
ト
≒
乳
．
S
⊇
卜
D
O
〓
〇
．
】
0
0
雲
ヨ
く
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NPb  68  
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NIDDM．non・in5ulindependentdiabeteBmeuitus；AF，atriai丘brillation；mS，ifritablebowelByndrome；THR，tOtalhipreplacement；AVR，aOrticvalvereplacement；CABG，COrOnaryarteryby・pa6S  
醍三慧よ慧霊認諾競：8岬R，inbTn8tionalnoTmalizedT8t即D，nOtdete¢ted潤・nOtp抽Tmed・  

h別血binnor叫VdueO－20岬10此  
仁Onwa∫血血slnCe199臥  

TABLEII．PublishedCaBeSOfAcuteHepatitisEJDCinEnglandandWales  

Location  Period  Number of ctlses Age（year8）  Sex  

Southampton，Hamp8hire〔McCrudden   
etalリ2000］  

Truro，Cornw811【Levineetal．，2000】  
Hun，EastYork811ire【Jary，2005】  
Birmingham，Midlands【Sadleretal．，2006］  
C8rnWauandSouth－WestDevonmaltQn  

Case日detec毎dins】ngle   
Centers  

1999  

1999  
2005  

2005（5・mOnthperiod）  
March1999－SeptembeT  

2005  
1997－2003   

January－June2005  

4  41，44，70，71  1Male，3fbmales   

1  61  Male  
1 54 Male  
ー 二二‥  

21h 

17ぐ  Medianage70 13Males，4砧Inale日  

24d  Medianage59 20Male＄，4tbmaleB  

etal．，2007j  
CumulativodataofEngland NationalsuT・Vey［tiazet止，2005］  
and Wales 

Nation8181irvey［Lewisetal．，2006］  

A2／8PatientswereRT・PCRpo8itive，OnePatientwithgenotype3whiletheotherwithgenotypel（thel8tterhadbeeninrecentcontaLCtwithajaundicedindividualretumingfrornPakiBtan）．  
bliEV酢nOt押88detectedin16J21（76％）ca占eS．  

whi。h9weregen。ty。e3．  
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IndigenousHepatitis   

demogr8phicfbatureWaSpreviouslydocumentedina  
nation－wideUXstudy［tiazetal．，2005］of17hepatitis  
ETDC casesdiagnosedbetwee一一1997and2003inindi一  

viduals，140fwhom（82％）1ivedincoastalandestuarine  
areas，aS are the onesfoundin our studyin the  
SouthHampshireregion．tiazetal．【2005］pointedout  
the confounding e飴ct ofolder age onth9Place of  
residence．Tusbiasmightnotberelevanttothisstudy  
wheretheelderlypatientsaffbctedbyacutehepatitis  
Ebelongdtoappulationwもich，OnaVerage，appearS  
youngereomparedtothatintherestofEnglandand  
Wales（www．statistics．gDV．uk／census2001，Fig．1）．   
AlthoughdocumentedinotherEuropeancountries，  
Asia，andUSA［vanderPoeletal．，2001；CleⅡlente－  
Casaresetal．，2003；Widdowsonetal．，2003；Butietal．，  
2004；Amonetal．，2006；Peronetal．，2006］，hepatitis  
EIDCisstillconsideredan11nCOmmOndisease．Arecent  
reportbyLewisetal．【2006］suggeststhathepatitisEIDC  
inUKisunderdiagnosed．However，implementationof  
routi血eserologyforhepatitisEishamperedbythe  
that cuzTentbr avai1able antibody assays，based on  
HEVgenotmsland2，1adksensitivityninetal．，  
2000；Myint et8l．，2006］．This has been attributed  
to severalfhctors ofwhich the main oneislikely to  
be thatthe currentbT aVailal）1e recombinant HEV  
PrOteinsusedintheassay野StemSmaynOtincludeal）  
relevant血munogemicBcellepitopesencodedwithin  
the HEV genome【Wang？tal・，2001；Zhangetalt，  
2003；Zho11et al．，2004】．Additiona11y，the genetic  
diversib，between HEV genobTPeS［Lu etal．，2006］  
WarTantStheindusionofeachHEVgenotypeinfuture  
dia訂10S伝ckb．  
Inspiteoftheirhmitations，mentbravai1ableanti－  

Ofthis emerglng disease．This consideration guided  
thedeci8iontorⅢtinebrincludehepatitisEtestingin  
0ur1aboratory．Cases両thasigniAcantb，derangedALT  
Value were te血d，inordertotarget acute hepatitis  
OfdinicalimportanCe．Byadherencetothisalgorithm，a  
pidこⅦprateOr9．3％wasobt血d．  
InasituationofstiboptimalperfomanCeOfcurrently  
avai1ableantibodyassays，RT－PCRrepresentsa11Sefu1  
COmpleme血γ血a騨10S血t001【Jo也汰uェnaretal．，2006】．  
Althoughthe duration ofviraemiais variable（丘om  
fbwdaystofewweeks）（1，10）aserumSamPleco11ectedat  
thepeakofAIlrvalue8hasahighchancetobeRT－PCR  
positivethuscl咄ngcBLSeSOfacutehepatitisEwith  
atypicalsemlogicalprofi1es，aS Lbundintwo ofour  
Patients（T8bleII），inchldingHEVseronegativecases  
【Linetal．，2000；ManSuyetal．，2004】．   
Theimidenoeofhep8titisEuCinourcentcrexcocded  
thefrequenqy of acute hepatitis A（two cases）and  
hep如itisB伍vecase由．InUX，WherehighstiLndardsof  
Sanitationandvaccinationprogramshavesignificantly  

【Lewisetal．，2006］．Thehigh丘equenqobservedino  
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remained undiagnosed，aS Wellas a trueincreasein  
incidenceinrecenttime．  

In conc）usion，itis00nSidered that these魚ndings  
support the case for more widespread HEV testing 
accordingtoclearbrde丘nedcriteriaandweproposean  
efrbctivealgorithmfbrthispwpose．ThisiscruCialnot  
Onb，fbr surveillanCe purPOSeS and to clarify the  
epidemiologyofHEVinUK，butalsofortheappropriate  
management Of affbcted patients．In cases of acute  
hepatitis・Whereinitialhistoryandviralmarkerr？Sults  
arenegative，autOimmunehepatitis，andidiosyncratic  
drugreaCtionsareimportanttOCOnSiderinthedi鮎r－  
entialdiagnosis，withimplicationsEbrmanagementand  
prognosis・Thus，intheabsenceofHEVtesting，patients  
withunexplainedraisedtransaminasesmayunneces－  
Sarilyprogresstohverbiopsy，empiricaltrialofsteroids，  
OrwithdrawalofpresumedoffbndingdrugS．Considera－  
tion ofHEVinfectioninindividualswithout travel＿  
associatedriskfactorsfbracutehepatitismayhavea  
m由Orimpactonclimicalmanagement．  
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別紙様式第2・1   

番一考8  医薬品  

医薬部外品 研究報告 調査報告書  
化粧品  

働番号・報告回数 
離日 新区分        厚生労働省処理欄   

①乾燥抗HBs人免疫グロブリン  

一般的名称    ②ポリエチレングリコ←ル処理抗HB畠人免疫グロブリン  顧究報告の  公表国 フランス   
販売名  公表状況   

（企業名）  

北Ⅴは急性肝炎の原因となる病原体であって、慢性肝炎に進展することはないと考えられている。我々は、HEV急性肝炎の14症例を確認  

したが、3名の患者は肝胤9名の患者は腎臓、2名は腎臓と膵臓を移植されていたこ患者は全員、血清HEVRNAが陽性であった。8名の  
使用上の注意記載状況・  

研  その他参考事項等  
植から診断までの時間は極めて短く、リンパ球数並びにCD2、CD3及びCD4T細胞の数は、慢性肝炎に進展した患者では著しく低かった。  

究  す。  

報  2．重要な基本的注意  

昏  
（1）本剤の原材料となる血液については、HB5抗  

原、抗HCV抗体、抗HIV－1抗体、抗HIV－2抗体陰性  

㊨  で、かつALT（GPT）値でスクリーニングを実施し  

しJ 概  

l  

ている。更に、プールした試験血膿については、  

椚Ⅴ－1、mV及びHCVについて核鱒増幅検査（NAT）を  

要  実施し、適合した血紫を本剤の製造に使用してい  

るが、当該NAT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ⅡBs抗体を含有する血  

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

た画分からポリエチレングリコール4000処理、          少なくとも免疫抑制剤を投与されている臓＃移植患者においては、HEV感染が慢性肝炎に進展し得るとの報告で      本報告は本剤の安全性に   

ある。  影響を与えないと考える   DEAEセファデックス処理等により抗HB5人免疫グ   

本剤から皿Ⅴが伝播したとの報告はない。万一、原料血粟に肥Ⅴが混入したとしても、EMCおよびCPVをモデルウイ      ので、特段の措置はとらな   ロブリンを濃縮・精製した製剤であり、ウイルス   

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活化・除去されると考えて      い。  不括化・除去を目的として、製造工程において   

いる。  60℃、10時間の液状加熱処理及びろ過膜処理（ナ  

ノフィルトレーション）を施しているが、投与に  

際しては、次の点に十分注意すること。   
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Th（NEW ENGLANDJOURNAL of川EDICINE  

BRIEF REPORT  

HepatitisEVirusandChronicHepatitis   

inOrgan－TransplantRecipients  

NassimKamar，MtD・，Ph・D・，」anickSefves，M．D・，Jean－MicheJMansuy，M．D．．  
LeilaOuezzani．M．D，，Jeari－MariePさron．M．D．，Ph．D．，」oelleGuitard，MD．，  

OlivierCointauIt，M．D．，LaureEsposito－M．D．．F（orenceAbravane．，Pharm．D．，   
MarieDanjoux．M・D．．DominiqueDurand，M．D．Jean－PierreVinel．M．D．，   
」acquesIzopet，Pharm．D．，Ph．D．，andLione（Rostaing，M，D．，Ph．D．  

SU〟＝MARY  

HepatitisEviruS（HEV）isconsideredaサagentreSpOnSibleforacutehepatitisthat  
doesnotprogresstochronichepatitis．Weidentified14casesofacuteHEVin良c－  

tioninthreepatientsrecelVlnglivertransplants，ninereceivingkidneytransplants，  

andtworeceivingkidneyandpancreastransplants．Allpatientswerepositivefbr  
SerumHEVRNA・Chronichepatitisdevelopedineightpatients，aSCOnfirmedby  

persistentlyelevatedaminotransftraselevelsトSerumHEVRM，andhistologic良a－  
turesofchronichepatitis・Thetimefiomtransplantationtodiagnosiswassignifi－  

Can叫Shorterandthetotalcountsoflymphocytesandof－cD2，CD3，andCD4Tcelk  
WereSignifican吋1owerinpatientsinwhomchrbrlicdiseasedeveloped．  

CUTEHEPATITISCAUSE工）BYTHEHEPATITISEVIRUS（HEV）ISENDEMICIN  
developlngCOuntriesandappearstobeanemergingdiseaseinindustrial二  
izedcountries．1・之Seroprevalencestudieshavereportedanti－HEVIgGanti－  A  

From the Department of NephroIogy，  
Dialysis．andMultiorgan甘ansp】anta臼0∩  
（N．K．．L・0．．J・G，．0．⊂，．し．EりD．D．．し．R．）  
andINSERM Unit‘名5g，粁R31（N．Kリ  
J．・M．P．），⊂entreHosp圧alierUni寸ersitaire，  
Rangueil，Fran⊂e；andtheOepartments  
OfHistopathologyU・S．．M．D．）．Virology  
U，－M．Mり F．A．．」．り．and HepatoIogy  
U．一M．P．J．一P．V．），andlNSERM Unit6563．  

1FR30（F．A．，）．l．．L．R．）．⊂entreHospitatier  
Universitaire．Purpanqa＝inlbuIouse．  
France・Address repr（ntrequeStS tO Dr．  
KamarattheDepartrnentofNephroIogy，  
DialysislandMuJtiorganTransprantation．  
⊂HU Rangueil．TSA50032．31059Tou・  
louse⊂EDEX9．Fran⊂e，Oratkamar．n＠  
⊂hリーtOulou5e九   

NEngりMed2008；35g：さ11－7．  
⊂0押せf◎2鵬gM‘J∫幻du5e洋∫仙d加l∫∝ね坤・   

bodiesin6to16％of－renal－tranSplantreclplentS．3，4ThishepatotropicRNAviruSis  

Oftennotfu11yconsideredorroutinelysoughtincasesofacutehepatitisinreclpl－  
entsofsolid－OrgantranSPlants．OnlythreecasesofacuteH玉Vinfectionhavebeen  
reportedinorgan－tranSplantreclplentS．S7EventhoughtwocasesofpersistentHBV  

infさcdonhavebeenreported，印HEVisconsideredanagentresponsiblefbracute  
hepatitisthatdoesnotbecomechronic．10   
Wereporthere14casesofacutehepatitisEin丘ctioninorgan－tranSplantreclpl－  
ents・WesuggestthatHEVinfさctionmayevoIvetochronichepatitisinimmuno－  

COmPrOmisedpatients．  

PATIENTS AND METHODS  

BetweenJanuaryl，2004，aIldDecember31，2006，allrecipientsofliver，kidney，Or  
kidneyandpancreastransplantsattendingouroutpatientandinpatientelinicswho  
PreSentedwi［h unexplained short，termelevationsofliver，enZymelevels were  
SCreenedforHEVinfectionbyserologicandmolec血rtooIs．Patientschronically  
infectedwi［hhepatitisB，C，OrDviruSeSWereeXCluded丘omthestudy．Biliary－traCt  
COmplicationswereru1edoutbyabdominalultrasonography．Tbxin－anddrug－  
relatedcausesofabnormalliver－hnctiontestresul［swereru1edoutbypatienthis－  

tory・Four［eenof－217patients（6．5％）testedpositiveforserumHヱVRNA．  

811   N ENGLJM【Dう58；8 www皿旦困．ORG FE8RUARY21．之0（〕g  

Down10aded打om刑∧〝．nQjm．orgatWELPHARMA⊥YOKOHAMA（D）onMarch5，2008．  
Copyright◎2008Ma亭SaChusettsMedicaISociety．A‖rightsreserved．  
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Anti－HEVstatuswas determined byanen一  

之ymeimmunoassay（HEVEIAAbbot8・H上VRNA  

inserumJandstooIwasdeteムtedbyreal－time  
polymerase－Chain－reaCtion（PCR）amplification  

（取qMan，AppliedBiosystems）ofa189－bpprod－  
uctlocatedintheORP2reglOn．11Strainswere  
SequenCed and comparedwith re良rence HEV  
Strains但enBank）．The grades and stages of  
Chronichepatitiswereassessedaccordingtothe  
Metavirclassi自cadon．1Z   

Propordonswerecomparedbythechi・Square  
testorFisher，sexacttesLQyantitativevariables  
Were COmpared by the nonparametric Mannこ  
Whitney，Friedman，andWikoxontests．APvalue  
oflessthanO．05wasconsideredtoindicatesta－  

tisticalsignificance．  

RESULTS  

PREVALEN⊂EOF▲NTトH亡VlgG  

Al1patientswhoreceivedakidneytransplant（241  
recipients）oralivertransplant（86recipients）be－  

tweenJanuaryl，2004，andDecember31，2006，in  
thedepartmentofnephrology；dialysis，andmulti－  

OrgantranSPlantationweresereenedforHEVinfec－  
donatthetimeoftransplantation・Theprevalence  
Oran止H玉ⅤIgGwas13・5％鈷rallreclplentS，  

掴・5％ぬrkidneyrecJPlentS，andlO．4％fbrliverre－  

Clplent＆  

⊂LINI⊂AL▲ND810LOGl亡PRESENT▲T10N  

Weidemifkd14patientswithasoud・OrgantranS－  
plant（31iverrecipients，9kidneyrecipients，and  

Mosinくe  
Patient Organ HEV  Y飼rS  Transplan－  
N0． Twspbn瞳dln餌on†Dono咤 OrAge Sex tation  

lnitblOr騨n  
Disea5e  

Akoholi⊂drrhosis  

Al⊂Oholkdrrhosis  

WIson■sdisease  

Thrombotkmi⊂rO－   

ang10Pathy   

Malbrmative  
uropathy   

】nterstitial   

nephropathy  

IgA nephropathy 

⊂res⊂enticg暮om・   

erulonephritis  

〟por【■sdisease  

】両erstitia】   

nephropathy   

⊂hroni⊂glom－   

erulonephritis  

lgAnephropathy   

Diabetesme‖旺us  

Diabetesmel軌us  

lmmunoざuPPreS∫ive  

Therapy  
ncr01imus／my⊂OPheno・  
latemofbtiり虞かoid 

職⊂r01imus／my⊂OPheno・  

latemofit昨年rdid  

Ta亡rOlimu5／my⊂OPheno－  

latemofi叫鏡eroid  

Mycopheno（atemo毎til／  

或erojd  

Everdlimus／my⊂OPhenoニ  

Iatemofetiりsteroid  

Sir01imus／my⊂OPheno一  

Iate寧Odium／如roid  

Siro＝mus／SterOid  

⊂y⊂】ospoパnA／my⊂OPhe－   

nolatemo伝til  

Sirolh巾us／或eroid   

⊂y⊂tOSPOdnA／my⊂OPhe－   

nol離emぬiり或e和id  

⊂ydospoHnA／SterOid   

Ta⊂rO（i叩uS／my⊂OPheno－  

latemofitiりsteroid  

職αOlimus／azathioprine／   

steroid  

屯⊂r01imus／my⊂OPheno・   

tatemofもtil  

lndudbnlmαaPy  

None  

8asiliximab  

None  

8asiliximab   

Rabbitantithymo・  

⊂舛eglo♭ulins   

Basiliximab  

None  

Rabbitantithymo一   

郎eglobulins  

Rabb如ntithymo■   

叫egIo♭ulins  

Rabbitant肋ymo一   

叫eglobu】iれS  

Ra♭♭itantithymo一   

叩egIobulins  

Ra♭bitantithymo一   

郎egIob＝lins  

Rabbitantithymb・   

C舛eglobulins  

Rabbit叩tithymo一   

郎eg】obulin5  

Chroni⊂ ⊂adaver 5プ  M  6  

⊂hroni⊂ ⊂adaver 67  M  53  

⊂hronj⊂ ⊂adaver  28   F  lO  

⊂hroni⊂ ⊂adaver 49  M  lO   

ResoIving ⊂adaver 34  M  90   

Resofving Living 33  M  57   

⊂hroni⊂ Gdaver 63  

Res01ving ⊂adaver 42  M  16g   

⊂hfonk ⊂adaver 30  M  4g   

Reso】ving Cadaver 51 M  67  

1  Liver  

2  Liver  

3  しiver  

4  Kidney   

5  Kidney   

6  Kidney   

7  Kidney  

8  Kidney   

9  Kidney   

lO  Kidney  

11   Kjdney ResoIving ⊂adaver 62  F lOg   

12 旧dney ResoIving ⊂adaver 2g M  25   

13  Kidneyind ⊂hronk ⊂adaver 55  F  60  
PanαeaS  

14  Kidneyand Chronk ⊂adave－ 5＆  M  27  
Panロ■eas  

☆AJIpatientswereborninFran⊂e・HEVdenotes寸一ePatit盲sEv血s．  
†ResoIvingindicatesdearanceofHEVRNA斤omserumandst00ls，anddlrOni⊂indicatespersistihgeJevatedliver－enZymelevelsanddete⊂t－  
abteRNAintheserumorstoo］satleast6monthsaherthea⊂utePhase．  
‡⊂adaveri⊂donorshadaheartbeat．  

81之  N【NGリM∈Pう～さ；さ WWW．N勺〟LORG F【8RUARY之l，2008   

DownIoaded如mwww．呵巾．qgatV鹿LPHARMんYOlくOHAMA（D）pnMarch5，2008．   L  
copy句ht◎2008Ma岳sachusettsMedicaISockty．Allrightsres畠rved．  
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LIVER HJSTOL．OGl⊂FLNDINGS DUR（NG  

THEA⊂UTEPHASE  

Intheacutephase，90fthe14patientsunderL  
Wentaliverbiopsytoevaluatetheseverityofthe  
acuteepisodeof．hepatitis；theremaining5patients  
declined biopsy・Inliver－tranSplantreclplentS，  

1iverbiopsyalsowasperformedtodetectacute  
r亘ection・The mean（±SD）Metaviractivityand  
nbrosisscoreswerel・3±1．OandO．9±0．6，reSpeC一  
【ively（forassessmentoFdiseaseactlVl坊aMeta－  
VirscoreoFOindicatesnoactivity，1mi1dactiv－  

ity，2moderateactivlty，and3severeactivity；fbr  
as亭eSSmentOffibrosis，aMetavirscoreofOindi－  
CateSnOfibrosis，1portalfibrosiswithoutsept且，  
2aftwsepta，3numerousseptawithoutcirrho－  
Sis，and4cirrhosis）．Thedominantlesionswere  
lobular，withinflammationbutnoballooning，  
andwithspo［tynecrOSisthatincludedacidophil－  
icbodies・Theportaltractwasmildlyormoder－  

ately expanded andincluded aninflammatory  
infiltratecomposedmainlyoflymphocytes．MiJd  
pleCemealnecrosiswasobservedinsixpatients．   

COURSE OF HEV lNFEtTlON 

Immunosuppressivetherapyandtargetimmuno－  
SuppreSSivetrough1evelswerenotmodifieda氏er  
亡hediagnosisofHEVinfとcdon（datanotshown）．  
HEVinfさctionresoIvedinsixpatientsP3％）；Se一  
rumandstooIHEVRNAinthesepatientsbecame  
undetectablewithin6monthsa丘erdiagnosisand  

remainedunde［ectableuntilthelastfo1k）W」uPat  
ameanof12months（range，5to36）Crable2）．  
However，intheeightotherpatients（57％），H圭V  
in良ctionevoIvedtochronichepatltlS，aSindicat・  

edbypersistentlyelevatedliver－enZymelevelsand  
detectableHEVRNAin 

meanof15months－（range，10to24）afterthe  
acutephase．   
AmongthepatientswithresolvingHBVin危c－  
tion，thelevelsofaspartateaminotrans良raseand  
alanineaminotransftrasereturnedtoprein丘ction  
Valueswithinlmonth（fivepatients）or3months  

（Onepatient）afterdiagnosis．Thelevelsofγ・glu－  

taz7Wltrans丘raseandalkalinephosphatereturned  
tobaselil－elevelswithin3monthsa丘erdiagnosis・  
AmongthosewithchronicHEVin丘ction，1iver－  

enzymelevelsremainedabovetheupperlimitof－  
normalatthelastfbllow－uP．Inbothgroups，the  
totalrbilirubinlevelsrapidlyreturnedtoprein丘c－  

tionlevels・Inbothgroups，hematologicandre－  

2kidneyandpancreasrecipients）inwhomacute  
HEVin良ctiondeveloped（Tbblel）．Theacutehep－  
adtisepisodewasasymptOmaticin70fthe14pa－  
tients；these7patientsweretestedforHEVa丘er  
liver・enZymealmormalitiesweredetectedduring  
routinebiologlCeXaminationsthatareperformed  
every3to4monthsa氏erorgantransplantation・  
Theseveno亡herpatientspresentedwithfh［igue，  
di臨1Searthralgias，andmyalgias［hathadevoIved  
overaperiodoflto2weeks．Oneofthesymp－  
tomatic patients also had marked weight loss 
bpproxima［e＆8kg［181b］duringthemonthbe－  
forethepresentingsymptomsappeared）andwas  
icteric．Thesymptomsdisq）pearedwithin2weeks  

afterdiagnosis．Noabnormalitiesweredetected  
duringphysicalexaminationofanyotherpatient・  
Nopatientswerefさbrile，andnonehadtraveled  
outsideFranceduring［heyearbeforetheirhepa－  
titisepisode．Onlytwopatientsreportedhaving  
beenincontactwi【hanimals：Onepatientwith  

chickens and rabbits and the otherwith birds．  
Nopatientshadhadanacuterqectionepisode  
afterundergolngtranSplantation・Immunosup－  

pressivetherapyhadremainedunehangedirlal1  
patientsfbratleast6monthsbeforetheiracute  
episode．Liver－en2；ymelevelsweresignificAntly  
higherthanthelevels3to4monthsbeforethe  
diagnosisofHEVinfさction（’hble2）．   

D】AGNOStSOFH亡VtNFE⊂T10N  

Atadmission，Classiceausesofhepatitis㌣ere  
ru1edout（籠bleloftheSupplementaryAppen－  

dix，aVailablewiththefh11textofthisarticleat  
WWW．nqim．org）．Theftrritinlevelwas567ngper  

milliliter（range，110to2007；nOrmalrange，30to  

380），andtheceruloplasminlevelwasO・35ngper  

mi山山亡er（rallge，0．24toO．47；nOrmalrange，0．20  
toO．45）．Atdiagnosis，HEVRNAwasdeteetedin  
theserumOf．a11patientsandinthestoolofthe  
threepatientswhosestooIwasexamined．PCR：  
amplificationproductsoftheserumHEVof12  
patientsweresequencedandanalyzed．Phylogenet－  
icanalysisrevealedthatallthestrainsbelonged  
to genotype3（GenBank accession numbers，  
EU220992toEU221003）（Fig．1oftheSupplemen－  
taryAppendix）・Wetriedbutfailedtosequence  
thestminsoFtheremalnlngtWOPatients．No  
correlationwasfbundbetweenHEVRNAeoncen－  
trationandeitherliver－enZymelevelsorliver－aCtiv－  

1tySCOreSatdiagnosis．  

813   N ENGL）MED358；8 www．NりM・ORG FEZ3RUARYZl．之008   

bownJoaded什omwww．nejm．orgatWELPHARMA－YOKOHAMA（D）onMarch5，2008．  
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Ta♭le2．u血Fur［dioninPatkntswidlHEV［nfkdon．  

Patient  Timeof   
No．  Measurement  

Alanine  A叩arb也  γく】u也myl・  
Al而血貼如se☆ Åmi恥ぬns危n相中 t帽血‡  8il如麒哺  Liv甘8bpsy  

M古山正√  

血揃ぃ甜可  

0  

3  

Mβfロ扉r  

＿鱒鱒雨血瑚  

1  

2  

冊両〃如  

16  

37  

41  

95  

229  

嘲
5
8
〝
5
名
〝
㈹
5
8
〝
3
5
9
7
。
1
5
さ
〝
捌
7
。
1
7
。
1
7
6
。
7
6
。
5
8
4
5
2
6
5
8
4
6
。
g
岬
捌
3
9
7
7
。
1
捌
禦
5
1
…
凋
咄
二
…
瑚
血
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
2
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
1
 
つ
エ
 
l
 
 

1   Baseline  

Diagnosis  0
 
 
0
 
 

4
 
 
1
J
 
 15－Mofb1low－uP  59  

2☆士  Baseline  lO2  

Diagnosis  之48  

16－Mofbルw－uP  59  

3  Basetine  49  

Diagnosis  169  

17－Mofbltow－uP  g5  

4   Baseline  26  

Diagn9引S  166  

15・Mofbllow－UP． 135  

5  BaseIine  41  

Diagnosis  66  

5－MofblIow－uP  5Z  

6   8asetine  26  

Diagn05is  245  

12－Mof01low－uP  30  

7   Baseline  26  

Diagnosis  さ74  

10－Mofbllowl岬  15さ  

8   8aseline  3232 

Diagnosis  770  

36－Mo甜ow坤 
～  

2Z  

9   8aseline  42  

朗
 
8
2
 
7
3
 
3
5
 
7
6
 
 

1
 
 
4
 
 
1
 
 

1
 
 
t
ノ
 
 

4
．
3
 
 

5
 
・
つ
エ
 
 
 

76  

47   

12  

47  

57  

26   

47  

35  

25   

104  

32   

18   

436   

＆9   

24   

340   

22  

5
 
 
q
ノ
 
 

ユ
ノ
 
 
l
 
 
7
 
 
′
b
 
 

′
0
 
4
 
1
 
 
1
 
 t
一
 
℡
リ
 
0
0
 
′
b
 
 
0
0
 
0
0
 
 
■
ヽ
一
 
 

7
′
 
 
1
 
 
4
 
 
つ
エ
 
l
 
1
 
 
5
 
 

1
 
 
1
 
 

1
 
 

q
′
 
′
b
 
 
2
 
 

′
b
 
 
5
 
 
t
J
 
 

′
D
 
l
 
 

0
 
 

t
一
 
q
ノ
 
 

7
 
 
1
 
 

て
一
 
 

q
ノ
 
0
 
9
 
 
0
 
’
J
 
 
′
○
 
’
J
 
 
て
一
 
 

l
 
 

′
○
 
 
つ
▲
 
つ
ー
 
q
′
 
 

Diagnosis  31（）  

24－Mob他w－uP  90  

Baseline  37  

Diagnosis  51g  

36－Mof訓ow－uP  28  

BaseIine  Z3  

Diagnosis  255  

12・Mof訓ow－uP  13  

Basetine  12  

Diagnosis  298  

5－Mofbllow－uP 15  

8a5elin  u  

Diagnosis  156  

15－Mob‖ow－uP  29g  

2
 
 
′
b
 
 

4
 
 
2
 
 

5
 
7
1
 
0
0
 
 
4
 
 
7
 
 

t
J
 
 
2
 
 
1
 
一
ヽ
－
 
つ
」
 
 
 
 
 
 
 
 
 
l
 
 

5
9
4
2
 

4
 

0
 

′
b
 
 
′
b
 
l
 
l
 
l
 
㌶
 
2
8
 
3
5
 
糾
 
3
5
 
 

1
 
 
1
 
 

t
J
 
 

9
 
 
6
 
1
 
 
1
 
 

2
 
 

0
0
 
 
0
0
 
 

′
b
 
l
 
 

’
J
 
 
0
0
 
 且77  

8  64】  

115  47  935  2   

238  79  760  

814  N∈NGりM亡D5～8；g WWW．NりM．ORG F【8RUARY之l．2008   

Downloaded雨mwww．n句n．qg．atWELPHARMAJYOKOHAMA（D）onM？rCh5．2008．  
Cop画押◎2008Massachu＄ettSM由icalSociety・A…ghtsreseNed・  

68   




