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識別番号・報告回数  報告日   第一報入手日  新医薬品等の区分   総合機構処理欄   

一般的名称  
公表国  

研究報告の  

販売名（企業名）  
公表状況  StOTy／軋」765531・00・btml 

英国  

1990年代に輸出した英国製    汚染血柴分  使用上の注意記載状況・  
、仙、らてい ると14＝カ国（ブラジル、トけ′コ、ブルネイ、アラブ首長国連邦、インド、ヨルダン、オマーン、シンガポール、 ベ 

ルギー、モロッコ、エジプト、フランス、オランダおよびイスラエル）に警告した。  
その他参考事項等  

重要な基本的注意  
問題は血紫分画製剤が数千人の血液から製造されいていることであり、科学者は未発症の感染者の供血によって  

引き起こされる「第二波」の災害を懸念している。  クロイツフェルト・ヤコブ病（vCJp）  

研 究 報 ．出ニ  
より国外に輸出された血液製剤を再調査しなければならなくなった。  

投与の際には患者への説明を十分行 い 

、治療上の必要性を十分検討の上 投与すること。   
医に知らせるよう通知すること）を講じるように保健省に勧告した。危険性の低いベルギー、モロッコ、エジプト  

と，、血液製剤を製造できるフランス、オランダおよびイスラエルについては自ら評価するよう勧告した。  
肝Lを管理するⅣHS血液・移植当局は「現在のところ血渠分画製剤と関連づけられたvCJI）症例はない。」としてい  

ra 

報告企業の意見  今後の対応   

vc川多発国である英国が14カ国に血紫分画製剤  

を輸出していたので、該当国に射し警告を発した  

との報告である。報告中でNHSは「現在のところ  
血東分画製剤と関連づけられたvCJD症例はな  

い。」と述べている（，  

なお、当社では英国より血粟分画製剤又はそ  

の原料血紫を輸入したことはない。  
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POSeVCJDriskin14countries  

・UKissueswarnJngOnlmadcowdisease一  
・DocumentsshowBrazilandTurkeyarehighon  
list   

Jame＄MeikleandRobEvans  
TuesdayMay2，2006  
TheGuardian   

Thegovemmenthasbeenforcedtowam14countriesthat  
Patientsareindangerofdeve（op■ngthehumanformof  
madcowdiseaseasaresuJtofcontaminatedBritishbfood  
PrOductssoIdabroad．   

Documentsre］easedundertheFreedomoflnfbrmation  
ActshowthatpatientsinBraziJandTurkeyaremostatrisk  
fromtheproducts，a（thoughitistooear［ytoknowhow  

many，ifany，fore．gnpatientsmaydeveIoptheincurable  

VariantCJD，aSittakesmanyyearstoappear・TheTurkish  

authoritiessaidtheyhadtracedpatientsatriskandw白re  
C［oseJymonitoringthem，Whi［eBrazilwouIdnotcomment．  

A用crecontinuesv  

Searchthi＄Site  
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Thecontaminatedbloodproductswereexportedinthe  
1990sbytheBritishgovernmenttotreatconditionssuch  
ashaemophi［ia，SeVereburnsandimmunedeficiency．At  

thetimethegovernmentconsideredtherewasnorisk．   

Twenty－eightpeop［eabroadhavealreadydeve［opedvCJD  
byeatingcattlemeatfromBritaininfectedwithBSE．  
However，thedangersofanotherrouteoftransmissionare  
nowbecomlngmOreeVident．Scientistsareworriedabout  
a’’secondwave’’ofcasualtiescausedbyblooddonatedby  

PeOP［einfectedbutnotyetdisp［ayIngSymPtOmSOfthe  
disease，   

Theriskofpass（ngOnthediseaseinthiswaywas  
COnSideredonlytheoreticaIuntiIDecember2003，Whenit  
emergedthatapatientinBritainhadbeeninfected  
throughabIoodtransfusion，leadingtonewsafety  
measures．Anothertwocaseshavesincebeenidentified．  

HeaIthauthoritiesthenhadtore－eXaminebloodproducts  
Sentabroadbythestate－OWnedcompanyBioProducts  
Laboratory（BPL）．   

Thedocumentsshowthat，fo”owIngtherethink，theHealth  

ProtectionAgencywasconcerned’’aboutthepotential  
infectivityofbTood’’．Be［ievingthepotentiafriskofvCJDto  

be’lveryuncertain”，theagencyadvisedtheBrazi［ianand  

Turkishhea］thministriestotakeprecautionstoreducethe  
POSSibilityofspreadingvCJDas■一sufficientquantities”of  

the一’at－risk．■productshadbeenexported．   

Thesemeasuresincrudedtrackingdownpatientsand  
te＝ngthemnottodonateblood，OrganSOrtissues・  

PatientsareaIsotddtoinformdoctorsanddentistsifthey  
needanytreatment．   

lnBritain，uPtO6，000peopIewereconsideredtobeat  

risk．Theprobremsstemfromthewaybloodproductsare  
made，fromprocessIngthousandsofseparatedonations・  

TheconcernsarisefromjuSt23donationsmadebynine  

2006／07／20ヤアた∈   
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PeOPlewhowentontodeveJopvCJD，Showlnghowminute   
amountsmaybeinfectious．  

TheNHSBloodandTransplantAuthority，Whichis  
responsib［eforBPL，Sajd：．TSofarnovCJDcaseshave  
beenlinkedtopIasmaproducts…Theuseofproducts  
derivedfromBritishbloodplasmawasendedin1999asa  
PreCautionarysafetymeasurebecauseofwhatwerethen  
regardedason（ytheoretica［risks．Butcaseswhere  

Patientsmighthavebeenputatriskbefbrethatdatehave  
SincecometofightasfurthercasesofvCJDhavebeen  
diagnosedinpeopIewhowereblooddonors．Since2004，  

noonewhoreceivedabloodtransfusionafter1980has  
beena＝owedtodonatebJoodthemselves．■■   

TheHeaIthProtectjonAgencydecidedthatpatientsinsix  
COuntries－Brunei，UAE，lndia，Jordan，Omanand  

Singapore－hadbeenputinress）eOP白rdythanthosein  
Brazj［andTurkey，butmightneedtotakeprecautionst  

LessdangerousbatcheswereimportedbyBe［gium，  

MoroccoandEgypt．France，Ho‖andand［sraelwere  

advisedtocarryouttheirownassessments，aS  
manufactureofthebloodproductswascompletedintheir  
COuntrjes・TheFrenchgovernmentconcIudedthatthere  
WaSnOdangerfromtheproducts，Whichwerere－eXPOrted  

tolOunnamedcountries．   

TheGuardianhaspreviousfyreportedthatpatjents  

WOrIdwidemayhavebeenexposedtovCJD，butthe  
documentsdetaiJfbrthefirsttimethecountries，the  
amountsandtheriskassessments．Britishauthorities  
CannOtSayhowmanypatientsabroadmaynowbein  

dange「．   

Therehavebeen161casesofvCJDinBritain．Thereare  
15casesinFrance，fourinIrerand，tWOintheUS，andone  

eachinCanada，1taFy，Japan，theNetherIands，Portugal，  

SaudjArabiaandSpain．  

SomeofthesevictimsareknowntohavecaughtvCJDby  
eatinginfectedbeefinBritain．Mostothers＝veincountries  

thathavealsohadoutbreaksofBSEthatmaywellhave  
OnglnatedfromBritain．   

GrahamSteeI，WhosebrotherRicharddiedfromvCJD，  

dreTPara＝elstothespreadofBSE・‖【ltis］eerily  

rem－nISCentOfthe1980swhen．theoretica＝yTinfectious  

meatandbonemealwasexportedbytheUKaround  

Europeandbeyonddespitethefactthattherisksof  
SPreadingdiseaseswereknownaboutin1972－73，Atotal  

recaHwasdeemedtooexpensive・l■  

Special reports 
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医薬品研究報告調査報告書  

識別番号・報告回数  
1   

報告日  第一報入手日  新医薬品等の．区分  厚生労働省処理欄   

2006年4月10日  

山 般 的 名 称   別紙のとおり   
研究報告の公表   Identi＆cationofaNovelSingle・Stranded．与 DNAFragmentABSOCiatedwithHumani  公表国、  

販売名（企業名）  状況  貿∈碇誌．15；193（8）：1。紗97．2。。6   日本  

（問題点・E一  

その他参考事項等  

原因不明の急性肝炎を発症した患者の血液から、未知のDNA配列「NVF」を発見。A型からE型までの肝炎ウイルスが  
検出されない、原因不明の肝炎患者69人中の17人（24．6％）で、NVゼが検出された。  

17人のうち1人は劇症肝炎で、NVゼは発症から約10日間、血中に現れ、症状の回復につれて消えた。この患者の肝細胞  
研   

究 報  
NV甘は、B型やC型と同じ経路で感染しやすいウイルスのDNAと推測される。   

の  

概  

報告企業の意見  今後の対応   

別紙のとおり  現時点においては、特段の対応は不要と考えるが、今  

後とも関連情報の収集に努め、本剤の安全性の確保を図  

っていきたい。   

⑳  
竺   
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0lo訂CO山dbe払undin4・9％ofpadentswi血⊂h）nk  
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FigIZrel・ldentncatiDnOfaforeignsequenceinpatjentsw相川OnTATEhepa触．A，Nucl80ddesequenceof廿IeNV－FDNA鵬9mentandconcepbal  
打anslat加oftheputabvepar（jalTeadjn9frame．Thepositionsof4pThers椚V－FltoNV－F4）usedforpolynerasechainreaction（PCR）detectionofNV・  

Faremarkedwitharrows・邑SerurnSarnPIesbompatientsw仙nonTA－Ehepatitis伽esIT動padentsinfectedwithhepatitisCvirus伽eslO－1勃  
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isshownhere・．M．molecuIarwei9htnarkerNl．nega血econtrol（NV－Fle9ativeseruTTISamPlekN2．negativecontro＝purewaterI．Thearrowindicates  

仇e陀RproductofNV－E  

FWIENT＄．MJrrEFuAL＄iANDMETHOD＄   

Patie7，tSOndsompk Afterhformedconsentwasobtained，  

theremainingahquotsofserunSamPlessubmittedforbio－  
Chemicaltestsinpadentsvisi血gChaJlgGungMedicalCenter  
WereCO11ectedforthissttldy・Samplesh・Om4groupsofpatients  

WereinchldedforNVFsequencedetedon：（1）180heakhysul）－  

je鵡（丘omHe出血肋∬山l濾onSe鵬cらCha喝GungMedic山  

Cez）ter）涙血LIOmlal血ineaminotaJISteraSe（AIJ）1evekdlO  

WerenegativeforHBVsur伝ceantigez）（HBsAg），anti－HCVan一  

曲ody，弧dHEVRNA；（2）150padents扇血hepa也おBwho  

WerepOSidve丘）ー巧避止gandnegadⅦゐrlgMdぉ5∽貞一H瓜／  

amibody，anti－HDVandbody，anti－HCVantibody，andH去V  
RNA；（3）150patientswithhepatids，Cwhowerenegativefor  

HBsAgandIgManti－HAyandbod羊POSitiveforand－fICVan－  

dbod〉l弧d】】eg鵬vefbrHEV餌鴫；弧d（4）69padents正也  

nonrATEhepaddswithserumAlJlevelsdevated＞2．5－fo1dwho  

Werenega血eぬrHBsAg，IgMand・W弧dbodyiIgMcla55  
弧仙odyaga血tH8Vcoreandgen（H駄），諷d－HCV誠曲odγ；  

HEVRm，andHCVRNA－Noneofthesepatientswerealco－  
houcs，andnoknownhepatotoxicmedicinehadbeentaken．  

Patientswith魚ttYiiverwerenotex亡1uded丘omthisstudy．A止  

Patie加SWerenegaかeforauto主mmunemarkers，indu血gand－  

nuclearantlgen，arlti－SmOOthmusdeantigen，andanti－mito－  

Cbon血ial狐dgen・haddidon，pa壷ntswerea址n甲血e払ro血er  

血lo由dm血rs，hclu血ng弧dbody丘）ー打ⅠⅤIgMck∬m－  

dbody払r】；騨t血－ぬ汀血喝弧dIgMdぉs弧dbodyfbr甲tO－  

megal0viruS・Afterthepolymerase血血reacdon（PCR）assays  

br血eNVfsequen∝，adequateaⅡ10un也Ofsample＄WereS山l  

Ⅳ誠ablefbr也edetedonor弧抑f通dbody血155pad蝕隠  

A丘erinformedconsentwasobtained，berbiopsys∽1Ples丘om  

2pa鮎nts（pa血ntsFandB）whosesen皿W那pOSi伽モ血ー血e  

NVJFsequen亡eWereSubjededbimmuno伽orescencean山門k、   

∫卯榊ガd払 HB止g，IgMand－HAV皿dbodァ；IgM  

and－HBcantibody，andanti－HDVa鵬bodywereassayedusing  

radioimmunoassaykits（Ansria－ⅠⅠ，托AVAB－M，andanti・delta；  

AbbottLaboratories）．And－HCVaJltibodYⅥSdetectedusingazl  

e叩1eimmunoassaykit（HCV－1Ⅰ；AbbottLaboratories）．HCV  

RNAwasdetectedbyr子VerSetranSCripdon（RT）PCRassay（Am－  

PlicorHCVtest；RocheDiagnosdcSystems）・HBVDNAwas  

det亡dedbyAmp揖corHBVMonitor聡st（RocheMolecd訂Sys－  

tems）．ThemethodofHEVRNAdetecdonhasbeendescribed  

elsewheretう，4】．   

蝕打〟dわ〃げp〃Aor且M，RrPC払勅J♪CR・恥tdse－  

rumDNAwasextractedusirlgPTOteizlaSeKdigestionfonowed  
byphenol／chlorofbrmextraction，aSdescribedino一ユrPrevious  

Pubhcation【川．TbtalserumRNAwasextractedusingTRI  

1090り1D ZOO6：19き（15Apr叫・籠hetal．  
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∵＝＝さ 血   
●鵬岬血脚叩鵬叫坤叫  

WF＋＋・ト＋  －  ＋  －   

Fi9tJre2・Clhk：alcovseinapatienthithfu］minantnonJMhepatitis．Squaresd叩teaIanineaninotansferaselA印Ievels（U／L）．andcirclesdenote  
biliTtLbjnlevels（咽／【町TheperiodsofcJinicarsYmPtOmSaremarkedwMISOlidbars．and〟Bx”ind血testhetimeoftheliverbiopsYTh8NV－Fsequence  

WaSdetectedby・Plynerasechairlr8aCtioninse血1serumsampIes．andtheresu．tsareindicatedbyapIusor8rninussyrnbol．  

reagent（MoletularResearchCenter），inaccordancewiththe  

PrOtOCOIprovidedbYthemanuh血erlRTwasperformedus－  

1ngriLndompnmers．TheprocedureforRTandPCRhasbeen  
d賦dkd曲印Ilere【12】・Tbreep血er＄Wereenghe訂ed：Pl，  

5しCCGCGG（N）．－3今P2，5′－GA〟ITC（N）．－3勺aJ）dP3，5，－GCTT－  

GCTCTGTCTC（T），。－3’．Eachofthe4NsinPlaLldP2wasa  

m血代Ofん℃G弧dG血eql血ratios．A鮎ー釦acdonof  
thetotals肌mDNAorRNAfronpa血ntL，PCRorRT－PCR  
㈹Spe血med川Singrandomh亡Ⅹ乱merS鈷r25cyde5；血eprod－  

ⅥCtW鮎血蝕amP岨edu血gany20f血epト5p血emTbe  
resul血gproductsweredonedintoavec（0ちPCR2・l－TOPO（In一  

血ogen）．ForPCRdetedonof助血涙舶＝誠16S出払somd  

DNA，thefouowingprimerswereused：L16SL，5l－GTCrGGGAA－  

ACTGCCTG〟rG－31（nt121－140）and16SR，5，－GCTrCTTCTG－  

C弧ACGT13’（nt500－481）．   

皿血鵬伽叫Ⅶ肋山裾γ吋か冊伽血肋町阿朋I氏‘馳  

euminateclonesde血ed丘om血eもumaれge皿0出ち血eclones  

We代鮎st比edontoa血ocem血se触e一弾dゆ虚血zedwi也  
am血reofprobe＄generated丘omtotalhverRNA，aSde－  
SCribedinourpreviouspubli⊂atiozl［13］．Briefly，Single－Stranded  

PrObew那generated丘om町【opla5血cm血醸d丘omnoト  
mdhumanl如rdssue．neds5ueWa5mh托d血tosmaⅡpie⊂eS  

通dl㌍edhabu脆rcon血glOmmo〟L髄sHCl（pH7．礼  

150mmol几NaCl，andO．5％NonidetP－40（Sigma）．A＆ercen－  

trifugadonat1500gfor5min，thesupemataJltWaSuSedfor  
RNAextradon・RTⅥSPerformedusingSuperScriptIIRNase  

HrninusReverse取anscriptase（Invitrogen），and一坤go（dT）was  

usedastheRTprimer・Otl亡－thirdofthedTrPinthedNTP  

m血rewasrepla亡edbydigo軸eniムー11－dUTP（Bod血喝er  

Mannhdm）b評nem鹿戯g慮genh・七山ddprobes・nePrdbes  

weremixed（molarrado，1：2）鵬thohgo（dA）at400cforlh  

bebrehゆdd弘也on．皿e坤dd立a血nsi評dw鮎det∝tdbァ  

useofaDIGLuminescentDetecdonEit（BoehrhgerMann・  

heim）．Foreadhbatchofhybridizadon，lngofpCR2．1－TOPO  

Wi血0皿acDNAh諾ホⅥ5Ⅵ紀dぉaneg血e亡0鵬rd，弧dlpg  

ofpCRエ1－TO貯Oco∫lt血hga丘a伊nentOfhⅥmandb血gme  

（Hき，18劇11）w孔Slほ堰dasaposiか亡⊂OmtrOl．Thenega叫hy－  

bridizeddoneswereconsideredtobeofnonl1umanOn伊n．   

血血肋摘川叩岬戚咽・刊肌0血u皿an－Ori由ndoneswere  

subjectedtoautomadcDNAseqtlenCing（CEQ2000；Becknan  

hstrumentS）・Tb‥eSequenCedatawtrefurthersearchedagainst  

theNadonalCenterforBiotechnologyhformadon（NCBl）hu－  

mangFnOmedatabank（http：／／wvw・nCbi・nlm・nih・gOV／genome／  

Seq／HsBlast．html），tOe揖minatehumansequen亡e・   

p即I呼′脚吋伽I抑f肋伽み Theputa也ve騨心血  

cod血gseqpen⊂eOfNVR鮎止edbyNVヰ1andNⅥF4p血－  
er5，Ⅵ5hse正dhtoa一Ⅵ幻叫pY田2個T（h山江OgenCorpo－  

r血on），andwas訂r狐評din一丘ame扇血也eupぬ飴mp坤と由一  

dd血er呼Onand血eXpre5Sepitopesequence・¶1eCO血ngr呼On  

Of血ewhole鮎ionprot血wa5Subsequendyisol独dbァre血⊂－  

don▲en甲Iledigestion（mndIIItoXbaI），bltlnt－ended，andin－  

sertedintothe，SmoIsiteofpBatPAK8（Ck＞nteChhboratories）・  

冊e血sionprot血wase坪reSSedu血g血eBa⊂Pak鮎cdo血s  
ExpressionSァstem（Gontech）・Itwaspuri鮎db†aNi2’－ChaLged  

ANovelHepatitis－AssociatedAgent・1ID2006＝193（15April）．1091  
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Fi9ure3・GenerationofNV－FpeptideanddevelopmentofantibodyagainstNV－Fantigen，A，AfusionproteincontainingpoIYhistidine．Xpressep江ope．  
andapeptid8enCOdedbyNV・Fwasex町eSSedininsectceLIs．TheproteinextTaCtWaSPr摘edbyafhitycoIumnandwasan叫zedbyelectrophoresis・  
Themolecu（arweightmarkerlMandMl．pu哺edproteinlJaneslandll．andnonp］r鮎dce”lysate（bnes2andnweleVisualizedbyeithercooThassie  
bluestaining（勅b17eSlandaorWesternblotanaIysisusinganti・XpressantibodY（kr，bnesl，and7）．Thepuri6edproteinwas血enusedtodevelDP  
amousepDJyclonalantibodyagainstNV・L民TheNV・FpeptkJealonelnDfusionparts）．subsequentfyexpressedininsectcetIs．Thcc叫Iysatecontaining  
N佑F阿l舶e伽e7ノ∂nd8mロCk00n加I伽∂㈹帽anal咋d吋肋ざ卸Ⅷotuざi咽鮎閥Uざe∂∩‡用いF即ti叫me亡e川匝teのn地雨ngN≠F  

PePtidewasalsoanalYZed．usingapatient’ssemm廿IatWaSPOSitivefortheNV－Fsequence仲〃e3L  

episodeofacutehepadds（peakAlJlevel，284UIL）血deep  
5auhdice（biurubinlevel，19mg／dL）occurredinldy2000・The  

patientwas長undtobenegativcforHBsAg，IsMaAti－HAV  
咄肋郎旬軋血－HBcan曲od羊弧也－HDV弧曲od第弧dan心－  

HCVantibody・ThepadentalsotestednegadveforHEVRNA  

andHCVRNんrnleSerumSamPl亡Obtainedatthispointwas  

u紀dbrmokcd訂do血gofb托i伊館qu帥CeS・   

Tbiden坤forei卯SequenCeSintheserumSamPle，tOtalserum  

DNAorRNAwase血Cted．ThenudeicacidⅦSthenampuAed  
（byPCRor肛PCR）u血gr皿domp血e指・Theamp出dpmd・  

uctwasspbsequendysubjectedtoas占cond－StePPCRushgde－  

Signedprimers（seePatients，Matedals，andMethods）・Tbelim一  

山atesequ印CederiⅦd丘omhⅥmand甘OmOSOmeS，血eresd血g  

done＄Wereh沖d血次dwi血血eprobes8eneratd丘om叩0－  

plasmicRNAofnormalLiverdssue・瓜1posidvdyhybridized  
cloneswerediscarded．Theremaining195donesweresequenced  
usmganautomadcDNAsequencer・Thesequencingdatawere  

comparedwi血血ehm孤genOmeSequ亡nCe，ぴWe址お鵬血  

sequencesinGenBank＞byuseofNCBIBuST：0nlr3dones  

Were丘Iundtobeofnonbumanorigh．Oneof血esequ印⊂eS，  

derivedfromtheDNAextract，COntainedanopenreadingframe  

而血加0InPlete5′弧d3′end＝mdwa5tempOra叫namedNⅥ  

F（figurelA）．Thesequencepotential1yen亡Odedapeptidewith  

加ompleteam血0－andca止0ヨダーterm血Fou∫pnmerS，NVFl  

toNⅥF4，WeredesignedforthenestedPCRass叩BアuSeOf  
thisassay，this／sequencewasfoundtobeabsentinthechro－  

mosomdDNAe血甘庸d丘om打epG2c曲，Daudぢdk，弧d 

di飴rentsourcesofhumanperipheralbloodmononudearcells・  

撼血叩血Ⅷ∽dwぉ叫e亡ted加ゎamou経由ー血Ⅶlopm亡加  

Ofapo匝onalmdb中山【emadve匝祖i山血doncodon（ATG）  

Wおengmeeredin－鮎me鵬也血eput血eco血g紀quenCe，姐d  

血e澗山血g紀qu飽亡eWお山紀庸d血opぬ亡旭，tO瑠pr即  

anNVFpeptidethatdidnotcontainanyfusiozIPartS．The  
Primerusedtogeneratetheinidationcodon（underhned）was  

5，－ATGTGTTGGTGGCACAAAGCCC－3I．・   

Lmmf．”qPArO醐n〃‘ゆ壷．Fra評IentSOf鵬rspedmens  

WereSnap丘ozenh如pen伽ecooled鵬血u甲idn血｝genand  
WereStOredat－700ctJntiltJSe．CrYOStatSeCtions（5pm）weTe  

driedatroomtemperattLreOVemightand丘紀dinacetoneatOOc  

for5min．TheimmunoAuore＄CenCeStainingwasperfomed  

usmgmo115epOlyclo血mdbodyagainstNV」ヲ向山owedbァ  
fluoresceinisothiocYanateイOn）ugatedrabbitanti－mOuSeanti－  

body（1acksonhTmunOResearchhboratorie＄）・Doublestaining  

WaSPerformedbysimultaneous吋stainingthenudeiwithDAPI  
（200吋mL）．伽血dmkros00ⅣWaSpe血medム血gakiGI  
TCSSP2L此rScannngSpectralConfocalSYStem．   

RESUIJ＄   

馳血紗わ肋呵飢如卸川甲捌購如血ほⅧm脚小川  

虎夕瓜舷〝fld【山川何h‖呵■由f£ A66－アear－01dman（pa－  

tientL）receivedadiagnosisofcoloncancer（adenocarcinoma  

山江ansversecoioIl）inDecemberlタ99atCba喝GungMedi⊂d  

CentertHereceivedacolectomy，Whichwasrlatercomplicated  
byanastomosisleakage，SePSIS，andgastriculcerbleeding．ABer  

血tensかemedicaltreぬnent，in⊂王u血gblood仕an血ざion，血e  

Patient’sconditionwasgraduauystabihzed．Unfbrtunately，an  

1092■押D20服19き（15Apr揖・瀧heta】・  
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Figure4・Cha（aCterizat加of廿旧NV－Fagent．A．ExtractionofnuclejcacidfrDmtheserunsamp［ebyei81ertheRNAex打action伽elJ？rtheDNA  
e血Ctionme伽d伽郎瑚A触rRNAex廿acl血＝馴耶e廿耶Cr輌0【（叩p叫merasechainreaction（P珊brdetection8f廿Ie酔Fsequencewas  
Pe血rTT［ed．withoutanyintermediate step▲伽ellA触rDNAexb・action．dlee戒柑Ctedsampfewas treatedwithRNAseA伽e劫DNAsel  
伽e劫orSlnucIease伽e4）beforesubsequentPCRassayfor 
NV－E民Sizeassessnentof廿帽NV・Fagent．SeNmCOntainingtheNV－Fagentwasmixedwidl缶dlehthiaco〝andpasseddlrOU9ha榊訂Wi廿IaPOre  
SizeofO．2vm．PCRwasperformedtodetect16Sribosoma（DNAofEco〟伽esト朝OrNV・F伽es5－「釧n帥ered匝nesZ4尻and8）ornon刷terable  

fbnes乙長与and71fractions．AnaJiquotofserurnnegatjvefortheNV－Fsequence（ClandC2lwasassayedinparalleIasamcckcontrol．Thearrowhead  
indicatesthePCRpTOductof16SribosomalDNA，andthearrowindicat8SthePCRpTOductofNV－ECCesiumchJoridegradientanalysisfor廿IeNV・F  
agent・AserunsamplepDSitiveforbothhepa価SBvirLfS（HBV）DNAandtheNV－Fsequencewasusedforcesiunchloridegradientanalysis．Tbenty  
fractionswereco‖ected．A”weresentforbothHBVDNAquantitation傾rpane〃andl－StePPCR（fortheNV・Fsequence）fo＝owedbySoutheTnblot  
an叫Sis仲〝er卿祀C血es血n鵬dens摘es．andsqua【eSden雨eH8〉DNAlevels．≠ea汀加indicates廿IePCRpIOduc10†仇eW－Fsequence．N．  
negativehybTidizationcontro川ngofpCR2．1－TOPO）；PpositivehybridizationcontTOr（1ngoftheNV－Fsequence）．   

皿由廊加＝炉触りⅣ昔郎甲脚肌減り畑克血＝励ね那伸AJ  

h呼atitis・SerumSamPles丘om4grollPSOfpadentsw廿ein－  

’1udedforthedetectionoftheNV－Fsequen⊂e（点gurelB）．The  

5eqpenCeW那dete⊂捷din5（Z■8％）of180bea址桓hdivid11als．  

Incontrast，NVヰwaspresenth17（24．‘％）of69，21（14，0％）  

Of150，弧d42（28％）of150patienb扇血加nrA－Ehepadds，  

Cbronicllepati由B，姐dd甘OnicbepatidsC，reSpeC也Ⅴ吋One  

Ofthe17patientswhoseserumWaSPOSitivefbrNVFhad  
fulminanthepa也is・Thiswasa47－year－Oldmale（patientF）  

WhohadnonTArEhepatidsaccompaniedbyirrteTmittenthigh  
良verandch皿sinMay2005．Hewasi血涙伽dfbrBverbi叩呼  

andfurther亡linicalinvestlgatior）．Liverde⊂OmPenSationwith  

ANovdHepatjtis－Asso⊂i如edAg肌t・JIDヱ006：193（15Ap一明・109う  
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FigLrre5・DetectjonロfNV－Fanti9eninth8tiverbiopsysampIefromapatientwithfu（minantnon－TA－thepatitisIpatientF）．1加odi侮rentsections（A  
andC拍omthesamebiopsyareshDWn・PositiveceI（sinpane（Bareshownathighern！agnWca血inpane（C・Jmrnuno伽orescencean軸iswas  
PertDrmeduiingantトNV・Fantibody仲斤聯rPane〝andDAPl佃ht仰rPane〃fordoublestalning．Thepictureswereoverfappedusingconfocalmicroscopy  
仲斤わ㈹rp∂〃帥Anegative∝m廿Ol伸一■b仙管rp∂〃e〃usingpreimmu【eS肌m向＝舶iningwashduded．Scaleb凱ZOl几  

massiveascites，bilateralpleuralefRISion，andconsciousness  

血丸正配収devdopedlOdays娘eron5eLTherea丘叫血epa－  

tient’scondidonimprovedprogressivdy鵬thouttheneed・for  

anyspe亡i丘ctreatment，andhe触叫recoveredcompletely．No  

knowninfectiousagentwasfoundthroughotltthecourseof  
the皿ness．Serialserumsampleswereobtainedfromthispa－  

dent；hisserumWaSfoundtobeposi血efortheNV－Fseqllen⊂e  

duringtheearlystageofthehepatitis鮎re，butitbecameneg－  

adve血erea丘er（丘gwe2），   

呵叩頭川可ⅧⅥり呵刷h抑＝加虎川可旬I抑f  

On鵬0み TheputadvecodingsequenceflankedbyNV－Fl  
andNV・F4wasusedtoe叩reSSafusionproteincontainingthe  

put訳iveNⅥranti脚l，pOlyhisddinらⅧdanXpressepitope，  

u∫Ⅰ喝ユが亡CtC曲．A鮎rpur抗日do刀，adoubktwas加ndin  

theproteingel，WhichcouldaJsobeseenbyⅥ屯sternblotuslng  

anti－Ⅹpressantibody（丘gtlre3＾）・Amousepolyclonalantibody  

Wお山en血ざdagむn5t血e丘15jonprote血mざandbodァre亡一  

OgnizedasizlgleproteinspecieswhenonけtheNV－Fpeptide  
（nootherfusionparts）wasexpressedintheinsectceus（丘gure  

3β，加ピJ）．βyuseor血＄pepddeasanantigen，and一正F  

andbodyinserumfrompadentLwasassayed．1晩sternblot  

analYSisrevealedonlYIproteinspecies（負gure3B，hTZe3）．The  

doubletderived丘omthefusionproteinwas，therefbre，址elya  

resdtofpa∫ddd呼adadon．Sen皿Samplesweresubsequen叫  

e血Ied丘汀血epresenceof狐d・・脚F a工血bod町血喝血  

insectce丑IysatecontaimigNV－Fpeptide（nootherfusionpartS）  

おWe止お也epu追dNVFhsionprot血ⅧⅦ川画面・ne  
resultsobtainedbyu父Ofthe2methodswereconsistent・Itwas  

血und也atan正一NVF純dbodywasp托Senth49（75・4％）of血e  

65padenbwhosesermw粥bⅦdtobepos氾vebr血eN隼  
Fsequence，indudingpadentLandpatientROfthe49posi血e  
Samples，15were如mpadents血血non－A・克bepat出s，16were  

丘om血osewi血cko山chepaddsB，皿d18were丘om血ose  
W池chronichepadtisC．hcoDtraSt，antiT脚Fantibodywas  

undetectablein90padents而10竺SerumWaSnegadveforthe  

NⅥFseqⅥenCe（49hd血yhd最duds，10padent5血血non－  

A－Ehepad也，11padents而血chronicb甲addsB，弧d20pa－  

del】tS正也dm血cbepa血sC）．   

α■r血血〃げ伽Ⅳト極○血おdd阿仁 nenucleic  
acidwase裏racted丘omtheserumSamPlefrompadentLusing  
d也eraDMoranRNAex仕adol】me血od．nen11ddcadd  

wasthendigestedbyDNAseI，RNAseA，OrSlnudeasebefore  

血ePCRass坤Theresdbshowed血at血eNVFsequencewas  

pre5entO叫血血川U⊂量eicacid鮎doロ血atwaざeX打adedu血g  

theDNAextractionmethod．TLeNいFsequen⊂eWaSreSistant  

toRNAseAdigestionbutwassensitivetoDNAseIandSl  
nu⊂lea5edigesdon（丘g∬e4A）．恥es血誠e血esizeof血eⅣ隼  

F－aSSOCiatedagent，theserumSamPlewasmixedwith105E・COli  

1094・JID2006；193（15Ap叫）・恥betal．  

－－87－   



FjgtJre6・DetectionofNV・FantigenintheliverbiopsysamplefrornapatientwidlNV・FahdhepatitjsBvirtJSCOinfection（patientB）．SeetheIedend  
to句U帽5forfu血訂d由iI＄．  

Or伊n誌ms弧dp貼Sed也mu由a毘建一鵬血a匹re＄keofO．2  

Vm・Thenon61terablemateEialwasresuspendedinPBSand  
弧坤edhp鉱山kl鵬血tk蝕eredpordm．鳴e一群ulth血釦d  

血at血epⅥta血epむ厄desのn也血hg血eNⅥFse甲enCeWe代  

Sma皿e一也弧0．2匹m（丘糾托4割．  

1twasfoundthat，insomepatientswithchEOnichepatitis  
COin良ctionwiththeNV－FagentandHBVoccurred・A36－year・  

01dm山e（patientB丘om血eckon止血甲addsB騨Oup）who  

bd血onichepad血B鵬血m止dad扇Ⅳ払ー戎ye訂SGmetO  

OurClini⊂tOundergoa揖ver・biopsyfor丘brosissta如g．APCR  

assaYreVealedthathissenmwasaJsoposidveforNV－RThe  
SerumSamPlefrompadentBwass叫ectedtocesiumchloride  

gradientanalysis・ThegradierrtswerefracdonatedaJ）dassayed  

如ー血亡pre托nCeOfⅢ‡VpM（血gaqu旭丘也血etest）弧d  

血eN囲seque？Ce（血gトm皿dPCRfb丑owedbySo血ern  

blotan中吉i∫）・加pe血ofⅣいfsequen亡eW亡repre5ent，One  

h血e丘adonsofl・声㌻1・59釘mL弧d血eo血erin血e仕adons  

Ofl・22－1・25g／mL（負gtlre4C）．nepeakH丑VDNAconcentra－  

donwぉ血u皿din血e丘adonofl・1ト1・21g血Lh蛍腿血g血at  

血eHEVpa血d郎ⅥreS長か申h由t訂一也m血eNサト胡SOdated  

P訂正1es・Ⅵ血e坪e正m飢tW鮎代peatedu血g鑓畑ms描1ple5  

丘om30也erpadents而血N¢F儲SOdatedbep癒厄s，弧d血e  

re5山bwere⊂OnSistenL   

血肌明和m間昭Ⅷ画商・Byuseof也eNVF鮎sion  

PrOteinexpressedininse⊂fceus，mOuSeahti－ⅣいFandbody  

Wa5developedfbrim汀川皿0伽orescenceandysis．Tbsandbody  

SPeCi＆canydetectedtheputativeNⅥFantigen（丘卯re3B）・Im－  

munofluorescenceaJlalysiswasperbrmedozltheliverbiopsy  
也犯eObt血d丘ompa也entf（£伊江e5）皿dpadentB（丘卯re  

6）．Itwasfoundthattheantigenwasdistrib11tedeitherin  
SpeCuepa仕emorhom喝eneOuSlyin也ec舛Oplas鵬Ofhe－  
pato嘩S．Fu血ermore，POSi血e＄tainhgwasd拍Observdb  

theperinu亡1iararea（oronthenudear 
pbsitiv申stabedcdk・   

Dl＄CUS＄ION   

Owing．toteclmolo由caladvaJ）CeSinmolecularbioIogy；5ma－  

50rhepatitisviruSeS（ttAVtoHEV）havebeezldiscovered・The  

etiologァofchmni亡hepatidscanthusbedeterminedinagreat  

m可0血yofpa鹿mts．Despite血sよcbjeveme叫也ecauseof  

Chronichepa日日srem血selusive山一5％ofpadentst5，1軋  

Fu血er爪Ore，血a⊂utehepa也ぬ血epropordonorpaden也血  

undeteminededoIogrisevenhigher【3，151・InThiwan，the  
HBV■ca汀ier∫ateis－15％，弧dmore血弧bdfof也ehpatients  

inTaiwanwithacutehepatitisare＄erOPOSitiveforHBsAgt3］・  

ItisbeheⅦd血atacuteexacerba血刀ofhepad由Bhchromic  
HBVcarriersisresponsibleforthemajorityofacutehepadtis  
鮎resけ叶Even也ou由血epropordonofpadent5鵬血non－  
Bbep虚血issm弘也eedologyofacuteb甲a血siem血slm－  
determhedh15．9％ofourlnpa血nts，SuggeS血g血ee衰sten亡e  

ofo也eちl血den舐edhepa血s血ses囲．In血s舐じd羊Wehave  
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attempttovisualizethepardclesbYelectronmicroscopyfailed・  

Souther71andWtsternblotanalysisuslngtheremainingliver  
biopsysamplessubmittedforthisstudy丘ompadentsLand  

B（only3mninleng血）鮎edtodemonstratetheviralgenome  
andprotein，AlargerpleCeOftissue，StlChas！u噛⊂a町removed  

livertissue，mayberequiredtoachievethisgoal・ABuST  
searchshowed血atnoneof血ebownsequen⊂e5Sbaredse－  

quencebomolo訂正血NVEFur血ere戒ensiono一也e5J抽d  

5′end50一也eN¢Fsequenceis，血ⅦSけm訂eS鼠ngVerySl抑呼  

Thebest－kn0ⅦSinde－StrandedDNAviruSeSareParVOふruSeS  

andcircoviruSeS・ItispossiblethatNVヰbelongstoaclassof  

血sdi5t弧dyrdatedtooneo一也ese2血丁戯鮎．心【e川advelγ，  

itmayrepresentanewclassofagentsthathasnohown亡10Se  

reladves．  

In5um叩Ⅶhave蛍scoveredanovelsinか・ぬ弧dedDNA  

sequence山水isassociatedwi血humanhepa触，hdu血gha  
PadentwithfuhAmantnonTTAT£hepatitis・TheN佑Fagentis  

hepatotropicandlikelybelongstoanoveldassofviruSeS・FinalLy・  

thisviruSfrequendy⊂Oinfects扁thHBVorHCVinpatientswith  

Cko山chepad血  

identiAedafragmentofDNAsequence（NV－F）inthesenmof  

apadent鵬血non－A－ヱhepa止血0叫2・8％ofhed血yindi一  

山duds亡訂ried血issequen⊂ein血由＄enlm，両IereaS24．6％of  

padent5正也nonrMbepaddswe光一pOSi血efbrN佑Rh血is  
Study，Wedidnotexcludepadentswithnondcoholicsteatohep－  

adds丘om血enon」ト王hepadd5訂Oup，nOrdidweexdude  

Pa也e此S、肩山魚叩伽eH17，18】．Itis匹SSible血a一也叩代VdeⅨe  

OfNVヰwoddbeeven鮎かα正和血pa也n也Were∝Cluded．  

lnteres血如ahゆp知d蝕∝OfⅣ佑fis並00bseⅣed血pa一  

日enb而血血oni亡b甲addsBorC，払出α血g血at⊂Oin良don 

涙血N隼F弧dei血erHBVorHCV丘equendyo⊂亡WS．S血血面  

河knHCV㈹沌血叫di500lⅥ鴎甲亜yぬ成田On血e紀托ト  

pleVden亡eOfHCV払出αted山水HCVwas払皿di♪＞10％of  

HBV－infe⊂tedpadentswoddwide（19］．Theprevalencemightbe  

underes丘mated，SinceHCVsuperinfecdonexertsasuppressive  

e鮎onH8V皿denb机CedserodearanceofHBV【20】．Co山一  

良cdonwithHBVorHCVwasalsocommOnlyfoundinpatients  

鵬thGBV－C，TrV；andSENvirusinfecdon・Suppose恥sucha  

最由perce地geofcoin良亡donisa相加tedtoacommon壮ms－  

missionroute．Thee脆⊂tOfNV－Fsuperinfectiononchronic  

hepatidsBorCisnotdearatthistime．Adetai1eddinic  
isneededtoanswer血isquestion・Despiteahighprevalenceof  

theNV－Fagentinnon－A－Ehepadtis，itisstinqlleStionable  

Wbe血erNⅥFis血edi∫eCtCauSeOfhepadds・5in⊂eN佑F丘e－  

quez】tlYCOiL）fectswithHBVorHCV；itremaiJISPOSSibJethat  

NV－F亡Oinfectswithayet－unidenti丘edviruSinpatientswith  

nonr紅玉hepatitisandthatitistheunidenti鮎dviruSthat  

SerVeSaSthediTeCtCauSeOfhepatitis．Inthisstudy，Wehave  

PrOvided2piecesofevidencesu鍔eStingthatNV－Fmight’On－  

tribute，atleastinpart，tOthehepa血sactivity・First．inp申ent  

RⅣ佑Fviremiaoccurredconcurrendywiththehepatitis鮎rら  

andtheNV－Fagentwasdea∫edfromtheseruma丘errecoverY  

fromthedisease．ThistemporalrelatiozIShiparguesforacaus－  

adveroleofNV－FinnonrA－Ehepatitis・Second，theNV－F  

a慮ge8Waざ如ndin血e甲tOPlaぶ爪OHlepatO⊂声部，5Ugg鳥山g  

that血isagentishepatotropi⊂．ThepresenceofaforeignaJ）tigen  

h血e山ver⊂elk丘equen叫res山也h弧in8matoryreadon－  

zlamebhepatiぬ－⊥unlessotherunkn0ⅥlmeChanismsaTein－  

VOIvedtodeterthehostimmtulereSPOnSe．Furtherirrmuno－  

logicalstudyi＄neededtounderstandthemechanismofNVIF－  

おSOCiatednonlトヱhepadds．   

At血is血e，thebiologicalnatureoftheNV－Fagenthasnot  

beencompletelYde血ed・ 

thanO．2J▲m，forms2buoYaJltdensidesinacesiumchloride  

gradient，andpossessessinde－StrandedDNA．Thesefeatures  
SuggeSt血at血eNⅥFagentispossiblyav血5・nepreSenCe  

Of2densitiesincesiumchloridegradientanalysisissometimes  
ObserⅦdin弧eIlVdoped血ざ，Aposざi♭lee叩血atio∫li5也at  

SOmeParticlescontainingonlythenucleocapsid（butnotthe  

envelope）formthebandwiththehigherdensity．However，  

Ol相場ね∽eXtremelylowserumconcen仕ationofNV薫the  
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