症発生症例一覧  

感染症の種類   

発壬兄凶  ‘l竺方り  午断  三治現H守期  l転帰   出興   区分   

官馴大分瀾   
備考   

基本語   

】  07000022、2匝！（完了；第1回  

はアンスロビンPの番号10」  
】  

で報告。今回、本剤が同時期  
B型肝炎  ドイツ  不明   24  l  ≧2008／／01′′10 ‖  

を入手した。）  

l  平成20年3月il目  

MedDRAver．10．1   

】 2  

06000076、2回（完了；因果関  

係が否定されたため、報告対  

象外として完了報告）  

B型肝炎  日本   男   

70    1不明 t  

染症および 寄生虫症  死亡  自発報告  当該製品     平成18年10月20日  

（第7回の番号7－2の症例と  

同一である）  

MedDRAver．9．0   

て・声 
06000076、1回（未完了）  

。本 男   70  不明   死亡  自発報告  当該製品  
弓  

平成18年7月21日  

MedDRAvel∴9．0   

06000004、2回（完了）  
染症および  B型肝炎   日本 男   34   
寄生虫症  

MedDRAver．8．1  

06000004、1回（未完了）  

B型肝炎  日本  男  34  

MedDRAver．8．1  

05000116、2回（取下）  

平成17年9月5日  

臨床検査 C型肝炎抗体陽性  女  87   2005／8／4  

自発報告   
同一である。副作用名が変更  

r  

された。）MedDRAver．8．0  

第6回  

l   ヽ   l   ■  ヽ  



感染症の種類  
番号  発現国  性別  年齢  発現時期  転帰   出典   区分   

基本語   
備考  

器官別大分類  

感染症および  05000116、1回（未完了）  
第5回  5－1  

寄生虫症   
C型肝炎   日本   女   87   2005／8／4  不明  自発報告  当該製品   平成17年8月9日  

MedDRAver．8．0   

†ワイプリノゲン加第×Ⅲ因子  

21乾燥濃縮人活性化プロテイン  

C  

31乾燥濃縮人血液凝固買1X因子  
4乾燥スルホ化人免疫グロブリ  
ノ  

人血清アルブミ  

ン   

化学及血清  

療法研究所   

2008ノ03′ノ24  80038   

2  



別紙様式第4  

感染症発生症例一覧  

MedDRÅ／．†：Vel・川」  

番号   出典   区分   備考  

報告日：  

感染症の種類   発現国  性別  年齢  発現時期  転帰          器官別大分類  基本語  芦 
当該製品  

2008年1月23日（第一報）  

劉臓  口   日本   
女  20代  2005年 3月23日  未回復  症例報告  （クやロへ小ニンーⅠ）  

2008年2月Zl日（「因果関係なし」  
posiLive  のため、報告対象外報告）  

識別番号：A－07000179   

＊C型肝炎陽性患者の治療歴を調査したところ、約20年前に本剤が投与されていたとの情報に基づき、安全対策上、症例報告を行ったが、後の詳細調査において   

「因果関係なし」との報告を得たので「報告対象外症例」として追加章艮告（完了報告）を行った（グロベニンーⅠは1999年2月に製造を中止している）。  

‾蠣‾‾‾‾‾‾   
ち元首古5元†す泰棄妻博琴平丁王手アジゲ再ニナ［画壇   ポリエチレングリ  

コール処理人免  
－
1
 
 

4
 
 

…
0
 
…
8
0
 
r
L
 
 

i人免疫クロブリン  

1  

＿…＿j＿＿＿－＿■＿＿√＿＿＿＿＿【＿瓜＿  」度ク七三リン象＿＿＿   
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別紙様式第ヰ  感染症発生症例一覧  

喜6匡】症例番号4－0引ま前回報儀に  
第6回 4－（）6  感染症および寄生虫症  不明 症例報告  外国製品  B型肝炎  イギリス   男性 ‖  不明  第4回症例番号4－06において  04000081 2005／9／16  

したものの追加報告  
6回症例番号5－136は前回報告に  

不明 症例報告 外国製品 05000て00 2005／－iO／27  8．0 おける第5回症例番号5－136におい  第6回  5一、136  慾染症および寄生虫症  B型肝炎  アルゼンチン  男性 不明   不明  

第6回症例番号5－101は前回報告に  
おける第5回症例番号5－101におい  不明 症例報告 外国製品  B型肝炎  ブラジル  貰6回 5－10i 感染症および寄生虫症  男性 不明   不明  05000404 2005／10／2‾i  臥1  

報告した  
〔函 感染症および密生虫痘  畠爽  アルゼンチン   1勇性  不明 不  05000453  2005／10／25   8」  

仙6日 6－087 威染症および寄生虫症  アルゼンチン  男  05000490  2005／12／20  81  

〃－6日 6－146  戚～ 症および寄生虫症  悶  不明  不明       05000558  200（；／2／13   81  
6口  6∴  013  成j 、よび寄生虫  亜i   ゼンテン  男     不明  不       05000567  2006／2／13  81  

ルー6【コ 6－  002  燐、症および 一生虫症  i蛙   アルゼンチン  不明  05000569  06／2／13   臥  

成き  、よ ●   白雪  お  05000585    81  

賎主   B  悶  不明  05000591  2006／2／16  81  
感染症および憤生虫症  ペルー  不明  2006／2／16 8．‾l  

！読ま九 、  お  レ 小、       1985   不明 症例報丘  
症および寄生虫症  ブラジル  男性 不明   7986  不明        2006／2／22   8．1  

⊆彗  レ、チン     、   1990  、            L  
P宰．声∴感染症およひ寄生虫症   ；■026感藩症および密生虫痘   C刃                                  肝炎  

アルゼンチン 男性不明 1990   不明 症例報告  

′／   ′   
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