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ことによって、危険性を察知した。4月中旬までに、15人の小児が同様の重篤な疾患で死亡した。現地および国の専門家によって行わ  
2008年3月後半、阜陽市（安徽省）で一人の病院臨床医が、重篤な肺炎と症状の悪化が急に進む未就学児症例が連続して3例発症した       使用上の注意記載状況・その他参考事項等  
れた疫学、臨床、検査及び病理のエビデンスに基づき、その疾患はエシテロウイルス71（EV71）が引き起こす手足口病田mD）であるこ  2．重要な基本的注意  

（1）本剤の原材料となる献血者の血液について      とが4月23日に確認された。回顧的な症例調査により、小児が手、足及び口に皮膚発疹と水泡を示し、同じエリアで同じ時期に大流行  
していることが明らかになった。  は、HBs抗原、抗HCV抗体、抗HIV－1抗体、抗  

研  

的な症例所見により、3月1日から4月22日の間に302例の発生が確認され、第1症例は早くも3月10日に発生したことが明らかに       ALT（GPT）値でスクリーニングを実施してい  
究  る。更に、プールした試験血衆については、   

軌  
をしめた。阜陽市の全ての地区／郡は、HFMD症例を報告し、3つの地区（Yingzhou、YingdongとYingquan）に半分以上の症例が集  （NAT）を実施し、適合した血燥を本剤の製造に  

宮   使用しているが、当該NATの検出限界以下の   
状態が明らかになった。  ウイルスが混入している可能性が常に存在す  

の  る。本剤は、以上の検査に適合した血躾を原  
概  

東（11，374）、安微（9，235）、漸江（6，134）、山東（4，566）と河南（3，230）であった。  画分から人ハブトグロビンを濃縮・精製した  

要            非ポリオエンテロウイルスは、ありふれたウイルスで世界中に存在する。感染は多くの場合症状を示さず、気づかれないが、これらウイ  製剤であり、ウイルス不括化・除去を目的と  
ルスは、時折嘩常より多くの患者に臨床的症状が現れ、時々死亡を伴う。1997年以降、アジア太平洋地域でEV71HFMDの多くの大流  して、製造工程において60℃、10時間の液状  
行鱒あった。中国では、大流行が、1998年に台湾省（100，000以上の症例、78例の死亡）で、2007年に山東省（38，606症例、14例の死亡）       加熱処理及びろ過膜処理（ナノフィルトレー  

であった。  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。   

報告企業の意見  今後の対応   

中国の阜陽市（安徽省）でエシテロウイルス71による手足口病が大流行し、中国全土でも手足口病が流行して      本報告は本剤の安全性に   
いるとの報告である。  影響を与えないと考える   
本覿の原料血凍は国内献血血紫のみであり、中国からは輸入していない。  ので、特段の措置はとらな   
また、万一原料血膿にエンテロウイルスが混入したとしても、EMC及びCPVをモデルウイルスとしたウイルスバ      い。   

リデ⊥シヨン試験成績から、製造工程において十分に不括化・除去されると考えている。   
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theChineseCenter．forDiseaseControland Prevention  
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Executive Summary 

IhlateMarch2008，ahospitalclinicianWaSalamedbytheoccurrenceof3consecutive  

deathsofpre－SChooIchildrenpresentedwithsevcrepneumoniaandrapiddeteriorationin  

FuyangCity，AnhuiProvince．Upuntilmid－Apri1，15childrenhavediedofsimilarsevere  

illness．   

）  

Throughaninvestigation conducted bylocaland nationalexperts，the disease was  

con頁rmedonApri123ashand，footandmouthdisease（HFMD）causedbyenteroviruS71  

（EV71）based on epidemi0logical，Clinical，hboratory and path01bgicaIevidence・  
Retrospectivecaseinvestigationrevealedthatasimultaneousoutbreakhadoccurredinthe  

SameareawithchiZdrenpresentingskinrashesandblistersoverhaJld，foot，andmouth・   

Anhuiisaninlandprovincelocatedinthecentralpartof．SoutheastemChina．FuyangCity  

islocatedintheNorthwestr喝ionofAnhuiProvinceandhasatotalpopulationof9・76  
million．Thecitycoversatotalareaof9，700km2withoneofthehighestpopulation  
densitiesinMaiplandChina（1，000persquarekm）．InFuyangCity，駐omMarchltoMay9，  

therehavebeen6，049reportedcasesof‡肝MDofwhich353weres占vereand22werefatal  

（CaSe・fhtality rate O．4％）．Retrospective case一触dingidenti鮎d302casesthat occurred  

betweenMarchlandApri122，andrevealedthatthe触tcaseoccurredasearlyasMarCh  

io．ThepumberofcasesaccordingtodateofonsetbegantOincreaseinearlyApri1；and  

peak9donApriI28・ThenumberofreportedHFMDcasesinFuy甲gCitydecreasedafter  
May5．′   

Amongthe．6，049repo正edcasesinFuyangCitythegenderratiowasl・9‥1・Theage血ge  

Variedbetween28Ldaysto18yearsof・age，with78％ofthecasesbeing3yearSOfageor ●  

ypunger・Alldistricts／countiesinFuyangCityreportedHFMDcases，Withmorethanhalf  

thecasescoムcenqatedin3districts（Yingzhou，YingdongandYingquan）・Epidemi0logical  

investigation revealed no contact between the 22 fatal cases，but environmental  

investigation ofthe casest households revealed poor hygienicand sanitary conditions  

amongthe5eぬmilies．   

The・CIinicalsymptomsofthemildHFMDdasesarethosetypicalforthedisease：raSheson  
handsandfeet，mOuth叩dbuttocks，fb）erandgeneralmalaise．Allfhtalcasespresentedanacute  

onsetoffeverandin伽enza－1ike－illnesswithoutcatarrhalsyndrome・ 

raPidlydeteriorated，developingtachypnea，CyanOSis・andsomepresentedse血res・Allfatal  

CaSeSdidofseriouscomplicationssuchasneurogenlqゝpulmonaryoedemaduetoEV－71  
in危dion．   

Tbstinginitialcasesforavarietyofdiseases，intludingseasonalandavianinnuen2a  

A胴5Nl・andSARSdidnotrevealanyconclusiveresults．Subsequently，additionaltesting  

byChineseCenterforDiseaseCohtrolandPrevention（CDC）wasperformedapds？VeraI  

3  
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expert consultations were conducted・On Apri123，a Variety of specimens such as  

Pharyngealswabs，1ungpuncturenuid，1ungtlSSueS，andblood倉om50utOf12fatalcases  

（42％），teStedEV71nucleic，aCidpositivebyRTIPCR．EV71genotypeC4viruSeSWere  

isolated丘・OmSpeCimensofbothmi1dandfatalcases．Thesesequences丘ommildand伝tal  

cases exhibited high homogeneity. Isolated EV71 virus strain gene sequences were 

upload色dtoGenBankonMay7・   

FromJanuaryltoMay9，2008，61，459HFMDcasesand36deathswerereportedthrough  

thediseasereportlngSySteminMainlandChina・Thenumberofreportedcasesincreased  
Sharplya氏erthediseasebecamenot沌ableonMay2，andwithcasesbeingreportedfrom  

nearly allprovinces・The5provinceswiththe highest number ofreported cases are  
Guangdong（11，374），Anhui（9，235），Zhqiiang（6，134），Shandong（4，566）and Henan  

（3，230）．   

Becauseofthechangeinrepor（1ngpOlicyandincreasedawarenessofthegeneralpublic  

aboutthedisease，itisexpectedthattherewillbeanincreaseinthenumberofreported  

HFMD casesinthe upcomlng Weeks and monthsfromAnhuiProvince and the restof  

China．   

Non⊥pOlioenterovirusesarecommonandexistworldwide．Althoughinftctionoftenhasno  

SymptOmSandgoesunnoticed，theseviruSeSarealsoassociatedwithoccasionaloutbreaks  

inwhichalarger－than－uSualnumberofpatientsdevelopclinicaldisease，SOmetimeswith  

fhtalconsequences・   

7heinitialhighcasefatalityrateoftheFuyangCityoutbre水，2．9％（18／610）舟omMarchl  

toApri123，V！aSlikelyattributedtothefbllowlngfactors：rapiddiseaseprogression，late  

Clinicalpresentation，andlimitedlocalmedicalcapacities．Althoughthereisnospecific  

treatment fbr enteroviruSinfヒctions and a vaccineis not currently avai1able，OnCe the  

aetiologyofthediseasewasknownandearlytreatmentwasprovidedtotheseverepatients，  
thecasefatalityratedecreasedconsiderablytoO．07％（4／5439）丘omApri124toMay9，due  

toenhanCedsurvei11anceandimplementationofpreventionandCOntrOlmeasures・   

′merehavebeenanumberofoutbreaksofEV71HFMDintheAsia－Pac沌creg10nSince  
1997．InChina，OutbreakshavebeenreportedinThiwanProvincein1998（＞100，000cases  

and78deaths）andinShandongProvincein2007（38，606casesand14deaths）．   

The GovemmentofChina has shownits strong technicaland politicalcommitmentto  

COn＆01thediseaseinAnhuiand otherprovinces．lnadditiontoenhancedsurveillance，  

trainingwasprovidedtoclinicianSandpublichealthworkerstoimprovethetreatment  

SuCCeSS rate byincreaslng ear1y・identiBcationandtreatment ofsevere HFMD patients．  

Guidelines were written to enableearly admission ofsevere casestothe hospital，and  

critica）cases to the paediatricICU・．Afterthat，the case f如ality rate has 

Substantial）y．Inaddition，tOPreVentHFMD，theMinis叫OfHealthstartedanationwide  

health camPa）gn，StreSSlngthe needfor personalhygiene，1n Particular hand washing  
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practices・   

Inth占future，Chinai亭devotedtowardsenhanCingtheabove－mentionedmeasuresforthe  

preventionandcontrolofHFMDinChina・AspartOftheeffbrtstoimpIementthe  
IntemationalHealthRegulations，ⅡiR（2005），Chinawi11・further strengthen the early  
warnlngSyStembyimmediatenotificationofclusteringofclinical1yabnormalandsevere  
cases，aSWellasincreaslngintemationalcollaborationandinformationexchange・  
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Sectionl－InvestigationofHFMI）OutbreakinFuyang  

City，AnhuiProvince  

I・Background   

AnhuiisaninlqndprovihcelocatedinthecentralpartofSoutheasternChina，（29O41・～ 0r 

3438N，114054’～119037′E）・Tworivers，Ⅵngtz？andIiuhe，runthroughtheprovince，  

WhichcoversanareaOf139，600km2・AnhuiProvinceisgeographicallycomposedof  

natJandswithasubtropicalclimateandhasanaverageannualrainfalIaccumulationof  

about900mm・FuyangCityislocatedintheNorthwestreg10nOfAnhuiProvinceandhas  
jurisdictionover8counties（district，City）and172municipalities・Thetotalpopulationis  

9・76mi11ion，includingapproximatelyl・5mi1］ionmlgrantWOrkersthatworkoutsideofthe  

City・Thecitycoversatotalareaof9，700km2withoneofthehighestpopulationdensities  

inMainlandChina．  

Figurel・GeographielocationofFuyangCity7AnhtliProvinceinChiJ）a．  
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II．Outbreakidenti鮎ationandinvestigation－Chronologyof  

events  

l．Outbreakidentificationandreportitlg   

FromMarCh27to290f2008，3infantswithseverepneumoniawereadmittedtothe  
paediatricumitofFuyangFirstPeople－sHospital・Al13casesdieddespitemedicaltreatment・  

These abnormalcircumstances alarmed the health－Care Staffand were reported tothe  
FuyangHealthBureau・   

2．AnhuiprovinciaIhealthdepartTneJltOrgani2＝ediELVeStigation   

A鮎rrecelVlngthereportonMarch31，AnhuiProvincialHtalthBureausubsequently  

dispatched3expertgroupsthatincludedepidemi0logists，ClinicianSandlabofatoryexperts  
toconductaneldinvestigation．However；theetiologycouldnotbec6n頁rmedatthetime，  

andonApri115，theAnhuiHealthBureauaskedforassistanCe録omtheMinistryofHealth  

（MOH）．   

3・MOⅡexpertgroupsassistihvestigationandcontroI   

AfterreceivingthereportonApri115，MOHimmediatelydispatchもdaneXpertteam  
comprisedofepidemi6logists，laboratoryexperts，ClinicianSandpath0logists・Thegroup  

arrivedinFuyang嘩軒OPthemomihgLOfApri116to∴assistwiththeepidemiological  
investigationandwiththeimplementationofpreventionandcontrolm？aSureS・A氏erwards，  
moneチperbweresenttoFuyangCityto呵icipdeinふeoutbreakinvestigationand  
preventlOnand′COntrOl・   

4．Detection，rePOrtingandtreatmentofseverecases   

SinceApri117，basedonthemainclinicalmanifest鵬onsofearlyfhtal 

definitionforseverecasescreenlngWaSformulate4andcontinuouslyrevisedinorderto  
detectseverecasesatanear1ystageandincreasetreatmente飴ctiveness・Allhealth－Care  

facilitiesinthejurisdictionareawererequestedtoevaluatetheadmittedsuspectcases・   

Severecasesarede丘nedashavingtwooffollowlngClinicalmanifbstation畠：   

1．Continuoushighfever．   

2・鵬akness， 

3．AbnormalWhiteBloodCellcount（WBC）．   

4二Highblo6dglucoselevel．  

5．Poorb］oodcirculationoflimbs．  

7  

60   



Alldetectedseverecasesshouldbeadmittedforfurthermonitonngandreceivein－patient  

treatment～Al1the severe cases detected by these criteria were suりected tofurther  

investigationandanalysis・   

5．Laboratorytestingand・autOPSyhdings  

FromApri119to21，ChineseCDCperformedReverseTranscrlptaSePolymeraseChain   

Reaction（打トPCR）testsonsamples丘om12fatalcasesandllmildHFMDcases．Fiveof   

the htalcasesand80fthemild casestestedpositivefbrEV71・Gene sequenclngOf   
SampreS丘om fataland mild cases stroれgly exhibited homogeneity．Findings ofthe   

autopsleSCOnductedonthreefatalcasesstronglysuggestviralinft占tion．  

6．Etiologyconnrmationandoutbreakinformationdissemination  

On Apri122，Chinese CDC organizedaneXpert grOup COmpOSed ofepidemiological，   

Clinical，1aboratory and pathologyexperts’toreviewltheexisting evidence．The expertS   

COnCludedthatenteroviruS71（EV71）wasthemainpathogenoftheHFMDoutbreakin   
FuyangCity，AnhuiProvince・  

OnApri123，MOHcon重rmedtheexperts一触dingsandrecommendations．Onthesameday，   

AnhuiHealthBureau disseminatedthe Fuyang CityEV7loutbreakinformation onits   
website．  

7．SurveillanceandreviewofHFM［D  

Basedontheresultsoftheepidemiological 

A startedHFMDcasesurveillancereportingonApri122，requeStinga］1townshipandcounty   

Orhigherlevelhealthcarefacilitiestoreportcasesonadailybasis．Eachday，SurveillanCe   

OutPutisreportedthroughthesubmissionofreportingforms．SinceMay2，theweb－based   

nationaldiseasesurveillanceandinfbrmationmanagementsystemalsoincludesHFMD．  

HFMDwasnotpreviouslycategorizedasanotifiableinfbctiousdisease．Inordertoassess   

the）ocalHFMDsituationpriorto 
COnducted a HFMD retrospective review ofdata丘omallhealth care fhcilitiesinthe   

jurisdictionareaand．wereabletoidentify302unreportedcases．rmeHFMDcaseinclusion   

criteriawereasfollows：   

Anychildundertheageof7thatsoughtmedicalcareinFuyangCitybetweenMarchland   

Apri12l，2008whichshowedthefbllowlngSymptOmS：  

・Skinrashorblistersonhand，foot，Orbutt9Ck，ahdftveちintheabsenceqfheasles，  

rubella，ChickenpoxandotherfヒbrileeruPtiondiseases  

・Skinrashorblistersonhand，foot，Orbuttock；andulcersonthemouthormu占ous  

membrane，intheabsenceqfdrug－relatedrashorallergy．  
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III．InvestigatidnResultsofOutbreakinFuyangCity  

l．Characteristicsoftheoutbreak  

FromMarchltoMay9，2008，therewere6，049HFMDcase＄repOrtedinFuyangCity，Of  

which3，023werehospitalized，353werese）ereind22werefatal．Hospitalizedtases  
accountedfor50％ofcases，andseverecasesaccountedfbr6％．Theincidenceratelwas  
69．6／100，000；Whilethe case払talityratewas O．4％．The6，049reportedHFMDbases  

include302rIFMDcasesthatoccurredfromMarChltoApri122▲and wereidentified  
throughretrospeCtiveinvestigatibnこ  

A．．DescriptiveanalysisiOfreportedcises  

l）EpidemioloEicaldata  

Thegender▲ratioてofthe6，O49reportedcasesinFuyangCitywasl・9：lwith3，938血ale  

casesand．2，111fema］ecases・TheagerangeofthereportedcasesinFuyangCityvaried  

between28daysto18yearSOfage；Whilethehighestnumberofcaseswasfoundin  

Children3ye訂SOfageoryoung声r（4，708cases，78％ofal1甲SeS）・（SeeThblel）・  

T－t）Iel・1IFMDcascsL｝yagegrOuP＆ndgender什omMarchl（OMay，▼2008iJIFuy＆．．gCi（y  
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4  
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AlldisbictskoumiesofFuy叩gCitythaver甲Orted・CaSeSwiththehighestnumberofcases  

inⅥng亦叩，YingdongandYingquandistricts．血etotalnumberofcasesreportedby，these  

1 HFMDcasesrepor（edbyroutineandehhantedsurveilhncesystemduringtheberiod，dividdbythetotal  

populationinFuyangc吋  
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districtsaccountedfbr56％（3，288cases）ofthetotalnumberofreportedcasesinFuyang  

City・TheincidencerateswereaIsohighinthesethreementioneddistricts・（SeeFigure2）．  

FigⅥre2・Incidenceratebydistricts／countiesofFuyangCity，什omMarehlandMay9，200＄  
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Date   

FigⅥre3・ThemumberofHFMDcasesbydateofonsetanddateorreporting  

什omMarcbltoMay9，200SinFuyangCity  

Figure3showsthedistributionofthenumberofIiFMDcasesbydateofons？tanddateof  

reportingbetweenMarchlandMay9，2008inFuyangCity・Althoughthe重rstcaseof  

HFMDoccurredonMarchlO，thenumberofcasesbydateof6nsetonlybegantoincrease  

inearlyAprilwitharapidincreasebetweenApri116andApri128・A鮎rApri128，the  

numberofcasesbydateofonsetdecreasedwhilethenumberofreportedcasesbydateof  

reportingcontinuedincreaslnguntilMay5a鮎rwhichitdecrea5edaswe11・Figure4shows  
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thetotalnumberofhospitalizationsanddischargesofI呼MDcasesperdaybetweenApri1  

25andMay7in・FuyangCity・The▼dai1ynumberofhospitalizationsofHfMDcases，Which  

hadbeenincreaslngSlnCeApri129，hasbeendecreaslngSinceMay7・   
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Figure4・DaiIynumberorhosT）italiz：ntiorLSanddischargcsorHFM））c：lSt，S  

n℃mApI朝ヱ5toMay9hFnyangCity  

2）ClinicaIs m toms  

TheclinicalsymPtOmSOf65HFMD ca5eShospitali2X，dinFuyangNo・2Hospitalwere  

a吋yzed：Themainclin桓IsymPtOmSindudedrash：鈷ver；generalmalaise，COugh，and  

V9画ting：Rashes（VeSicu！ar1esionshlcers）weremostlylocalizedonhandsandfbet（99％），  
md血（ぬ％）andbu恍OCks（42％）・SornecaseshadrashesuoundtheanuS，Ontheirface 

魂巌d元血iteBloodCellcoumt（WBC）in15（39％）ofthesamplestested・  

蜘抽嬉々匝icaIsymPtOmSOfhospitalizedHFMDcasc＄itIFuy＆ngNo・2hospitaI（n＝石5）・  

Clihic由symptom  Numberofcases  Proportion（％）  
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tnedicaltreatmentwasproYidedatFtlyangNo・2hospita）・  

FigⅦre‘・TberashorⅡmDCa5eS（Onhandandfbot）   

B．Descriptiveanab，Sisoftheinitial払taIcases  

l）EDidemiologicaldata  
AsofMay9，therehavebeen8consecutivedayswithoutanyfatalitiesreportedbyFuyang  

City（SeeFigure7）・Forthe22fatalcasesreportedtodateinFuyangCity， 

distributionwasl：1，andagerangedbetween3monthsand3years．Tbenumberoffatal  

CaSeSinagegroupsO－，l－，2－，3－WaS6，8，7，1，Whichiccountedfor28％，36％，31％and  

5％ofcases，reSpeCtively．Fatalcaseswerereportedin5districtsandcounties：Yinzhou  

（9，41％），Yingquan（6，27％），Funan（4，18％），Lin4uan（2，9％）andYhdong（1，5％）．The  

m毎0rityoffataIcasesoccurredinruralareaS．Figure5showsthedistributionovertime  

accordingto 

Apri129・  
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dizationand time ofdeath，10hours；and  

diagnosedasse痘ere－Pne卿Qniaこ  

casesdeterioratdrapid呼anddie  

hospitalizationwas21d野S；be  

betweenonsetofsymptOmSandtimeofdeath，3days・Furtherinformationonclinical  
conditionsofthepatientsandtheirtreatmentwi11bedi岳cussedinanuPCOmlngrepOrt・  
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Epidemiologicalinvestigationrevealednocontactbetweenthe22fhtalcases．Allcases  

W9rein魚nts蜘hohadremainedathomeduringthe2weeksbe缶retheonsetofsymptoms．  

Onecasehadbeenvaccinatedwithinlmonthpriortoonsetofsymptoms．Environmental  

investigationofthecases－householdsshow占dpoorhygienicand’sani叫COnditions．All  

afftcted familieshadtheirownWaterWeHand nonereportedabnormalitiesa氏er‘food  

COnSumPtion・Inaddition，nOlivestockdie－Off－wasreportedbythea飴cted払miliesorin  

theirvillage．  

2．Laboratorytesting且ndautopsyhdings  

A．LaboratorytestingoffhtaIcase＄   

BetweenMarch31andApri116，theAnhuiCDCtested53specimens（includingwhole  

blood，blood serum，pharyngealswab and tissue samPles），COllectedfrom htalHfMD  

CaSeS，andtestednegativeforthepresenceofseasonalinf）uenza，aVianinnuenzaA丑i5Nl，  

SevereAcuteRespiratorySyndrome（SARS）．  

OnApril18，theInstitutesofInfectiousDiseasesandtheⅥralDiseasesPreventionand  

ControlofChineseCDCreceivedfromAnhuiCDCthepreviouslycollectedspecimens：  

pharyngealswabs，1ungpuncturenuid，1ungtlSSueS，andblood．Laboratorytestingforthe  
PreSenCeOfbacteriaandviruSWaSperformedimmediatelyonthesesamples．Specimens  

丘om50utOf12免talcases（42％）testedEV71nucleicacidpositiveby町PCR・Ofthese5  

EV71positivefhtalcaseg，th91ungtissuespecimen＝testedEV7■1positiveforlcase，andfor  

anotheI二CaSe，theintestinallymPhnodes；cerebrospinalnuid，Spleen，thymus，kidney，brain，  

heartandlungspecimenswereEV71positive・Fortheother3cases，the・pharyngealswabs  

WereEV7≠positive． ～、  

Viralis91ationwasconductedon6di飴renttypeSOfspecimens（includinglung、tissue，  

mouthefnux，braintissueandpharyngeaIswab）collected倉om3fatalcases・Foral16  

SpeCimens，thenucleotidesequenclngandneutralantibodytestsrevealedthepresenceof  
EV71viruS．   

B．Autopsyfindings  

Theautopsyon3fatalcasesperfbrmedbyth占MedicalSchoolofBe再ingUniversity，fbund  

niainlycharlgeSinthe、brain，lung，heaTtandlymphaticsystem．Therewerecasesofsevere  

brainoedema；1ungcongestion／pulmonaryoedemaぅnosignificantlunginnammation，nO  
Significantbleeding；Cardiacenlargement；hypertrOphyoftonsils，thymusandlymphnodes；  

Spleenenlargement；nOrmalkidney，1iverandgastrointestinalorgans．Theautopsy血dings  

Were OVerallconsistent withthe clinical・maniftstationsand disease progressionand  
StrOnglysuggestviralinf己ction・  
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