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imp）enlentationoftheseregulationsandtodjs（uSShowbest  

tonspondtochangesinthemolecularepidemiologyofviruses．  

Classification of B19V 

DrK．Brown田eaIthProtectjonAgency（HPA），UK］described  

the⊂riteriausedbytheICTVtoclassifyviruSeS．C］ass拍cation  

bytheTCTVdoesnotextendbeyondsp∝iesandnoぐOnSider－  

ationisgiventoeithergenotypesordades．lnthecaseof  

B19V，itisdassifledasamenlberoftheLhTVOVirfdLZefhmily，  

belongingtotheerythroviruSgenuS．WhiJesequencecom－  

parisonsarebe⊂0minginereasingIyimportantinclassif】Cadon，  
Othercriteriaareconsideredin⊂1udingmodeofl叩Iieation，  

Virusstmcture，genOmi⊂Organization．traflSehptionaZ and  

biologjca］properties・TheTCTV－hasclass拍ed the reぐently  

identifiedvariantvimses，SPe仁清callyV9，0riginauyidentifkd  

irLFTince［8】，Å6【9］andLaLi【ld】asstrainsofB19V【6】．TT）e  

geneticdiversity（）ftheB19Vstrainsfa）1sintothreewell－  

recognizedgenotypes【5］，Whichcanbeconf］rTnedbypairwise  

Sequen亡eidentity profiles．Nu⊂leotide divergenceis  

appro丈imatelylO－15qbbetweenthedi飲代ntgenOtypes・lT）eSe  

Bl・9Vstra・insarecleaIlydistinctfromothererythroviruses，  

SuChastheprimateparyoセiruSeSVi川SeS【pig－tailedぬcaque  

parvovin】S（PmPVl，rhFSuSmaCaquepaTVOVirus（RmPV）and  

血ianparvoviruS（SPV）】・andmoredistanもtentativemembers  

SuChasbqvinelpa7VOVirus3andehipmunkparvoVirus．  

DrBrownmehtionedthatthetworecentIyidentifledhupan  

ParVOVimses．thatis，humanparvovirusPARV4（1り2）and  

hutnan bo⊂aViruS［13】，ar亡quitedistihctfromB19Vand  

WOu］dnotbediscussedfurtherduringthemeeting．   

Regulatory issues 

Dり．－M．SpieserfEDQM，Strasbムurg，France）summarizedthe  

B19Vtestkitmeetir）gheldatEDQMon9November2006，iTL  

responsetodifftrencesiTltheab盲1itybflaboratoriestodete⊂t  

genotype2B19VGenotybe2B19Vhisbeenidentifkdin  
PlasmapooIsthatareundergoingbatchreleaseinEurope．The  
assayavailablefh）m九Rocheissuitableonlyfbrthedetection  

Ofgenotype：1B19VTT）eArtus（Qiagen．HaTr［burg；Germany）  

assaydよeetsgenotype亭andsomeofthegenotyp亘3viruses．  

Bothcompaniesareaddressin＄theshortfiusintheeurrent  
assaykits・Currently，theOfflcial’ControIAuthorityBatch  

ReIease（OC＾BR）guidelinesrequirethedeteさtionofgenotypざ  

1B19Vand滝⊂Ommeildthedete⊂tionofviruSe去suchasA6  

andV9（14】．血ebatchrelea5eadVisorygrouphaveendorsed  

theproposalthattheguidelinefbrB19Vshouldbeupdated  
torenecttherequirementfb；thedetectionofd消如叩tViruS  

genotypesand．bemandatediilthePh．Eur：   

DrM」凡Yu（仁enterfbrBiologiとsEvaluationandReseareh；  

CBER，Bethesd左，MD，USÅ）revi軸edtheUSFoodahdDrug  

Administratipn’s（FDA）preViousdiscus苧ionsonNAJtesting  

fbrB19VintheUSA・Mostsourteplasmafractionators  

performin－plりCeSSB19VNATtesting，eXCludinghigh－titre  

donations fbIlowing nlini－pOOltesting．Blood⊂01）e⊂tion  

establishments voluntari）y retrieve and discardin－date  

COmpOnentSfromdonorswithhightitresofB19VDNA，tO  
prevさTlttheiruseintrahsfusionreぐipients．＾ninfu去ionof  

acoagulationfbctorV777productdevoidofaqyanti－B19V  
Whichwasderivedfromplasmavps⊂reenedfbrB19VbyNAT  

inamini－pOOlformat，Withanovera11loadofB19VDNAas  

Iowas2×104ru・hasbeenShowntotransmiti）一aSerOnegative  

recipient［15】・FormanufhcturingpooIB19VNATtesting，  

theFDAiscurTentlypTOPOSingalimitof≦1047U／mlfbrall  

plasma－dehvedpTt）ducts・TheFDAhasreviewedandapproved  

SOmein－house別9VNATprocedures，fbrmlnl－pOOIsand  

manufheturingpooIsundertheBio）ogicsLieensing＾pplica－  

tionsortheirsuppIementsforplasmaderivatives．B19VNAT  

assaysar亡requiredtobevalidatedasanalyticaIpro⊂edures  

andshouldbecapableofdeteetingalIvirusgenotypes．Tnthe  

RJture；theFDÅmayconsiderB19Vtestingasdonors⊂reeni鴫  

becauseofknownrisksinindividualswithchronicanaemia，  

those who are・Pregnant Orimmunocompromised．Su⊂h  

screening would be dependent upon the availability of 

sllitab）ecommercialkitsandsufflCientresoIutiontime．   

Preva［enceandclinica［propertiesof  

differentgenqtypesofB19V  

Ms K．Hokynar（Haa正maT）Institute，Helsinki．Fidand）  

desrribed smdies where B19V DNA was identified in skin 

biopsies・Sequ甲CearLaIysisidcntif］edmoredivergen‡viruses，  

nowrecognizedasgenotype2B19V［10］．Analysisoftissue  

Samplesr和mNorthVた或EuTPpeねu亡dtoidenti身genoⅣ匹  

3B19V；however，genOtyPeS］and2were both readily  

identinedindividualsbornpボorto1950，Whuethoseboma触r  

thisdatewerepJtdominantlyinitctedwithgenotypel【16l．  

h，も汀和StudiesofthethlてegenOtyPeSShowednodi穐rences  

ininfヒctivityorintheaetivityofthep6promotehWhiとhis  

mosteffIcientincellspさ血issive’fbrB19Vinfection，Land  

e仙ancedbytheexさitssionofNSl【17】．Serolbgical⊂rOSS一  

代aCtiviけ由ムb5eⅣedbe加亡印B19Vgenot沖eSland2using  

recombinahtir）tig帥Sandsdra丘omindividualsinftcted  

withspedncgenotypes【77］．Ållthree・genotypesofBt9Vare  

extremelysimi1arl⊂OnStitutingasingleserotype，Withamino  

aciddivergencefbrVPlnogreaterthan4qb．   

Prof毎sorS・Modtow（U11jversityofRegensburg，Gemlany）  

des亡ribeda⊂Jiniea］ぐaSe．Wherearenaltransplantrecipient  

developedtransientaぬemiaandadlritisand 

With B19V Detai］ed血Olec山aranalysis revealed thatthe  

Patientwasinfectedwithagenotype2B19VAreviewofthe  
oIiginalassaysperfbrmedshowedthattherewasdi取rential  

se孟sitivityfbrthedifft托ntgerLOtyPeSOfB19VThepatient  

Showedpersistent．highlevelsofB19VDNA【＞1011genome  

equivalents（㌍q）／ml】andepisodesofsモ）ereanaeTitia［18】・  

Treatmentwithintravenousimmunoglobulin（rVTG）lowered  
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ViralIoadsandresoIvedanaemia．AF［er4years．B19VDNA  

and antトB19VIgM antibodies were stilldetectabIe．The  

Patient subsequent】y started to deve）op anti－B】9VIgG  

antibodies．BothTgGreactivityandaviditywerecomparab）e  

insera fromgenotypes］arld2B19V－i］1Fectedindividuals．  

When⊂hallenged byenzyme－1inkedinlmullOSOrbent assay  

（ELTSA）usingantigenFmmtheVPl－uniquel‾egio11h川1aJl  

threegenotypes・7twasnotedthatthiscasepresentedinavery  

Sim血‾Way［00neSSeenWithagenotypelB19Vinfection・   

Epide11－iologlCalstudiesofB19Vinfectioninb）00ddonors，  

PregnantWOnlenalldchi］dl－eninGhanaweredescribedby  

Dr D．Candotti（University ofCa111bridge．UK）．ln Ghana．  

approximateJy8（袖ofcllildrenhavea11tトB】9VlgG，risingto  

8び柚inadults．Vira1loadsandlevelsofalltトB19V7gMare  

higherinchildren．TTlerateOfpersistenli11ftctionis～l・4恥．  

Oneorthe．moststrikingobservationsofB19Vinfectionin  
Ghanaisthatthecircu］atingvirusesarealmostaugenotype  
3t19］．DNAsequeIICeanaIysishasrevealedthattheger10type  

3virusescanbediv阜dedintotwosubtypesorclustersthat  

differbyll10rethan5qbnucleotideidentity【20】．7lleSehave  

beentermed3aalld3b，andtheclu5terlIlgisiJldependelltOf  

thel‘egionoftheB19Vgenonleanalysed．ThenucJeotide  

substitution rates were examined for B19Vin Ghana and  

COnlparedwithV9，theprotobrpegenotype3vinlS，identif）ed  

nearly10yearsago【8L7twasFoundthatlikegenotypel  

B19VandcaninepaT’VOV如ses．thegenotype3vjmseshave  

anunexpectedlytlighrateoFevolutionarychange［21．22】．It  

WOuldal）Pearthatthe【ype3aand3bdusterswerederjved  

fromaFOnln101－anCeStOraPprOXimately5OOyears ago：  

howevelltllereisawideinterva】around（hisdate．   

PresenceofdjfferentB19Vgenotypesin  
pla5maPrOductsandsusceptibilitYtO  
inactivation   

ProfessorA・－M．Eis－H臼binger（UniversityofBorul，GelTllany）  

reviewedstudiesperfbrmedonfactorV7ロalldねetorTX⊂OnR  

⊂entrateStOdeterminetherrequencyofcontalllinationofthese  

productswithgenotypesland20fB19VAtota】of202diト  

托rent］otsofc】ottirLgfhぐtOr（On⊂entrateSWereeXamined．Older  

PI－Oduetsuseduntildleeatly1980sthathadnotunde噌OneViral  

血activatiol用rOCedures（21tots，rePreSentingeightdifferent  

PrOducts）welでCOmPared with1110re reCentbatchesin use  

betwee112000a11d2003（181lots，rePreSenting13differenl  

PrOducts）．lntl－eFactorⅥTTs，8鞠werecontaminatedv］ith  

genotypelBl9Vand14％werecontaminatedwithgenotyl）e2．  

InthemorerecentfhctorⅥ7Ts，46牝IWereCO］1taminatedwith  

genotyPelB19VaIldl・6qbwerecollta）11inatedwithgenotype  

2（twoproductswere⊂0－eOntaminatedwithgeno9，peり・The  

highesttoadsofgenotypeIandgenotype2B19Vwere～1d7  
and～10Sgeq／ml，re5PeCtivdy．Itwa5Sugge5tedthatthimuch  

lowern－equencyofdetectionofge［10tyPe2B19Visdueto  

generallylowerprevalencecomparedtogenotypel【23］．   

DrM・W・Yu（CBER）describedastudy】00kingatねctorV¶I  

COnCentrateSuSingaconsensuspolymerasechai11reaCtion  

（PCR）brge・一OtyPeSト3For B19V fb1lowed by specif）C  

restrjetionendonuc】easedigestionoftheproducttodis〔血一ト  

illategenOtypelfromgenotypes2alld3．Ara11geo［products  
（＝＝202lot5）ofdiffe）ingpuljtyproducedbefore1984ul】ti1  

2OO4wereanalysed・Ofthese179lotswerepositiveintheinitial  

SCree111ngaSSay・andasingIelot、斤om1997，WaSpOSitivefor  

B19Vgenotype2・DNAseque一一Ce早l－alysiscor南rn一edthe  

g帥OtyPeOfthisviruS・Thisflnalprodu〔tdidnotcontainal－y  

genotyT）e］B19Vandtlleloadforgenotype2was103geq／ml．  

lIlthecaseoFmorereeentlots，⊂OntaminationwithB19Vwas  

genera11ylessn－equent，reneCti∫lgtheimplementation of  
NATs〔reeningbythenlanufheturersr24］．   

D．－M・N叫i．1g（PaulEMichlnstitute；PE7，Langel一，Gem－any）  

presenteddataonbehalfoFDrJ・BI伽1el（PET）compaling  
the biologicaland physicoぐhen－icalproperties ofB19V  

genotypesland2（iso］a【elM，81）［25］．lnfectionofdleCdl  

lineKU812Ep6withthetwoB19Vgenotypesrevealedthat  
therewerenodiffererlCeSjnexpressionofthecapsidateither  

the nlRNAorprotさinlevel．Therma】inactivation occurs  

throughthedisiI－tegrationofthecapsidproteins，Withno  

di恥rencesobselVedbetweenthetwoge一一Otyl）eS■Vi一うonswere  

lleatedandsu句e（tedtoDNAsetreatmentpnortoSouthenl  
blottingtoanalysetheiJltegrityoFtheviralgenoI11icDNA．  

TreatnlentOf5％．a）bun－insolution，Spiked with B19Vand  

lleatedto560C・reSultedil－thesametempora＝l－aCtivation  

kinetics，reg？dlessofvirusgenotype．Simi1arina⊂tivation  

proflleswereobserved fbrgellOtype2B19V，aSlladbeen  

ShownplでViouslyforgenotypelB19VviruS，WllenSubjected  

tolowpHcollditions［26）．   

ProfヒssorJean－Pien－eAJlain（Canlbridge）outlinedaPCR  

i11hibitionmethod．utilizhgapreaれ1pliflcationsteptoquantify  

B19Vinactivation by photochemica］treatment using  

amotosalen【S59）．ThisnlOleclJarapproachtonleaSuli11gthe  

inactivationeffe⊂tSOfS59onB】9VhasbeenestabJishedas  

ana］temativetoE11LJi［roeultul－eOftheviruS［27］．   

Experiencewithcommerejalandin－house  
assaysforthedetectionaridquantificationof  
B19VDNA   

TheperfbmfaIICeOftwocomnlerCia11yavailablekitsforthe  

qltantiflca【ionofB19VDNAwasreviewedbyDrS．Baylis  

脚ⅧSC、UK）・TheflrStkiい11eRochepa7VOVirusB19quanti－  

f7CationkitfbrtheLightCycIerlOnlydetectsgenotypelB19V  

WnenequivalFnt⊂Opynunlber（108）wereanalysedforthe  
threegenotypes，nOamPlincatio［1plotswereobserve（lfor  

genotypes12and3B19V5inthisreal－timea5Say．However，  

analysisQFamplifkationproductsbygelelectlt）Phoresisrevealed  
thatauthreegendtypeswereamp）ined．withamuchreduced  
Signalfbrgenotype2B19Vsuggestingmismatche5inpri】l】el‘  

aIldprobesequerICeS．TnthecaseoftheArtusLb［AllPal‘VO  

◎2007Tll亡AlttllOr（s）  
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Threetestsareutili2・edtoreduceB］9Vviralloadsinplasma   

FractionationpooIs：aqualitativedonorsarnpletestFortestlng   
mini－POOIs；aSeparatequalitativetestfbrtheQCoffraction－   

ation pooIs：and a quantitativさtest using dual－labeIled   

fluorogellie detection probes fbr quality and technical   

OPerationsinvestigations．Aspartofon－gOingef70rtStOaSSeSS   

theperfbrmanceofthistestsystenl・thel）Otentialfrequen⊂y   

OfoccしIITenCeOfvarian［B19VgenotypeshUSsour⊂eplasma   

WaSeXamined・AT⊂hived 

elevated．plasmasamples（samplescontainingB19Vgenotype  
ltitres＞2×10～TU／mlandgenotypts2and3titres＞5×106   

亡OPies／mlwouldhavebeenex亡Iudedasaresu］tofscreening   

Withthedonorsampletest）we托reteStedushganuorogeIlic   

detectionprobecapab）eofdifftrentia】lydetectingB19V   

genotypes20r3・llleteStingof242large－SCateSamPIepobIs  

（3840samples）and609htem－ediate－SCalepooIs（960sanlp】es）   

fhi）edtoidentifythepresenceofB19Vgenotypes2and3．   

PCRanalysisof340individual．elevated’samplesalsofhiJed   

toidentifyB19Vgenotypes20r3amongthem．Theinabi］ity   

todetectBT9Vgenotypes2and3iJlmaterialrepresenting   

approximatelyl・5mimonsour⊂ep】asmadonations，Which   

SuggeStSthattheprevaIe．1CeOfthesegenotypeswithintheUS   

SOulてeplasmadbnorpbpulationisverylow．   

．ProvisionofplasmidcIonestoOMCLnetwork   
andmanufacturers   

DrJ・Fryer（NIBSC，UK）・discussedhowplasmid⊂lo 

representin8themainB19VgenotypeswouldtN：distributed   

throughthe nextEDQMPTSforlさ19VDNAlaterin2007．   

High－titre DNA stocks haYe been prepared fbr near Rl）1－  

1engthplasmiddones，rePreSentinggenotypes），2．3aand3b   

OfB19V（N8，A6．V9andD91・l，reSpe亡tively）．Dilutio11tOequal   

COPy numbergaveequiva］ent resultsusingaconsensus  

in－houseTaq叫anassayforB19VDNA【28】．Theseplasmid   

Cloneswulbedistribtlteda苧a′Validationl）anelon］yfbr  

・uSein the PTS，untila plasma reftrence panelbecome  

available．  

AvaiIabilityofB19Vviraemicp（asmafor  
代托rencepaneldeveIopment   

Genotype2   

Severalplasma units wereidentihed thatcontailled high   

titresofgenotype2B19V．DrM．Ges去ner（Baxter．Vienna，  

Åustria）descril］edtheB19VplasmasamplestFrmedTM－81   

and山一82．TM－81’wasahigh－titre（～11・3］og．。TU／mり  

genotype2pIasmasample，Whi⊂hhadbeensequencedand   
ehara⊂tedzd如Viously【25Iandshbwntobecross－n亘utralized  

bygenotypelSera．TM：82■repreSelltSaiubsequentbleed  

（4d町Slater）hnlthesamedonorYjitha血でOf7・4log．。rUInd・   

Dr云．Bayli5（MBSC）describedaplasmapool，SOur⊂edin・the  

LCkit，gOOdampliflcationp）otswereobservedfbrgenotypes  

l，2and3aofB19Vwhilethegenotype3bviruSWaSunder  

quant拍edbyapproximately2－3）ogsgeneratingmucllJater  

thresholdcycle（亡t）values，Whichcouldhaveanimpacton  

thethJモSholdconcentTationoflOTU／mlapplyingtocertain  

plasmapooIs［28－30］・PriJl－erandproIxsequenロ6areOferitieal  

importanceinthedetectionofvaJiantviruses．thisisfurther  
COmpli⊂atedwithIでquユren徒ntStOperfbmlquantit白tiveassays．   

DrT Cuypers（Sarlquin．AnlSterdam，the 

describedtheexperieneeofrunningtwoassayseoncurrently  

fbrB19Vha盲⊂reeningeentre．Theassaysi11Cludedthecom－  

merciallyavailableRocheLightCyclerassayandapreviously  

publishedtonsensusassay［28】，Va］idatedin－house．Screening  

assays，performed duringthさprevious2years．identihed  

threeinstanceswherediscrepantresultsoecurTYdbetwee  

thetwotests．MolecuJarchar3CterizationwaspeTfbrmedto  

identifythereasonsfbtthedis⊂repantreSults．Onesample，  

notdeteetedintheRocheassaywasfbundtobeagenotype  

2B19V，⊂Ontaining TrLutationsinthe primer and probe  

bindingregions・Agenotypetsample、IWaSunderquantifled  

by～2logl。intheRocheassaycomparedwiththein－house  

assay．withamutationatorneartheihdofthereverseprimer  
bindingregioninthe’kochete主t．Tnathirdcase，thさrevjas  

asinglepointmutationinthさprobebindingsiteofthein－  

houseassaシ，Which＞resultedinafhiluTttOdete⊂t盆genotype  

lB19Vintheplasmasamplヒ（31］．Genotypes．2and3For  
B19V、appeartObeveryrareinDutchandBelgiandonors・   

DrMartaJos卓11Grifbls，8arce19血Spain）describedthe  

Validation・Ofbothin→house・qualitatiJeand quantitative  

eonsensusB19Vassayilfbrthedetectionof－allthreegenobrpes．  

Va】idationwasperfbrTnedaceordingtocurrentguidelines．  

Parti亡darattentionwaspaidtoB19VassayspeciflCity，With  

no⊂rOSS－reaetivityobservedwithotherbloodborneviruSeS．  

AvadetyoFgenotype2ahdgenotype3B19V－pOiitiveplasnla  
Sampleswer亡analysed，andgoodeprrelationswereFbund  

Withpreviouslydeterminedtit托Sfbmotherlaboratodesand  

theolleSdeteminedbythein－housequantitativeassays．   

DrT．Gierman恥1ecris，Raleigh．NC，USÅ）wasunableto  

atten4themeetingandhispresentatiorLOn eXperiencein  
te頑ngforB19VgenotypeswassumTnarizedbyDrZedauth．l  

lDr6．むrlauth（8ax吋Vknna，九stria）sunlnlariヱdlhissp亡⊂iaInl代tingat  

SoGATXKhddin、Wa巧aW．肘and．ont2－13Jun亡2007．Atth亡父m亡  

me亡ting．DrsLRinck亡IandtGi叩一an（TaIecris．Rateigh．NA，USA）reported  

【hattheYhav亡identifiedahigh－1itrモ．highLVOtum亡genOtYP亡3819V  

Pla5ma・Thus．inordertcLharmoniz亡reSultsobtained叫eontroIIaboratories  

andptasma如亡tionatoqa9印叫P叩andc脚ね裾∩9亡aぐhofth亡thr亡亡  

g亡nOt岬60f819Vw‖b亡joindYfornlul訳edbYN帽SCandC8亡R＿ 

wi一版由Idat亡dtogeth亡rWith∂dditionalg帥叫匹2samp‡6抑db亡  

田Iib融亡da9ains＝h亡仙Jr亡nlWHO山根叩ation8tStandもーdbr81如DNA  

I9埴00）inan抽rnatidnalcoII如ra血s山恥Th叩や叩頭肌fron一  

触餅traOrdinary馳GATh咄tinga佗aVairabI亡al血相10Wlng義iムk：  

http：〟ww町1ihcjCukJpa代n亡rS才知G叩Mar亡h⊥20Ⅳ＿Pr6如btionゝhtnll．  
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USAcontainirLgagenOtyPe2B19V¶1epOOIwasidentifIed  

duetodiscrepantresults，uSingdi恥rentB19VNATassays・  

Tllispoo7contains6・2）og，。1U／mlofgenotype2B】9VDNA・  

TheviruSWaSnOtinftctiousinculture，andwaslikeJytobe  

neutra】ized by anti－B19Vpre5entin thepool・Despitethe  

plasnlabeingpooled，therewasnogenotypelB19Vpresent・  

DrM．Koppelman（Sanquin，Amsterdazn．the Nether］ands）  

descI・ibed tlleidentif］Cationoragenotype2B19Vplasrna  

sanlple（207458）．withatitreofN7log．。IU／m・Sequence  

analysisiJldkatedthatthisB19Vwasmo5tCtOSelyrelatedto  
theA6v血S［31］・DrJose【Grir？1s）describedanothergenotype  

2B19Vp）a5nlaSample．Thissa一一一pIewasidentinedbyusi－1g  

twodiffh－elltaSSayS：theflrStSPeCifI⊂forgenotypelB19V  

andthesecolld，aCOnSenSuSaSSaydescribedinherearlier  
presentatio11．rnlePlasn－agaVenegativeresultsiIlthegenotype  

1819Vassay，butwaspositiveintheconsensusassay・Tllis  

ledtofurthercharacterizationofthep］asmasample．which  

wasFoundtohaveatitreof7・3log．。TU／ml・Thesamplewas  

negativefbrarangeoFothervirusI一一arkers．andwasaJso  

llegativeforanti欄B19V7gGandTgM，andlikelytorepresent  

theearlyramp－upPhase・  

GenotⅥ）e3  

Wllileseveralhigh－titre，high－VO］uI一一ePlasmasampIeshave  

beenidentifledforgezlOty】〕e2B19Vthereis）imitednlateTial  

avaiIable Lbrgenotype3．DrD・Candotti【University of  

Cambridge）summarizedaseriesofc）il血alsamples．conlP）’js－  

ingbotl－genOtypeS3aand3bviruses・Noneoftl－eaVaiJable  

samp7esex〔占eded～6Iog．。TU／mtofB19VDNA・IIwas  

PrOpOSedtllatB19Vsamplesmightbesoughtprospe〔tively，  

byidentifying、PerSisterltinFtctionsinblooddo110rS（whieh  

Illayl－aVetitresashighas4－51og．。TU／n11）・However．severa］  

【housand donations would havetobescrモened．Additiollal  

soureesofgenotypes2and3B19VhavebeenFXamihedand  
theseincIudethescreenulgOfantトB19VIgM－POSitivesera  

fromBrazilia］1patientspresen血gwithl－aSh－1ikei］lnessby  

DrK．BIY）Wnl’HPA）．lnarecentlypublishedstudyhmBraziZ  

【32】，C）inica）sanp］esfrompatientswithB19V－1ikesynlPtOmS  

weretestedforB19VDNAandthevi711SgenOtyPedetermined・  

ALlthreegeT10typeS′OfB19Vwereider）［ifkd・DrK・Brown  

Outlit－edtIleaPPrOaChtakeninhisstudytJSiIlgbiotiny）ated  

PCRpro（1u〔tSandp†rOSequenぐingtodeterminethegenotype  

ofeach B19V－POSitjve saT叩1e．The一一一ethod wasvalidated  

usillgPreViouslyidel－tif［edvariantvimses［30］・Of50B19V  

IgM－POSitivesamplesstudied by（hisapproaeh；29were  

POSitivefbrB19VDNAbyPCRIT？ngingi11COn⊂entration  

hmlOltol（）10geq／ml．血esepcR－POSitiveV血SeSWereau  

genoけpel．withthrモeuhjquepoil－tmutationsbeingidentif］ed・  

AsmallstudywaspresentedbyDrS・tiaylisonbellalfofDr  

D．York（MolecularDiagnostieServieesPyLtd，SouthAfrica）  

and Mr D．Stubbings（NationaJBioprodu亡tSlnstitute，  

SouthAf）ica）．High－titreB19Vplasma donatio11S（1J＝9）  

Were genOtyped aIldin〔Ontl－aSt tO the flndillgS O71the  

WestCoastof－Aftica，the5eB19V－POSitivesampleswereall  

genotypel・  

Condusionsandrecommendations   

Overal］，based upon theelassiFICation bythelCIVaIldin  

tem－SOfwhatis〔urrentlyknow aboutthe biologlCalalld  

SerOlogicalp粕pertiesofthe differel－tgenOtypeSOfB19V  

thesegenotyl）eSClearIyr甲l－esentstrainsofthesamevil‾uS・  

Themorerecentlyidentifledvarial－tSaPPearr10ttObeso  
WeJIrepresentedinEuTOpeandNorthAmericaasgenotype  
］B19V HoweveJldifferentgenotypesofB19Vhavebee11  
fou11dindonorplasmatllathasledtobatch releaseissues  
and based upon recent PTS studies．some assays have  
PrOVedineffectiveindetectinggenob，pe2B19VDNAf7］．  

Inordertoharrnonizetheresu］tsobtainedfbrthedetection  

andquantif）eationof．B19VDNAbetweencontro11aborato－  

ries and［he manufbcturers oFp］asma delうvatives、itwas  

agr亡edthatstandardizatiollOfassaysusingwelI＜haracterized  

referencematerialswou］dl）etlleWayfbrwal‾d．   

ThecoIISe11SuSOPln10natthe nleetingwastoproduce  
agenOtypePaIle］ofplaslllaSanlplesrepre5entingthedi熊rent  

genotypesofB79VAsB19VDNAtestinghasaquantitative  
lilllit（101Ⅲnlり，any re良re11Ce panelwouldbelでquil℃d to  

renecttlleneedforaccuracyaroundthisthresholdconcentra－  

tion．Futurecollaboral：ivestudiesused toevaluateて：andidate  

l）1asnlaSanlPles Fora re托rencepalle］would、need to be  

calibratedagajnst（heWHOTnternationalStandardFbrBl9V  
DNA【4】．IntheabsenceofsLl爪cientgenotype3B19Vmaterial，  

itwasft］tthatclonedDNAsmaybesuitableforpreparIng  
apanel，untilaplasnlareftrencel）anelbecom云avaiJal）1e・The  

European common technicalspeぐjflCations R）ri17L，i［ro  

diagnosticmedicaldevicesperrrlitstheuseofmatさrialssucIlaS  

donedDNAs（independentIyqualltif）edbyspectrophotomet7y）  

where a suitable source of■native materialis absent．Wllat  

WaSemPhasizedtllrOughoutthenleetingistheimpo11an⊂eOf  

deposjtingDNAsequencefbrB19Vstrainsinthedatabases，  
toensurethatasnluChinformationisavadableaspossibleto  
enablegoodassaydesign．However．genelicvariationwasto  

beexpeぐtedi】1thefuture．incIudjnggenotypelB19Vvaliants，  

andl・obustasざaydesignisessentia）10deaIwithinevitable  

genetkcllaI唱eS．  
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別紙様式第2－1   

番号9  医薬品  

医薬部外品  研究報告 調査報告書  
化粧品  

識別番号・報告回数 
報告日 新医区分        触労働省処理欄  

①乾燥抗HBs人免疫グロブリン  公表国   

r般的名称    ②ポリエチレングリコール処理抗HB8人免疫グロブリン   研究報告の  Science2008；319：  アメリカ   

販売名  公表状況   1096－1100  
（企業名）  

メルケル細胞癌（Merkelcellcarcinoma：MCC）は、稀ではあるが進行の早いヒトの皮膚がんであり、主に高齢者や免疫抑制者にみられ  

る。われわれは今臥digitaltransc．riptomesubtraction（DTS）法を用いてMCC検体について調べ、新種のポリオーマウイルスを同定  
使用上の注意記載状況・  

研  その他参考事項等  

出されたが、体内のさまざまな部位から採取した対照組織では59検体中5検体（8射、対照皮膚組織では25検体中4検体（16％）でしか       代表として静住用へブスプリンー川の記載を示  
究  

報  

告  

あると考えられる。  （1）本剤の原材料となる血液については、HBs抗  

原、抗HCV抗体、抗HIV－1抗体、抗HI†－2抗体陰性  

の  で、かつALT（GPT）値でスク1）－ニングを実施し  
トJ  

槻  
ている。更に、プールした試験血紫については、  
HIV－1、HBV及びHCVについて核酸増幅検査（NAT）を  

要   実施し、適合した血購を本剤の製造に使用してい  

るが、当該仙Tの検出限界以下のウイルスが混入  
している可能性が常に存在する。本剤は、以上の  

検査に適合した高力価の抗HBs抗体を含有する血  

報告企業の意見  今後の対応   東を原料として、Cohnの低温エタノール分画で待  

メルケル細胞盾の発生に寄与すると考えられる新規のポリオーマウイルスを同定したとの報告である。  た画分からポリエチレングー」コール4000処理、                ポリオーマウイルスに関   

ポリオーマウイルスは、直径40nmのエンベロープを有しないDNAウイルスである。  達する情報については、今   DEAヱセファデックス処理等により抗HBs人免疫グ   

静注用ヘブスプリンーIHについては、万一本剤の原料血紫にポリオーマウイルスが混入したとしても、EMC及び      後も注視することとする。   ロブリンを濃縮・精製した製剤であり、ウイルス   
CpVをモデルウイルスとしたウイルスバリデーション試験成績から、本剤の製造工程において十分に不括化・除  不括化・除去を目的として、製造工程において   

去されると考えている。  60℃、10時間の液状加熱処理及びろ過膜処理（ナ   

へブスプリンについては、EMC及びCPVをモデルウイルスとしたウイルスバリデーション試験成績からは、製造工  ノフィルトレーション）を施しているが、投与に   

程において不括化・除去が十分であるとは説明困難であるため、ポリオーマウイルスの原血燥への混入が判明し  際しては、次の点に十分注意すること。   

た場合にはその事実を総合機構及び厚生労働省に報告する。   

へブスプリン   
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