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GlobaH/accilleSafety

StatementfromtheGlobalAdvisory
CommitteeonVaccineSafetyonaluminium
-CiOntainingvaccines

TFteGIobalAdvisoryCommitteeonVaccineS早fetyreportsno

evidenceofahealthriskfrom alum榊um-containingvaccines

Atpresentthereisnoevidenceofahea愉 Tiskfrcm aluminium･

containingvaccines.or畠nyjust的Cationforchangingcurrent

vacchationpractices.TheGEoba‡AdvisoryCommitteeonVaccine

Safety(GACVS)suggestsmoreresearchis｢equiredtodetermineif
thereareFinksbetweenmacrophagicmyofasciitis(MMF)and

aiuminum-containlngvaccines.

DeFtoidmusc一ebiopsiesperformedinFraTICein8rlUmberof

patientswithavarletyOfcompl朗ntshPVerevealedinasma】I
numberthepresenceofamin'utein触mmatoryfocusof

macrophageswithassociatednecrosis･¶1eSelo'calised一esions,
calledMMF,havebeenshowntocontainaEum'ln.iumsalts･Sjnce
the一ocationofthelesionsinthedeltoidmusclecoincideswiththe

usua一s汀eofhjectionforvaccines,itwouldappearthat納ese

microscopIClesionsarere一atedtoimmunization.lnaddition.
scient'IStSfronltheGrouped'etudesetderecherchesurl巨s

maladiesmusculairesacquisesetdysimmunitaires(GERMAAD)

havesuggestedthatvaccinationandlocaほzedMMFlesionsmight

beassociatedwithamultLsystemdisorder,However.了tremains

possible'th畠tthefindingisonかcoincidental･

orltheadvJ'ceofthbGACVS,VVHOinhLatedabroadcDnSu蜘 on

ontheissue.holdingconsu一tationsinSeptember1999W肘1expeれs,

GERMMADscientists.andinterestedpha｢rnaceuticalcompanies.

TheneedwasidentifFedtodeterminewhymacrophagic

inflammationpersistsinasma"numberofsubjectsfollovn'ng

imrnunizatlon.andwhetherthishistologlCaHesIEOnmayOrmaynot

beresponsib一eforgeneralizedsymptomsinsomepatients.These

question声CanOnlybereso一vedbyepJ'demiologicstudiescomparing
individualsw肋 andwithoLItthe一esion.

Frenchstudyreviewingassく】Ciationbeb〟een一ocalMMFlesionsand

anygeneralizedillnesshasbeencomp一etedin2003andconcluded

thaHhepersistenceofalurninium-conbIningrnacrophagesatthe

s掩eofapreviousvaccinationisnot8SSOCiatedwithspecificctinicaI

symptomsordisease･

ResultsofanirnafstudiescondtJetedlnmonkeys†andratsthat

bokedatIons-termpersistenceofaluminiumandhistopathologic

changesatthevaccineinjectionsite.aswellascomparative

b印 ://www.who･inがvaccine_safeq'/com血 ttee/topics/aluminiud sta･temenL112002/6...
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studiesofmacrophagicfunctioninpatientswithMMFandhealthy

subjects,furthersupporttheideathatMMFrepresentas加ple
markerofvaccinationwithlong-termpersistenceofaluminlumat

theirUeCtionsiteandlocaHnflammatoryresponseto絶,withoutother

symptomsorconsequenceS･

FromthemostreceLntevidenceavairable.thereisnoreasonto

concludethatahea一thriskexIStSaSa[eSUltofadministrationof

ahmin了um-containFngVaccines,nor首sthereanygoodreasonfo｢

changlngCur｢entVaccinationp｢actfce･TheGACVSwincontinueto

reviewtheevidencethatmightemergefromOn-goingstudies.

1.VerdierF,BumettR.Michelet-HabchEC.MorettoP,Fievet-Groyneド,
SauzeatE.AEuminiumassayandevaluationofthelocalreactionat
severa川mepointsafterint｢amuscuEaradm育nlstratlonofalum7nlUm
containingvacclnesintheCynomolgusmonkey.Vaccine;23(11):1359-
1367.2005lfulEtextavaHabJewithsubsc｢jption].

7加 GACVSISaSCientl'GcadvI'soTybodyestab/ishedbyWHOto

provideaIell-ab/eandindependentscu'entificassessmentofvacc)'ne
safetyISSueSinolldertoTVSPOndpromptly,efWcl'enElyandwith
scl'entif70npgourtosuchJ'ssues･Membershr'pincludesexpeIIsfTIDm
aroundthewolld/.athe庁eldsofepI'demiology,paedl'atrics,I'nEema/
medJ'cI-ne,Pham7aCOlogyandtc)xJ'cDlogy,I'nJTectlbusdI'seases,PUblJ'c

he.alth,immunologyandautoJ'mmunib',drugregulation,andsa殆&･

Pagelastupdated:23October2008

PageZastreviewed:3December2008
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GZobalVaccineSafety

QuestionsandAnswersaboutmacrophagic
myofasciitis(MMF)

Ql.WhatisMMFaridhowisjtre】atedtoaluminiuminvaccines?

A DeEtoldmusclebiopsiesperformedinFranceinpadentsh肋 avarietyof

comp一aintshavereveated亨nasrrEaELnumberthepresenceofaminute

inflammatoryfocusofmacrophages,alongwithcrystalTncEusionsand

assodatedmlCrOSCOPicmusdenecrosls.Theselocat'r2red]es一〇nShave

beenshowntocontainaluminiumsalts.SlnCethelocatjorLOfthe一esionsin

thedeEto)amusclecolnCEdeswiththeusualslteOfinjectionforvaccines,it

woLJldappearthatthesemicroscopicLesionsareri比e(ytoberelatedto
EmmuniZationwJthvaccinesthatcontainaluminiumad5uvants,

Q2.EsMMFageneraldiseaseorsyndrome?

A.The｢eisnoevidencetosuggestthatMMFisaspecificlllness.MMFisa

lesioncontainingalurnlniumsalts,identifEedbyhistopathological

examination.foundatthesiteofprevicIUSVaccinationwithanaluminium-

containingvaccine(批earesidua一'lattooL'leftbehind).TheVVorldHealth

Organizat-LOO(WHO)'sGlobalAdv.zsoryComm'ltteeOnVacdJneSafety

(GACVS)hasbeenreviewlngevidencesincethe伽dingsemergedandhas

cdncludedthatthereisnoevidencetosuggestaresu一tingclinicaliHnessor

disease.

Q3.Dopa鮎ntswiththeMrのFlesionhaveanyspecificcIZnical

symptoms?

A.lthasbeensuggestedthatvaccinationandlocaⅠi2.edMMF一esionsmjght

beassociatedwithamulti-systemdisorder,However.thelinkageofMMF

withamurtj-systemdisorderhasbeensuggestedbycomparingan

unmatchedpopulationofsimilarpatientswhounderwentbiopsiesofthe

delto'Jdmusc一eandpat'lentSW'JththeMMFtes10nSuffer'ngfromdiffuse

musc吟pain･However,theprevalenceofMMFinthegeneralpopulationis

notknown.andthepatientsstudie'dwerenotmatchedwithacontrolgroup

-anecessarysteptoruleoutconfoundingfactorsandotherpossible

explanatJ'onsJtisalsounclearwhetherpatientswithoutbiopsyevidenceof

MMF.whohadprevIOUSEyreceivedanaluminEunもcontainlngVaccine,might

havethetypicaHesfDnOfMMFelsewhereinthemuscle.withitbeing

missedonbiopsy.

Q4,DoeseveryoneVaccinatedwithanaluminium-containingvaccine

havetheMMFlesion?

A.Sincemusclebiopsieshaveonlybeencamedoutinpatientswith

myopa鮒Csymptoms-thereis̀cuFrentEynoinforma紬nonwhetherthe

characteristiclocalizedhIStOloglcaFpatternwouldbefoundinthehea肘1y

popuFationaftervaccination.ほhasbeensuggestedthattheremightbea

predisp〔)SodsubsetofindividuaEswithimpairedabilitytoclearaluminium

fromthedeLtoidmuscle.Whetherthisreflectsmacrophagicdysfunction,or

http://www･wholint/vaccine_safety/co血 ttee/topics/alumi nium /questions/en/index･ht･I･
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thetail-endofanormalpopulationdistributionofa山miniumclearanceand

EocaEtissueresponse.hasnotbeendeterrrLined.

TheGACVSrecommendedthattofurtherunderstandMMF,addi蜘〕nal

researchstudiesneededtobeundertakentoevaluate的ecHnica),
epidemioJogical,immunologICalandbasicscienceaspectsofMMF.Studies

havebeenconductedinmonkeysandratstoexam了nethe】ong･term

persrstenceofaluminiumandhistDPathoIDgicalchangesattheinjection

site,andmacrdphagicfunctionlsbeingcomparedbetweenpatJentSWith

MMFandheaJthycontrors･InitialresultssupporttheideathatMMFmay

representas】mplemarkerofvaccinationwithlong･teTmPersistenceclf

aluminiumattheinJeCtionsiteandlocaliElfZamrnatoryresponseto蔓t,without

othersymptomsorconsequences･

QS.TheAgencefran9aisedes岳curitisanita了redesproduitsdesant6

conductedastudyonMruF.Whatdidthisstudyshow?

A.Thisstudy,initiatedin2002,ccmparedcorlt｢OIpatients(whohadmusc一e

biopsiesthatdidnotshowMMF)withpatientswithMMF,bybiopsysite,
gender,andapproxJmateageanddatt∋ofbiopsy.tPdeterminewhether

thereisanassociationbehNeenMMFandadEs伽ctclinkialsyndrome.The

a.tudyconflrmedthatpatientswithMMFaremoreFikerytohavereceived

vaccinescontainingaluminiumhydroxideadjuvants.Fatigueandre一ated

functfona川mFtationsweremoreprevalentinpatientswTthMMFcompared

withthecontrolgroup.andfatiguewasmoreprevalentatthebeglnningof

theiHnessthatledtothemusc一ebiopsy.Myalglaandarthra)g-1aWere

reportedln舟equentEyamongPatientswithMMF,contrarytoprevious

reports,andnoothe｢d折erenCeS】nsymptomsorriskfactorswereidentified

thatwerespeciflCtOPatientswithMMF･

Q6.Whatw即etheconclusionsreachedbytheGbbalAdvisory

CommitteeLOnVa¢CineSafety(GACVS)?

A.Fromthemostrecentevidence.thereisnoreasontoconc一udethata

healthriskexistsasaresultofadministrationofa一uminium-containing

vaccines.Neitheristhereanygoodsc亨entT触 orefinjcaEbasisfor

recommendrnganychange了nvaccinationpractic臥TheGACVSreviewed

thedataofthecase-controlstudyperformedinFranceandconc山dedthat

theevEdemcedoesnotsupportanassociationbetweenthepersistenceof

afuminEum･COntaEningmacrophagesatthesiteofapreviousvaccination

andclinicalsymptomsordisease.

Q7.DoersanyScientificevidencetodatechangeanyく)OnCEusions

aboutMMFandanyrecomm馴1dationsontheuseQfalurninfum-

containingvaccines?

A.AtpresentthereisnoevidenceofahealthriskkomaEumiTlium･

containingvaccinesorany｣ustificatfonforchanghgcurrentvaccination

practices.TheindependentadviceprovidedtotheFrenchMinistryof

HealthwithrespecttothemostrecentstudyresuJtsconcurredwTthSAC∨S

and,furthermore,didnotreconlmendthatadditiona一epidemiological

researchbein了ぬtedatthistime.

Q8.Whydidthisissueappeartosurfaceon一yinFrance?

A.DifferentbiopsypracticesmayexplainwhyMMFhaspred6minantfy .

beenobservedinFrance.EnFrancebiopsiesareperformedin仙edeltoid

musc一ewhereasinroostothercountrFeSbiopsleSarenottaken如mthat

muscle,TheapparentlnCreaSelnthenumberofcasesdl'agnosedin

http://ww .who･int/vaccine_safeb'/committee/topics/alumi nium/questions/en/index.ht...
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Francemightalsobeexplainedbythechangeofvaccineadmlnistration

fromthesubcutaneoustotheiniramuscuEarroute.alongwiththe

widespreadpromo【ionorthehepatitisavaccinetoadu他.

Q9,川avelCasesOfMMFbeenreportedfromothercourltriesorfrom

othergroupsofpatfertts?

A.Yes,therea｢efTewcasereportsoriginatlngfromothercountriesaswelt

asreportsofMMFEeiSionsfoundinmusclebiopslesofadultsorchildren

vvithothercrinicalpresentationsthanthosedescribedabove.tnother

countries,quadliCePSmuscleismorecorTlmOnlyblopsiedthandeltoid

musc一e.Quadricepsmusc一eisatraditTonalsiteofinfantandearlychildhood

inlmunizations,wh‖edertoidmuscleispreferredsiteforlate(州dhood-

adolescenceandadulthoodlmmunizat了ons,MuscularbiopsyESafrequent

diagnosdcprocedureperformedfnevalLEationofvanou}neuromuscular.

metaboHcandsomegenetfcdisordersofinfancyandchildhood_Basedon

currentknowledge,MMFlesionsfindingsareconsideredcoincidentaland

independentofconditionunderevaluation.

PageFastupdated:23October2008

Pagelastreviewed:3Decembe｢2008
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②

Globa=/accineSafety

芸SebtayF,eedpvEsSoFyf慧 igbheeEOdn6T7aJCCuinnee2｡12 6 hare Print

PublishedlntheWHOWeeklyEpidemioIDgicalRecordon27July2012

TheGlobalAdvisoryConlmEtteeOnVaccEneSafety(GACVS),anexpert

clinzcaEandsclentifECadvisorybody,wasestablishedbyWHOtoprovide

independent.sclentlficallyngorousadviceonvacclneSafetylSSueSOf

potentia一gJobalrrnportance.1GACVSheldIts26thmeetinginGeneva,

Swttzerland,on6-7June2012･2TheCommE仕eereviewedthefo110wlng

speclfJCtOPICSL

IthesafetyofthiomersaI;

･thesafetyofalum】nlumadjuvants;

･thesafetyprofrleofinfluenzavaccinesdurlngPregnancy.

Etalsoreviewed3generaHssuesforvaccinepharmacovlgELance:

･safetyofEmmunlZatlOndunngpregnancyandlactatl0n;

｡causalityassessmentforseriousTndivldualcasesofadverseevents
folEowlngEmmunlZatl0n(AEFt);

･CorevariablesforAEFImonltOring.

TMomersaHnvaccines

Zn1999,concernswereraisedLlntheUnltedStatesofAmerica(USA)

regardingexposuretomercuryfo‖owlnglmmunlZatl0nWiththiomersal-

contaimngvacclneS.Thiswasbasedonthecalculationthatthe

cumulativeamountofmercurylnPrimaryinfantimmunizationschedules

intheUSApotentialEyexceededthereconlmendedthresho一dsetbyIts

EnvironmentalPmtectionAgencyformethylmercury.Hence,thepoEICy

decISFOnintheUSAtouseonlyvacclneSWEthoutthiomersalwasbased

onaprecautionarypnncIPlefoundedonthepresumptl0nOfequal

pharmacoklnetk:sofethyBmercuryandmethylmercury.despltethefact

thatthiomersalcontainsonlyethylmercury

Between2002and2008,GAVCSreviewedseveralpharmacokineticand

epidemiologECa7studiesconcernlngthiomersaLPharmacokinetECdataln

humaninfants.includingprematureandlowbi rth-weightEnfants,

estabElshedthatthehaEHifeofethylmercuryis3-7days.andthatethyE

mercuryise捕dentlyexcretedinthestoolsanddoesnotaccumulate

overthelong-terminb一ood,slnCeEevelsreturnedtobaseHnewlthin30

daysofvaccination.

AttheJune2012meeting,GACVSreviewedthemostrecentlyava=abEe

Informationconcemingthesafetyofl州OmersalslnCeitEastreviewedthis

topICin2008.Acomprehenslvereviewident桁ed28Publicationsthat

addressedmercurybloodlevelsintheshortand一ongtermfoIEowEng

vaccineadministration,andepidemEOloglCaEstudleSthatexaminedthe

relationbetweenthl0merSalreceiptandsevera=1eaithoutcomes.Three

http://vr耶 Ⅴ.Who.int/vaccineJafety/comi ttee/reports/Jun_2012/en/index.htm1 2014/02/10
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ecologicalstudiessuggestFnganaSSOClationbetweenthiomersaland

neurodevelopmentaFdisorderswerefoundtobefraughtwith

methodologlcaEflaws.tnaddition,thecontinuousincreaseinthenumber

ofcasesofautisrTIdiagnosedintheUSAdespEteremovalofthiomersaE

frommostvaccinesstronglyarguesagalnStaCausalassociation

(ful何日ngtheexposureandremova一criteria).AllotherstudleSreVleWed,

whichwereconductedwithmorerobustepidemEOIogicaldesignsandin

dtffe｢entcountnes,failedtoidentifyanyassociationwith

neurodevelopmentaEdisorders.

Recentlypubll'shedstudl'esconfJrmthatina一lpoputationsstudied,

includ盲ngpre-termandlowbirth-weightbabies,thehalf-Ilfeofethyl

mercuryinbloodlsbetween3and7days.Aquantltativensk

assessmentmodeHorcumulativetoxICityofthiomersa‖nhumansbyUS

FederaLDrugAdmlnEStration(FDA)wasalsorevleWed.Thismethodology

isbasedonapharmacokineticmodelofethyEmercury'andprovidesa

frameworkforEnterPretingstudleSinanimalsandhumansthatevaluate

ELnkagesamongdose,bloodandbranEevets,andtoxF'cE'ty.Usl'ngthis

frameworktheGACVSconcludedthatanima一orhumantoxicitystudies

sLEggeStthatthelevelsofethylmercuryattainedlnthebloodandbraln

fromcumulatLVedosesofvaccEneSdonotreachtoxic一evels,making

blOEogFCallylmPJauslbEeanyrelationbetweenthiomersalinvacclneSand

neurologicaHoxFCFty

Basedonthecurrentevldence,GACVSconsidersthatnoadditional

studiesofthesafetyofthiomersallnVaCCLneSareWarrantedandthat

availableevtdencestronglysupportsthesafetyoftheuseofthl0merSal

asapreservativeforinactivatedvaccines,GACVSbelleVeSthat

conslderationofadditionalevidencesuggestNeOfthecontraryshouldbe

basedonstudFeSusingthesamehlghstandardsofepidemiologicaEand

causalinferenceneededforsclentiflCresearch.Thiomersalallows

mflEionsofpeoplewor一dwidetohaveaccesstolife-savingvaccFneSand

todate】noothersaferandequallyefficaciousalte｢nativehasbeen

identifLedformanyvaccines

Aluminiumadjuvants

TheGACVSrevLeWed2publEShedpapersa=egingthataFuminlumin

vacclneSisassoc-atedwithautlSmspectrumdisorders3.4andthe

evEdencegeneratedfromquantltatNeriskassessmentbyaUSFDA

pharmacokinetTcn10deEofa山minium-contaimngvacc-rnes

GACVSconslde｢Sthatthese2studies314areSeriouslyfEawed.TheLcore

argumentmadeinthesestudEeSISbasedonecologicalcomparisonsof

aluminiumcontentinvaccinesandratesofautismspectrumdESOrdersln

severarcountrleSlngeneral,ecologlCalstudiesCannotbeusedtoassert

acausalassociationbecausetheydonotlinkexposuretooutcomeln

indivlduals,andonlymakecor｢elatlOnSOfexposureandoutcomeson

populationaverages.ThereforetheFrValueispnmanlyforhypothesis

generatl0n.However.thereareaddltH〕naFconcemswlththosestudEeS

thatlmitanypotentlalvalueforhypothesisgeneration.Theseinclude:

incorrectassumptionsaboutknownassoclat10nSOfalumEniumwith

neurologicaldisease,uncertalntyOftheaccuracyoftheautlSmSPeCtrum

disorderprevalenceratesindEfferentcountrleS,andaccuracyof

vaccinatEOnschedulesandresulthgcalculatl0nSOfaluminiumdosesin

differentcountries.

http://www whoIint/vaccine_safety/Comm ittee/reports/JunI2012/en/index.htm1 2014/02/10
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TheGACVSalsoreviewedtheUSFDAriskassessmentmocEelof

aluminluminvaccines.TheFDAcalculationshcorporatethemost

recentlypublishedalummumriskassessmentsbyadjustingfor

gastrointestinaはbsorpt10nanduptakefromthesiteoflnjection.TheFDA

analysisIndicatesthatthebodyburdenofaluminiumfoIEowlngEnJeCtions

ofaluminium-containBngvaccinesneverexceedssafeUSregulatory

thresholdsbasedonoraJlylngeStedaEurnimumevenfortowbirth-weight

infants.GACVSconcludesthatthiscomprehensiverESkassessment

furthersupportstheclinfcaH｢ialandepidemioZogEcalevidenceofthe

safetyofaFumin)uminvacclneS.Currentresearchonpharmacokinetics

ofaEum'En'EUm'InVaCC-EneSisongoEngandshouldbeencouragedasa

meansoffurthervalFdatingandimprovrngthismodeL

Vaccinesafetyinpregnancyandlactation

Severalavai一ablevacclneShavethepotentEaltoreducematemaEand

fetaEmorbidityandmorta=tyfrompreventabledISeaSeS.Thus,optimal

protectlonagainstpreventabledlseasesthatposeahigherrlskfor

dESeaSeanddeathinpregnantwomanandthei｢offspringshouldbe

balancedagainsttheriskofmalformations.abortions,sti=birthorother

adverseoutcorTIeSthattheoreticallycouldaffectthefetusasaresultof

vaccinatl0nlnPregnancy.Matema)antibodtesinducedbyvaccinatlOn

duringpregnancyareactlVelytransfe｢redtothefetusandconferpassEVe

protectFOnintheEnfantafterbirth.GACVSrecentlyestablisheda

subgrouptoreviewtheLSafetyproflleofseveraHmpohantvaccinesfor

pregnantandlactatlngwomen.lnadditiontoiherevFeWOfavalFabledata

oninf一uenzavaccinesdescribedbelow.thecommitteealsoreviewedthe

accumulatedsafetydataforrube=a-containlngVaccineswhen

inadvertentlyadmlnESteredtopregnantwomentocomplementthereview

conductedinJune2008.GACVSconcEucEesthatthedataremainvery

reassunngfortheuseofvacc-EneSduringpregnancy.WithnoevLdenceof

adversefetaloutcomesldent析ed.ProtectionofmothersatrlSkandtheir

younglnfantswIElbecntFCaltoattalnthereductionofmorbidityand

mortalltyduetoinfect10nSthataffectmanypopulationsaroundtheworld.

Useofinfluenzavaccinesduringpregnancy

AsthenskofinfluenzadiseaselSincreasinglyrecognEZedamong

pregnantwomenandagrowingbodyofevldencesupportsthebenefits

toinfantsofmatemalvaccination.thecommitteereviewedthesafety

dataavalEabEefo｢influenzavaccinesderivedfromcE'ln'lCaltrials,

observationalstudies.andspontaneousreportlng.Thedataconnrmthe

safetyofnon-adjuvantedt｢lValentinactEVatedseasona=nfluenza

vacc】nesinpregnancy.Forexamp-eintheUSAoutcomesofpregnancy

wereassessedin3719vaccinatedpregnantwomencomparedwith45

866controls'TntheVaccineSafetyDataEinkdumgthepenod1997-2002

From1990-2009.anestimated118millionpregnantwomenwere

vaccinatedtntheUSA.Enaddition,areviewofspontan.eousreports

foundnomate｢naLdeaths,nounexpectedpa杜ernofadversepregnancy

eventsorfetaloutcomes,andnoIncreasedriskofadversepregnancy

outcomeswhencomparedtobackgroundrates.Extensiveevaluation

duringthe2009influenzaA(HINl)pdmO9pandemicsupportedthe

safetyofadJuVantedandnon-adjuVantedinfluenzavaccineswhenused

lnPregnantWOmeniOVeraH,thesafetyproflEewascomparableto

seasonalinfluenzavaccineinnon-pregnantadults,andtherewasno

evidenceofteratogenlCEtyOranyOthernegativeimpactonpregnancy

outcomes.lnaddition.preElmlnarydatafromafewstudiesofinfluenza

vaccinelnPregnantwomenhaveconfirmednotonlythebenefitof

http://W .who･int/vaccine_safety/comi ttee/reports/Jun_2012/en/index.htm1 2014/02/10
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provldingprotectioninthlSVulnerablepopuFatFOn.butposltlVeeffectsin

thelnnfants,includlngthereductfOnOfrowbirthweights.andaslgnlficant

decreasemln何uenza-relatedpneumonfamyoungChEFdren.

CausalityassessmentOfAdverseEventsfoJlowingImmunization

AttnbutlOnOfcausaIJtytOAEFr.especlaElythoseconslderedseve｢e,of

publlCImportance,andprogrammaticaHydisruptlVe,areCrJticalfor

ensurngvacc∫neSafety.h2005,VVHOpubllShedanalde-m卓molretOa

systematlc,StandardEZedcausalltyassessmentProcessforsenousAEFI

(lnClud.ngclusters).providlngamethodforlndlVldualcausaJlty

assessmenttobeusedbystaffofnatl0nallmmunizat10nPrOgrammeS.

reguEatoryauthontleSandpharmacovtgHance,orsurveillance

,departments5After7years,severa川mltationshadbeenldentlfled

durFngJtSuselnthefleld,lnCludlngtheneedformoredetailedguidance

ontheelementsrequlredtoperformtheassessmentofcausaElty.

confusJOnOVerthetermsusedtoclasslfythellkeIFhoodofassoclat10nOf

theeventtothevacclne.andtheincompleteuseofparametersfor

establlshingcausa一assocLatLOn

FoIEowmgtheGACVSdecIS10ntOreVleWthecausali吋assessment

systemlnDecember2010lawo｢klnggroupWaseStabllShedtoreview

thealde-m卓moireanddevelopamethodthatwouldbesrmpFe,obJeCtlVe,

adaptabEeandevldence-basedwhenusedbycountn'eswJthdrfferent

resourcesandcapabHltleSAftercondudlngathoroughreviewOfthe

mostrnnovatIVemethodsavaIEablefordetermlmngcausat10nfordrugs

andbIOrOglCals,analgorlthmlCschemethatJnCOrPOrateSaddlt10nal

eLementsofcausatlOnWasdesignedTheguidewasharmonlZedafter

theCIJmCalLmmunlZatFOnSafetyAssessment(CISA)network'snewly

developedaFgorFthmwhrchlSaValEableFntheUSA8andthenew

de月nltlOnOfAEFIp｢oposedbytheCouncilforhltematFOna10r9anlZatlOnS

ofMedlCalSclences(C10MS)7

ThenewWHOproposedmethodallowstheNationalCommltteeSfor

AEFFcaserevleVVandcausalltyassessmenttOscreenSeriouscases

reportedbythelrSUrVelHancesystemforcompletenessandqualrtyof

LnformatLOn,enSurlngtheobJeCtIVeneSSOftheassessmentCases

deemedIncompletearedfrectedtovvardsaddlt10na-caselnVeStrgatl0n

andrevleW AchecklIStCOntatnlngthee一ementsofcausalltyassessment

wasIncludedtoguldethecomnlltteeOrtheassessortogatherthe

evidenceneededforcaserevleW.andwhencompletedallowsthe

appIICatl0nOfanalgonthmthathelpsdeterrnlnetftheAEFIcouldbe

consIStentOrrnCOnSIStentVVlthanassociatl0nW7ththelmmUnlZatlOn,OrrS

deemedlndetermlnatedueto一ackofevadence.AreposltOryOfallAEFI

casessortedthroughthlSnewdocumentFSCOnSlderedcntlcaland

recommendedtoa‖owforfutureslgnaldetect10nanddetermnln9the

needforaddltlOnalepLdem10loglCaEstudEeS

GACVSrecognlZeStheboundanesofthenewlydevdopedmethod,

malnlytherlmltatIOnSJntheablrltytOaSSOClatenovel.p｢ev10uSFy

unknownAEFIspotentEal-yassoclatedwlthlmmUnlZations.and

restnct事OnSduetoEnSufflClentlnformatlOnaValEableforndNIdualcases.

However.thenewAEFLcausalltyassessmentSystemWIJIprovldea

standardlZedandtransparentmethodthataIFowsstakeholdersto

understandthenatureofthedecISl0n-maklngProcess.andpavetheway

forfutu｢eevaruatFOnOftheguldetorefineitseffectlVeneSS.GACVShas

｢ecommendedthatthlSnewWHOAEFIcausalltyassessmentapproach

10 hq)･J/www.who･int/vaccine_safety/corrunittee/reports/Jun _2012/en/index.hbnl 20i4/02/10
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shouldbemadepublicassoonasitisfmaEized.andthatcomplementary

materialsandslmPlesoftwarebedevelopedforuseincountnesto

enab一eEmmunizationstafftofield-testthealgon-thm.Ofthenextsteps

deemedmostEmPOrtantisthedeve一opmentofabooklettocod'F&the

algorithrnandtralnCOuntriesinitsuse.Thecornmltteeencouragedthe

subg｢ouptoAjrtherdeveloptheproductandendorsedtheworkprocess

CorevariablesforAEFImon托oring

CoHectionofharmonizeddataonAEFIallowsforbettercomparisonand

pooledanalysiswithfindingsfromvaccinesafetysurveillancesystems.

FncoElaborationwithanetworkofcountdesandindependentexpens.a

prellminaryHStOfcoreva｢iableshadbeenproposed.Thislistwas

subsequentlycomparedwiththereportingformsfromtheWHO

Programmeforlnternational'DrugMonitoring(UppsalaMonitoring

Centre)toverlfywhichvariablesarecapturedbythecurrentreporting

fo｢msThroughthisexercise.itbecameapparentthatvaccinesafety

monltoringneedstoolswhicharemorespeciflCtOthetypeofvariabEes

requiredforproperAEFIsurve川anceandthatthecurrentweb-based

interfacedevelopedforreportlngOfsuspecteddrugreactlons(ViglFlow)

shouldbeadaptedfo｢AEFEreportlng.ToaddresstheseESSueS.the

GACVShlDecember2011suggesteddeveEopngas叫plerandvaccine-

SpecEfECuserinterfacetoenterAEFldata.AsubgroupofGACVSwas

taskedtoaddressthoselSSUeSandpresentedthestatusofongoing

activitleSattheJune2012meeting.

CollectionOfbasicandadvancedAEFlinformation

lt-srecognizecEthatforthepurposeofsignaldetection,datacollection

toDFsshouldremainassimpleasposslble.However,whensignalsare

detected.orincasesofserEOuSAEFl,addEtIOnaldataareessentiaLto

allOwinferencestobedrawnontheassociationwithvaccines,andto

assesstheneedforfurtherinvestigationandaction.Thesubcommittee

presentedGACVSwlth22Corevariablesthatshouldbecollectedforany

AEFF(basicInformation)andanadditional33vanablesofinterestfora

moredetaEIedcaserevEeW(advancedinformation).BasICinformatl0n

co‖ectedneedstobepnoritizedbecausetheAEFldatacoELection.

collation.transrnlSSion,anaEysISandfeedbacksystems'lndl鞄rent

countnesareheterogeneous.lnaddEtion,quantltativeandqualFtative

aspectsofdataneedtobeconsldered.Thesug9eStedapproach

proposesabasicminimumof22VariabEeswith10Identifiedascritical.

Thissimplestructureisexpectedtoencouragecountnesthatdonotyet

haveanAEFIsurveErranCeSySternlnPlacetodeveloponeFtlSProposed

thatthereporttngtoolInc一udetheWHO-ARTdictionarylnOrderto

standardizetheterminologyusedtorecordsjgns,symptomsora

dlagnOSis,asweEEasavaccinedictionarythatwilLincludedetails

pertainingtoallofthevaccinessuspected･Fortheadvanced

Information,detailsonthenatureandfrequencyofreportEngforevents

suchaslnCamPalgnSOrinroutineimmunizationprogrammes.breastor

bottlefeeding,Statusofpreviousvaccinattonareproposed

Vacciflow

"VacciFEow"wlllbedevelopedastheadaptationofdrug-specifrcVFgLFEow

4.2tofacilltatetheentryofvaccine-relatedAEFldataincluding

immunizat10nProgrammeerrOrS･Idea"yKVacciFlow"Wmbeusedbyboth

thenationalregulatoryauthorityandtheimmunizatl0nProgrammeStaff.

ThepossibIEityofincorporatEngthisnewinterfacewEthminimalcomputer

capabl‖tiesandmobi一ephonetechnologywasencouragedbyGACVS.

htp://ⅥW ,who･int/vaccine_safety/committee/reports/Jun _2012/en/index.htmi 2014/02/10 ll
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Therew‖be3fEexibEeleveLscreatedin'̀VacciFbw'■enab一ingnat10nal

andsubnationalleveluserstoanalyseandusethedataavailablefor

actIOnateachleveLAutomatECfeedbacktoreportersonthestatusofthe

reportw‖bebuHtin,Adapting(rnodlb'ng)existingAEFIreporting

systemstoadjusttOthedataproposedlnthlSCoreSetOfvariableswill

reqtJireaneducationalanddlSSeminatEOneffortinmanycountnes.ltis

expectedthattheupcominguVacciFlow'■winbesu用cientlysimpleand

user-frlendFytoaHowtallor-madeadjustmentforloca"ycoHected
information.

1 SeeNo41,1999,pp.337-338

2.GACVSinvitedadditionalexpertstopresentanddiscussevldence
relatedtoparticu一artoptcs.Theseexpe止sincludedpersonsafFllEated
wlth:BambinoGes亡JHospital,Rome,Etaly;CenterforBioEogics
EvaLuatIOnandResearch(U.S.F.DA).RockviEleMD,USA;John
HopkinsBloombergSchoolofPublicHealth,BaltirnoreMD.USA;
ProgramforAppliedTechnologieslnHealth,Seattle,USA:
RochesterGeneralHospitalResearchInstitute.RochesterNY.USA,
ShanthaBH⊃teChnECSLimited,Hyderabad,Fndfa;University､of
Ca=forma,LosAngelesCA,USA;UniversityofWashington,Seattle
WA,USA,UppsaEaMonftoringCentre.Uppsara,Sweden.

3.TomlJenOVicLShawCA.Doaluminumvacclneadjuvantscontribute
totherisingprevalenceofautFSm?Journa一oflnorganic
BLOChemistry.2011;1051489-1499.

4.Tom】jenov】cL,ShawCA.AhJminumvacclneadjuv訓1tS:arethey
safe?CurrentMedlCinalChemstry,2011:18(17):2630-2637.

5.Aide-m岳rno‖̀e●AdverseeventsfollowingirnmunEZation(AEFl):
causalityassessmentGeneva,WorldHealthOrganization.2005.
Availablefromhttp://whqnbdoc.whotint/ajde-
memoire/a87773_engpdf;accessedJuly2012

6.HaaseyNAetaE.AlgorLthmtoassesscausa=tyafterindividual
adverseeventsfoLEowingimmunizat10nS.Vacclne.2012.Available
onEineathttp://www.ncbinEm.nth.gov/pubmed/22507656.accessed
July2012

7 DeflnEtionsandapplicationoftermsforvacclnePharmacovigilance.
Geneva,WorldHealthOrgamzatl0n/Councilforhtemational
OrganJZationsofMedFCalSciences,2012AvaJlabEeat
http://whqJIbdocwho.intlpubEicatl0nS/2012/9789290360834_eng.pdf.
accessedJuly2012.

12 http://www.who.int/vaccine_safety/commi ttee/reports/Jun_2012/en/index.htmi 2014/02/10



平成25年12月11日､12日に開催されたWHOワクチンの安全性に関する諮問委員会 (GACVS)がHPV

GACVSは､平成25年6月に米国､オーストラリア､日本及びHPVワクチンの製造業者 (メルク及びゲラクソスミス
クライン)で収集されたデータを検討し､HPVワクチンは安全性に問題ないという結論を得ていた｡

GACVSは､その後もHPVワクチンの安全性についての評価を継続しており､今回､自己免疫性疾患とHPV
ワクチンの関連性についてのデータを検討し､特に多発性硬化症に焦点をあてた｡

HPVワクチンについての市販前及び市販後調査に関する複数の報告では､ワクチン接種により多発性硬化症を含む
自己免疫性疾患の危険性は増加しないとの結果であった｡

> スウェーデンとフィンランドで行われた､30万人のHPVワクチン接種者に関する研究では､HPVワクチンと自己
免疫疾患､神経学的疾患及び静脈血栓症の関連性はないとした｡

> 3万人のサ-ノ川ックス接種者に関する研究では､サーバリックス接種後の自己免疫疾患の発症率は､非接種群と
比較して変わらないという結果であった｡

フランスではワクチン接種後の多発性硬化症の症例報告が数例あったが､同国にはHPVワクチン接種により自己免疫
疾患による入院が増加しないという疫学研究がある｡Ej
tlPVワクチン接橿により多発性硬化症を含む自己免疫疾患にかかるリスクが増加することは馳 !

ことを､棲数の研究が示している｡

GACVSは‖PVワクチンの安全性についての評価を継続していく｡

不完全な情報によりワクチン接種による有害性を訴えることは､有効なワクチンが使われなくなるという

悪影響を来す可能性がある｡

出典 :WHOWeeklyepidemiologicalrecord平成26年2月14日付け
㊨
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GlobalAdvisoryCommittee
onVaCdneSafety.
ll-12DeEemher2013

TheGlobalAdvisoryCommitteeOnVac-
cineSafety(GACVS),anexpertclinical
andscientibcadvisorybody,wasesta-
blishedbyWHOtoprovideIndependent,
scientl丘callyrlgOrOuSadviceonvacclne
safetyIssuesOfpotentialgloballmPOr-
tance･1GACVSheldits29thrneetlngln
Geneva,Switzerland,onll-12December
2013.2Thecommltteereviewedthefollow-

1ngtOPICS:thesafetyproalesofchimerlC
JapaneseencephalitlS,lnaCtivatedpoliovl-
ruS,androtavirusvacclneS;allegatlOnS
relatedtothesafetyofhumanpapllloma-
vlruSVaccine(HPV);lnVeSligattonsrelated
toincreasedpyrogenicltYOfseasonalin一
見uenzavaccine;andthedevelopmentofa
globalvaccinesafetysurvelllancemanual
addresslngbasicconceptsforlmmlユnlZa-
t10nProgrammemanagersandregulatory
staff.

SafetyprofileofJapanese
erLCePhalitistJE)Chimerkva((he

DurlngtheTune2013meeting0fGACVS
thesafetypro缶Iesof1llVeattenuatedand

21naCtlVatedJapaneseencephalitlS(IE)
vaccinesbasedontheSA14114-2strain

were considered,and the committee

concludedthattherewerenoslgnlficant
concernsregardingthesaf吋 profileof
thesevacclneS,3DurlngtheDecember2013
meeting GACVS considered the safety
pro丘1eofanovelchimericTEvacclne(Imo-

jev).ThisvaccineisaliveVaccineconstruct
uslng theyeuow fever(YF) 17D and

1 seeNo41,1999.pp〕37-338
1 GACVSlnvLledaddltlOnalexpertstopresentanddis⊂U～sev卜
denCerelatedloparll⊂UlartoplCSTheseexpertsln(ludedper-
sonsamlbtedwith,CenterforBblDg旧EvalualIDnand
Reiear亡Tl(U～FDA),Ro(kv川eMD,USA,CentersforDISeaSe
〔ontrolandPreventlon,AtbntaGA,USA,⊂SLParkV川e,
AtJStTalh.EmoryUnNerSq,AthntaGA.USA;NatlQnallnstI-
MeoflnfeetiouSDISea5eS,Tokyo.Japan:NatlDnaHnstltutefor
PublI(Heal1handthe【nvlrDrlr71ent,Bil伽ven,TheNe加r-
lands.RoyaL〔h"dreTl'sHospltれMerbDurne-Ausb,alla,Sanofl
Pasteur.Lyon.France.Therapeutl〔GoodsAdr71lnlStrall0rl,
Synonston.AustTalia

)SeeNo88.2013.pp301-312

Comit岳Eonsultatifmondial
delaS古くurit6vaCdnale.
11112d如embre2013
LeComlt占consultatlfmondlaldelaS̀curlt占

vacclnale(GACVS),composjd'expertsCliniques
etsclentlBques,a占t占cr占eparl'oMSpourla
conselller.en toute lnd卓pendance etavec
larLgueurSClenti丘quevoulue,surdesprobl主mes
des占curit占vaccinalepouvantavolruneimpor-
tancemondlale･lLeGACVSatenusavlngt-
neuvi主mer血nionaGenとve(SulSSe)le≦llet

12dさcembre20132IlaexaminelesquestlOmS
suivantes:lesprofitsd'innoclllt占de3vaccins(le
vacclnChlmむecontrel'enc̀phallteJapOnalSe,
levacclnantlPOllOmy占litlquelnaCtiv̀etlevaccin
antlrOtaVlruS);lesall占gatlOnSCOnCernantl'lnnO-
cult盲desvaccinsanti-papillomavirus(pv耳)iles
enqugtesrelativesalapyTOgenlCit占accruedlユ
vacclnCOntrelagrlPPeSalSOnniむe;etl'dlabora-
tlOnd'unmanuelpourlasurveulancedel'lnnO-
cultさ vacclnaleaunlVeaumOndialtraltantdes

conceptsessentlelsaPintentlOndesadmlnlStra-
teursdeprogrammedevaccinatlOn etdu
personnelcharg占delar占glementatLOn.

Profild'irmocLlitidLIVatEinChimもre

tontrel′endphalitejaponaise(EJ)

Aucoursdesar占uniondejuin2013,leGACVS
avalteXamln占lesdonn占esr̀centessurles

pro触 d'lnnOCult̀d'unvacclnVivantattinuj

etde2vacclnSlnaCtlV̀scontrel'enC占phalite
)aponaise(El)pr占par̀sapartlrdelasouche
SA-14-14-2,etavaltCOnduquelepro丘ld'innoI
cuit占decesvaccinsnesoulevaltauCunePreOC-
cupal10nma)Cure.)An coursdelar占unionde

dさcembre2013,1eGACVSaexamlǹ 1epro良l
d'lnnOCult̀ d'unnouveauvaccinchimとreEJ
(tmoJeV).ns'agltd'unvacclnVIVantCOnStruit
apartlrdessouchesvacclnales17Dduvirusde

IvolrNo41.1999.pp3371338
2LeGA〔VSalnV舶d-alJtreS叩eTliPCtLrPrbenleretdlS(UteTles

dDnn由srelatlVeSide= uJetSparlH:UlrerLlはaglSial1110tamment
despersonnelamIiesalJHrgankmessuiVanti:⊂enleTforBl0lEqlCS
EvaluatlDnaTtdReSeardl(USFDA),RDtkvilleMD,hts･unは:(en-
tersforDIsease〔onhlandPreventlOn.At]antaGA.Etats･unlS,CSL,
Parkvllle,Au加1le.EmeryU【lVer～lty,AtlantaGA.ltats-unLS:NatlOl
nalLnstlhteoflnfedbLLSDISeaSeS,TokyoJapcn;Natio【allnstltute
forPubllEHealthaTTdtheEnvlrOnment,bllthoven.pays･Bas,Royal
⊂hl1dren'sH叩itaLMelbourne,AllStTalle.SanoflPasteur,Lyon.
Fran(C.TherapeutleGoodsAdTnlnlSt,at10n.Sponston,Australle

)volrNo88,2013.pp301･312
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1BSA114-14-2vaccinesstrains.Constructionofthevac-

cineinvolvesinsertionofthenudeicacidsequencesen-
codingtheenvelopeproteins(prMandE)ofthelESA
14-14-2strainintodieYF17Dbackbone,resultinglna
chimericvaccineviruswhichisattenuatedandlacks

neurotropICProperties.

Prellicensureandpost-1icensuresafetyandimmunoge-
nicitydataforlmoJevwerepresented.Thisvaccineis
currentlylicensedinAustralia,Malaysia,thePhilippines
and Thailand.Pre-1icensuredataareavailablefor

2486adultsand2248chlldren(9-18months,at丘rst

dose)･Thevaccineisimmunogenicandimmunog!nic-
itydoesnotappeartobea臨ctedbyconcomltant
administrationofthemeasleslnumpslrubella(MMR)
vaccine.Short-term safetydataforin)'ectlOnSiteand
systemicreactions(reportedby>10% ofvaccinere-
cipients)werepresentedandshowedthatintheadult
population,adversereactionratesWereSigni丘cantly
lowerwithtmoJeVthanwithamollSebrain-derivedvac-
cine.4Thereislimitedpost-1icensuresafetyexperience
withlmojev,with approximately49000dosesadminis-
teredtodate,andalargersaf叫 databasewillbeneces-
sarytoevaluatetheriskofrareadverseevents.

GACVSe二XpreSSedinterestinreceivlngadditionalinfoト
nation aboutpotentialenvironmentalsafe吋 issues
relative1:othelユSeOfachimericvaccine.Theseinclude

thetheoreticalriSkofreversionorgeneticreassorlment

withwild-typelEvirusesorothercirc11hting鮎vivi-
rusesthatcouldresultlnthevacclnevirusacqulrlng
neurotropicand/orinfectiⅥtyproperties,andvaccine
vlruStransmissionthroughmosquitohosts.However
thebiologicalplauslbihtyofthisisremote,giventhe
shortdurationofviraemiapostvaccinationandthe
umitedpotentialforvirusvaccinereplication and
disseminationwithinthemosquito･

post-1icensurestudiesareessentialincountrieswerewide-

spreaduseofalBchimericvaccineisplannedoriscurl
rentlyimplemented･h particular,post-1icensurestudies
andsurveillanceshouldincltldeactivesurveillanceof

casesofencephalitisalongwithalaboratorydetermina-
tlOnOftheaetiologyoftheencephalitis.Safetydataon
JBvacclneS(incllldingbutnotlimitedtothechimeric
vaccine)administeredtoimmunocompromiSedpersons
andpregnantandlactatingwomenarelimited･

SafetyofinaEtivtltedF-OliovirusvaEEines(lPV)

Withseveralcountriesonthethresholdofadoptingthe
useofIPV,inh'newiththeGlobalVaccheActionPlan

(GVAP)Strategyforpolioeradication,theGACVSses-
siononIPVfocussedonvisiting:i)thesafetyrecordof
IPV,asdeterminedincontrolleddinicaltrialsduring
developlnentOfthecurrentlyavailable8tand･aloneand
IPV-containingcombinationvaccines;ii)Adverseevents
followingimmunization(A即l)reportsrelatedtoIPV
斤om theⅥlCCineAdverseEventsReportingSystem
(VAERS)oftheUSA;andiii)issuesrelatedtotheman-

ufactllrlngProcessforIPV･

一TorTeSlHM〔CanhyK,FeTordIE,etaHmrTtunOgenkltySafegandlokrab"1tyln
adultsofarLeWSngle･dosqllve･attenuatedva〔dneagainstJapaneseenCepは触
randomlsed〔ontTOlredphase31†ials.Vacdne.2010▲281799318000

la丘さvrejaune(FJ)etSA-14-14-2duvirusdel'ET.Laconstruction
duvaccinEastintervenirl'introductiondess占quencesd'acide
nucliiquecodantpourlesprotiinesd'enveloppe(prMetB)dela
SoucheEISA-14-14･2damslastructt汀edebaseYF17D,cequidonne
unvirusvaccinalchimむeatt血u虐qulnePOSSとdeFasdepropne-
tisneurotroplqueS.

Desdonniesprghomologationetposthomologationrelativesa
l'innocuitdetal'immunogenicitiduvaccinlmo)'evontitdpresen-
ties,CevaccinestacttlellementhomologuienAnstralie,enMalai-
sie,auxPhiuppinesetenThanande.resdonniesprialablesa
l'homologatlOnSOntdisponiblespour2486adulteset2248enfants
(五gisde9a18mois,torsdelapremieredose).Levacdneat
lmtnunOgeneell'immunogenicit占nesembleFasattinuiepar

l'administration concomitante du vaccin rougeole-Oreillons-
rubiole(ROR).Ondisposededonniesrelativesal'innocuit占a

courttermeconcernantlesr血ctlOnSaupointd'in5ectionetlea
r由ctionssystimiques(signale'espar>10%despersonnesvaccト
nies)qllidimontrentque,damslapopulationadulte,lestauxde
r由ctlOnSindisirablesataientnettementinf等rieursavechojev
qll'avecunvaccinprepar占surcetveaudesollris.4Leadonnies
d'expiriencerelativesal'innocuitiposthomologationd'Imojev
sontlimities,lenombrededosesadministraes)usque-1a6tant
approximativementde49000;ilseranicessalrededisposerd'lme
basededonniesplusimportantesupl'innocuitipour占valuerle
rlSqlledemanifestationsind由irablesfares.

Le GACVSsouhaiteraitobtenlrdavantaged'irrformationssurles
aventuellesquestionsdes占curitgenvironnementalelie'esal'uti-
lisationd'unvac血 chim占re.Parmi celles<ifigurentnotamment
laquestiondurisquethioriquedereversionouderiassortiment
ginitiqueaveclesvirusEldetypesauvageoud'autres鮎vlviruS
circulantsquiaboutiraital'acqulSitionparlevirusvacchalde
propri6t6sneurotropiquesetlouinfectiellSeS,etlaquestiondela
traTISmissionduvirusvaccinalparPinterm d̀iairedemoustiques
hates.Toutefois,laplausibilit占biologiqued'un telphinomとneest
toutefoislimit占edufai一delafaibledurgedelavlr血liepostvacI
cinaleetdelacapacitelimiteedtlvirusvaccinalaser占pliquer
etsedi汎lSerdamsl'organismedumoustlque･

Ilestessentieldemenerdesitudesposthomologationdansle≦
paysoもunelargelltilisationduvaccinchim主reElestprivue
ouactuellementmiseenceuvre.Enparticulier,lesgtudesetla
survei一lanceposthomologationdoiventinclurellneSurveillance
activedesGasd'enciphaliteaccompagnied'unede'termination
enlaboratoiredel'itiologiedel'enciphalite.Lesdonniesrela-
tivesarlnnOCuitidesvaccinsEladministrisalⅨ PerSOnneS
immunodgprlmies,auxfemm esenceintesetallaitantesrestent
limities(ycomprismaisnonseulementpourlevaccinchimとre).

S卓Curit岳IJuvaCciLlantipollDmy占IitiqLlehadiv卓tVPl)

Plusieurspays6tantsurlepointd'adopterleVPI,conform6ment
alastrategicd'iradicationdelapoliomyglitedefiniedanslePlan
d'actionmondialpourlesvaccins,lasゐnceduComit占consacr占e
auVPIs'estattach占eaexaminer:i)lebilanduVPI,telqu'ilressort
desessaiscliniquescontr61占smen占storsdel'ilaborationdu
vaccinexistantactuellementadministraseuloudesvaccinsasso_

ci虐scontenantleVPI;ii)1esrapportsdemanifestationspostvac-
cinalesindさsirab1号S(MAPI)relatifsallVPIprovenantduvaccine
AdverseEventsReportingSystem (Systとmedenoti丘Cationdes
manifestationspostvaccinalesindisirables-VAERS)desitats-
Unis;etiii)lesqlleStionsliiesauprocessusdefabricationduVPI.

4TorresIiMCCarEhyK,Feroldlf,etallrnmunogenI【ry,SafetyandtDleTab】iJtylnadultsofanew
slngle-dose,LbeattenuateEIvaccneagalnStJapaneseen〔ephalLliSlrartdomlSed〔on廿olled
phase3trhhVa〔dne2010-28.79938000
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The丘rstpoliovaccinewasdevelopedbylonasSalk,
from formaldehyde-inactivated wild polio viruses･
Salk'sIPVwastestedandprovedhighlye免:aciollS
agalnStParalyticpoliomyelitisinalargeclinicaltrial
conductedinUSschoolchildrenin1954,whichwasrap-
idlyfわllowedbylicensureoftheprodllCtandimplemen-
tationofmassvaccinationcampalgnSinchildreninthe
USA,CanadaandWesternEurope･Inlessthanayear,
however,thisBrstIPVwasthecentreofonethemost

seriousvaccinesafetyeventsrecorded,theCutterinci-
dent,inwhichinadequateinactivationofthepolio
virusesduringthemanufacturingprocessresultedln
61casesofvaccine-associatedparalyticpoliomyelitis
(VAPP),80familycontactcases,17communitycontact
casesandlldeaths.Followlngthisincident,IPVmanl ユ ･

facturingtechniqueswerernodiBedtoensurecomplete
inactivationandavoidanypotentialriskofin)ecting
livepolioviruses.Thisalsoresllltedinareductionof
theimmunogenicityofIPVpreparations･Inthe1970s
anenhanced-potencyIPV,similarinimmlユnOgenicityto
theorlglnalprodlユCt,replacedthesecondgeneration
IPV.CurrentlyTPVisofferedasanindividualvaccine
aswellaslnVaccinecombinationsforprimaryimmu-

nizationandforboosters.Theavailabledataindicate

thatknOwnadverseeventsfollowingrPVadministered
alonearelimitedtonon-seriousreactions.Localreac-

tions,aSmayOCCllrWithanylnaCtivatedvaccine,are
mostcommon.AdverseeventsduetoIPVadministered
asacombinationwithothervaccinesaredi侃clユ1lto

differentiatefromthoseinducedbytheothervaccines,
e,g.diphtheria+tetanus+wholecellpertussis(DTWP)A
ReviewshavenotdocumentedanyseriollSadverse
eventscallSallyrelatedtoIPV･Further,adoseofIPV
administeredpriortoacourseoforalpoliovirusvac-
cine(OPV)reducestheriskofVAPPcomparedwithan
exclllSivelyOPVseries.

IPVwasintroducedinthechildhoodimmunization

scheduleintheUSAin1997,replacingOPV.Currently,
thereare4licensedvaccinesofwhich1isIPVstand-
alonevaccineand3areincombinationwithothervac-

cines.AnassessmentofAEFIinallagesindicatedthat
mostadverseeventsinVAERSreportedfromりanuary
1999to31December2012werenon-serious.Lessthan

1%ofreportswereForIPVgivenalone.Thevaccines
mostcommonlyco-administeredwithIPVarepneumo-
cocCalconjugate,Haemophz-lusz-Tljluenzaetypeb(Hib),
hepatitisa,diphtheria十tetanuS+acellularpertussis
(DTaP),androtavirusvaccines.Althollgh suddeninfant

deathsyndrome(SIDS)isthemostcommoTllycoded
term fordeathsin infantstorallTPV･containlng
vaccines,theInstituteofMedicinereview(2003)re-

)ectedacausalrelationshipbetweenSIDSandmllltiple
vaccines.5Basedonavailabledata,GACVSisreassured

thatlPVandIPV-containingvaccineshaveanexcellent

safetypro丘le･

5StrattonKeta=nmunizatZonsafetyrevleW.Va〔⊂hationSandsuddenuJleXPeded
deathinhfanq.hstJtlJleofMedklne(lOM).2003

I･epremiervaccinantipoliomy61itiqueagtgmisaupointpar
lonasSalk,apartirdevirussallVageSdelapoliomygliteinactiv虐s
parleformaldghyde･Levaccin antipoliomyilitiqueinactiv占de
Salka占t占testgets'estave'r卓trとsefBcacecontrelapoliomyalite
paralytiqlletorsd'ung18anteSqueeSSaidiniquemenichezdes
enfantsd'agescolaireauxitats-Unisen1954,lequelaet占rapi-
dementsuividerhomologationduproduitetdelamiseen
oeuvredecampagnesdevaccinationdemasseche乞lesenfants
alⅨEtatsIUmis,auCanadaetenEuropeoccidenta le.Toutefois,
moinsd'uneanne'eplus一ard,cepremierVPIagigaucceurde
Pundesplusgraves̀vinementspostvacCinauxJamaissurvenus,
leCutterznczdent,aucollrSdllquelunproc占did'inactivation
inapproprigdllvirusdelapoliomy占liteallCOllrSduprocessus
defabricationaabolユtii61GasdepoliomyillteParalytiqueasso-
cl占eauvaccin(PPEV),80Gascontactsdamslesfamllles,17Gas
contactsdamslacommunautietllde'CとS.Alasuitedecetacci_

dent,1estechniquesdefabricationdllVProntit占modi丘6espour
garantirl'inactivationcomplとteduvirusetiviterquedesvirus
poliomỳlitiquesvivantsplltSSentitreln)eCt6sa1apersonne
vaccine'e.celas'estigalementtraduitparllner占ductiondel'1m-
munogenicit占despreparationsdeVPLDamsle忌anǹes1970,un
VPIaactivit占renforc占e,semblableparsonimmunogenlCitさall
produitorlglnal,aremplacgladeuxi主meg血占ratlOndeVPI.Le
VPIestactuellementpropos占setユlouenassociationavecd'alltreS
vaccinspourlavaccinationprユmaireouderappel.Leadonn占es
disponiblesindiquentquelesmanifestationsindisirablesconnues
dllVPIadministr6seulsontessentiellementdesmanifestations

b血ignes.tls'agitleplussollVentder占actlOnSlocalespouvant
surveniravectoutvaccininactiv占.Lesmanlfestationsindgsi-

rableslorsqueleVPIestadministrienassociationavecd'autres
vaccin≦sontdi既cilesadiffirencierdesmanifestationsindgsi_

rabiesdlleSacesautresvaccins(parexemplelevaccinantldiph-
tirique-anticoqllelucheux-antititanique(DTC)acellules
entiとres).Lesexamensn'ontpaspermisd'obtenirdesinfoTma-
tionssurd'̀ventuellesmanifestationsind6sirablesgravesliges
express血IentauVPI.UnepremitredosedeVPIadministrie
avantlevaccinantipoliomy占1itiqueoral(VPO)r占duitggalement
lerlSquedeca忌dePPAVparcomparaisonaunevaccination
utilisantexclusivementleVPO.

LeVPIa占te'introduitdamsleprogrammedevaccinationinfan-
tileAID:itatsIUnisen1997enremplacementduvpo,Ⅰlexiste
acttユellement4vaccinshomologuis,1'unesttュnVaCCinVPIadmi-
nlStr占seulet3sontdesvaccinsassoci占S.Uneevaluationdes

MAPIindapendammentderageamontr̀ quelaplupartdes
manifestationsind̀sirablesslgnalgesparleVAERSentrele
lcr5anvier1999etle31dさcembre2012n'gtaientFasgraves.Moins
del%desnotificationsconcernaientle∀PTadministriseul.Les

vacclnSle忌plusfr̀quemmentadministr̀SconJointementauVPI
sontlevaccinantipneumococciquecon3'ugui,levaccincontre

Haemophz'tusz'TIPueT7Zaedetypeb(Hib),lesvaccinscontrel'h̀-
patiteB,ladiphtgrie,letitanos,levaccinanticoqueluchelユXaCe1-
lulaire(DTaC)etlesvaccinsantirotavirusIBienquelesyndrome
demoltsubitedunourrisson(MSN)Soilletermeleplus
frgquemmentcod虐pourlegdicとsde nourrissonspollrtonsle且
vaccinscontenantleVPI,1'examenm eneparl'hstituteofMedi-
cinedes査也ts･Unis(2003)are3-et占toutliendecausalitgentrele
syndromedeMSNetplusieursvaccins･5SUElabasedesdonn占es
disponibles,leGACVSeatconvaincu queleVPIetlesvaccins
contenantleVPIprgsententunexcellentpro61d'innocuit占.

SSlrattDnKetallnmunJZatIOnSafetyrevkw●va【⊂1nat10nSandsuddeTlunexpecteddeatHn
lnfancylnsnuteofMedl〔lne.2003
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GACVSwasalsopresentedwith anoverviewofthe
manufacturingProcessOEIPVbyalicensedvaccine
manufacturer,TheComplexitiesofthemanufacturing
processwerenoted,inparticularthemethodsusedto
ensureviruslnaCtlVationandcontainmenttoprevent
accidentalenvironmentalcontamlnatlOn.WHO dLSI

cussedplansforlPVvaccinetechnologytransflertO
emerglngcountryVaccinemanufaCtulerS･GACVSnoted,
glVenthecomplexitiesofthelPVmanuLactuTlngPro-
cess,theimportanceofensunngappropriateteclmlCal
support,trainlngandregulatoryoversighttoIPVvac-
cinemanllfacturers.

ln亡reaSedotturrenCeoffebrileselztJreSWith
aseasor[alinfltlenZaVaCCirle

GACVSreviewedprogressbytheAustrallanTherapeutic
GoodsAdminlStralion(TGA)andthecompanythat
manufacturesFluvax(CSL,Parkville,Victoria,Australia)
atrlValentin飢lenZaVaccine(TIγ)vacclneWhich,in
2010,wasassoclatedwithanlnCreaSedriskoffeverand
febrileselZtUeS,PartlCu】arlyinchildrenaged<5years.̀
Thisresultedlna3-monthsuspensionoftheAnstralian
inauenzavaC⊂lnatlOnprogrammefor⊂hildTen･Subse-
quentinvestigationscon血皿edthatnootherTⅣSwere
associatedwlththisIncreasedr)sk.FluvaヱlSnowCOn-

tralndlCatedinchildrenaged<5yearsandavoidedLn
thoseaged<9years.

ThemanufacturerhasconductedseveralanalyseslnOr-
dertodarifrtheetlOloglCalmechamsm oflnCreaSed
pyrogenldtyofthisspeci丘cvaccinePrOduCt･lmtialand-
1ngSidendiledseveralpossiblecontrlblltingfactorsthat
mayhavetnggeredthereactiontothevaccine･These
factorsindude,inparticular,thepresenceoflargeRNA
fragments,aswellascharacterlStlCSOftheB軒isbane
seedvirusStrainusedlnSeaSOnalinfluenZaVaccinesln

2010thathasagreaterabilitytOmalntalnRNAfragments
duringthemanufacturlngPrOCeSS･GACVSTIOtedthatthe
vi russphttingprocessusedbァCSLdi飽rsfrom thatused
brothertnanufaCturers･ThecompanyInformedGACVS
ofaplanJled.nodi6CationtothevaccinemanufactuTIZlg
processthatwlubelmPlemeLltedLn2014･【tisexpected
thalthismodi丘cationwi1日cadtoareductionorellmlna-

t10nOfthepossiblecontrlbutingfactorsandtherefore
areductionlntheaddllionalpyrogenlCltY.

GACVSrecommendedth8tfurtherstudiesbeunder･

takenillhealthyadult(non-pregnant)sub)ectstoascer-
talntheimpactoftheTleW n】anuFActurit18Process,
particularlyonsafetyoftheproducl･Onceshowntobe
safelnth∫sgroup,山esafetyotFluvaZ m pregnant
womenwillneedtobcassessed.GACVSconcurredwith

TGA'sdecISlDntO COntraindicatetheuseofthepresent
CSLvacclnelnChlldrenaged<5years.Thecommittee
alsotooknoteofmeasuresmandatedbyTGAtoreduce
inadvertentvacClnation,whichhaveincludedanum ber

ofprogrammatlCmeasuresmdudingpackagelabelllng･
GACVSnotedtheseeventsillustratetheImportanceOf
post-1ic亡nSurebrand-speci丘Csafetyst-eilhncewhlCh

■ieeNo29.2013,pp.301-312

UnexposdduprocessusdefabricationduVPIadt̀prisent̀
auGACVSparlefabrlCantd'unvacclnhomologu占･LeComitさ
anotelacomplexltdduproc占dさdefabrication,enparticulier
desmさthOdesutilis̀espourgarantirl'inactivatlOnetl'endigue-
mentduylruSa丘ndepr盲venlrunè ventuellecontamlnation
emrcnnementaleaccidentelle.L'OMSadebattudesproJetsde

transfertdetechnologieduvac⊂lnVPIauxfabricantsdevaccins
despays̀mergeants,LeGACVSanot̀que,comptetenudela
complezit̀duproc一d占defabrlCationduVPい lLnPOrtaltde
garantirtinSOlユtienteclmlque,uneformationetunesuper-
visionrdglementaireapproprl̀sauxfabricantsdevaccinsanti-
poliomyさ11tiquesinactivjs.

AugrnentationdestonvulsioIISfebrilesapr由
1'administrationdevaCdrtsくOr-IrelagrlPPeSaisotlnlもre

LeGACVSaexamlnilesprogrとsriallSさsdansl'enquitemen占e
parlesautorit̀sder占glementatlOnauStraliennes(Anstralian
TherapeuticGoodsAdmLnistrat10n-TGA)etl'entreprlSequi
fabriqlユeleFluvax(CSL-Parkville,Victorla,Anstralie),un Vaccln
trivalentcontrelagrlPPequ.,en2010,a占t占associ占aunrlSque
accrude鮎vreetdeconvulsions,enpartlCuliercheユleaenfants
会g占sde<5ans･lL7Austraueavailenconsequencesuspendupour

uJleper10dede3moISleprogrammedevacciz)ationdesenfants
coDtre18grlPPe.LesenquitesulterleureSOntCO血 mさqu'aucun
ButteVaCCintrivalentcontrelagrlPPen'italtaSSOCl̀ acerlSque
accm Le FluvaxestddsormalScentre-1ndiqu占chezlesenfants
ag舌sde<5ansetdoitgtreivitdchezceuxag舌sde<9ans･

LefabrlCantamendplusleurSanalysesa且ndeprjciserlemeca-
nlSmeet1010glquedelapyrogさnlCltさaccruedeceprodultVaCCi-
nalspici丘que.Lesconclus10nSmltialesomtdjcelさplusleurS

facteursayant.pud占dencherlar由ctlOnauV&Cdn･Parmices
facteurs丘gurent,notamment,lapresencedelaTgeSfragments
d'ARN,aiJISlqllelescaractjrlStiquesdelasouchevlraleBBris-
baneutlllS̀edanslesvacCinscontrelagrlPPeSaisonnlむeen
2010qulPrさsentetlnePlusgrandecapacit̀ aconserverdes
fragmentsd'ARNaucoursduprocさd̀defabrication･LeGACVS
anot占queleprocさdjdefragmentationdesvirusutillSさparle
CSLdiLreredecelullltillSgpard'autresfabrlCantS･L'entreprise
alnform占leComltjqu'ilitaitpr占yudemodi五erleproCdd̀ de
fabrica110nduvaCcLnaCOmPterde2014･Onescoznptequecette
modi丘cationCondulraaOner̀ductionvoileal'jliminat10ndes

facteurssuppos̀scontribuerと1apyrogdnlCitさaccrueetpar
cons一quen【,とuntr̀ductlOndeceue-cl･

LeGACVSarecommandiquedese'ttldesplusapprofondies
solentmen占eschezdessuJetsadultes(saulche乙lesfemmes
enceintes)en bonne santさ a血 de con血mer l'inpact
dunouveauproc占d̀ defabrlCatlOnetSurtOtlt,1'innocuit占dll
produit.Unefoisquel'lnnOCult̀duproduitatlra t̀さav占r占e
pourcegroupe,llseranjcessalred'jvaluerl'lnnOCuit占dll
Fluvaxche2lesfemmesencelnteS.LeGACVSaapprouvさlad占ci-
siondesautorit̀SaustrallenneSCOnCernantlacontre-indication

del'utilisationderactuelvacclndeCSLcheヱlesenfantsag占s
de<5ans.LeCoznit占aegalementPTISnotedesmesurespres-
critesparlesTGAa也 derさduirelavaccinationpar inadver-
tanCe,paTmilesquelles丘gurentuncertainnombredemesures
programmatiquesdontl'itiqlletagedesetnballages･Le GACVS

IvoILTN'29.2013,押3011312
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presentspartlCularchallengeswith seasonalinAuenza
Vaccines.

LJpdateonintussusCeptionfouowillgrOtaVirus
vaccineadmirlistration

GACVSlastreviewedthesafetypro丘1eofRotateqand
RotarixvaccinesduringitsDecember2011meeting.7At
thattime,也ecommitteecondlldedthatbothvaccines

hadagoodsafetypro丘Ie,blltthattheymaybeassociated
withanincreased(upto6-fold)riskofintussusception
afterthe丘rstdoseofvaccineinsomepopulations.Dur-

ingthecurrentmeeting,newdata負.omAustraliaand血e
USAwerereviewedinordertoupdatetheassessmentof

lntuSSuSCePtionriskrelatedtobothvaccines.

InAustralia,arecentlypublishedstudyofintussuscep-
tioncasesidenti点edfrom nationalhospitalizationda-
tabases,Supplementedbyactivehospital-basedsurveil-
lancefromJuly2007throl鳩hTune2010,wasreviewed.8
AsbothVaccinesareavailableinthecountry,thestudy
allowedestimationofproduct-speciacrisksofintus-
susception.FindingsweresimilarforbothvacciTleS,
sl18geStingthatasignihcantriskofintussusception
existsafterthe丘rstandseconddoseofbothvaccines.

Theaveragevaccine-attributableriskforintussuscep-
tion,basedontheestimatedrelativeincidencelnthe

1-21daysafterdose1andthe1-7daysafterdose2,
wasestimatedtobe5.6additionalcasesper100000vac-
cinatedinfants.

IntheUSA,dataareavailablefrom thespontaneous
reportingsystemforvaccinesafbty(VAERS),aswellas
from2distinctvaccinesafetymonltOringsystemsthat
allow forcohortstudydesigns:theVaccineSafety
Datalink(VSD)andthePosトIiCensureRapidlmmllni乙a-

tionSafetyMonitoringsystem (PRISM)･VSDisanet-
workoflinl(eddatabases,involving9integratedhealth-
caredeliveryInstitutions,whilstPRISMisasentinel-like

system usingclaimsdatafrom nationalhealthinsur-
ancecompanies.VAERSdatashowedthatforRotateq,
from2006to2012,584conarmedcasesofintussuscep-
tionwerereportedfor47mi11iondosesdistributed.
Aclusterofcaseswasobservedbetweendays3and
6afterdoses1and2.ForRotarix,66confirmedintllS-

susceptioncaseswerereportedfor714mi11iondoses
distribllted.TheVSDanalysesidentはedasmallclllSter
ofCasesfollowingRotarix,with 6casesofintussuscep-
tionfor200000dosesadministeredJncontrast,nosuch

clusterwasfoundwithRotateq,with8intllSSuSCePtion
casesidentiaed(4eachafterdose1anddose3)for

1.3mi11iondosesadministered.ThePRISMdatasuggest
thatRotateqlSalsoassociatedwithclustersofintus-

susceptioncaseswithanattributableriskofapproxi一

mately1caseper100000doseswhilstthenumberof
casesiscurrentlytoosmalltoallowcalculationofan
attriblltableriskforRotarix,

GACVSacknowledgedthatthe丘ndingsfromboth coun-

triestendtoconarm ariskofintussusceptionfollow m g

7 SeeNo6.2012,pp.54-56
8 ⊂arllnJEletar(lFnlnEedDis.2013;57●1427-34.

a noteqllCCeS manifestations illllStrentl'importancede la

surveillancede la sicuritgsp占ci丘qtlealⅨmarqueSaPrとsl'ho-

mologation,qulPOSEde忌d̀負sparticulierslorsqu)ils'agitdes

vaccinssaisonnierscontrelagrlPPe.

A(tualisationdesdonn由ssurl'invaginationaFIr由
l'administrationdrumva(tinantirotavirus

LeGACVSaproc占dgpourladerniとrefo主sa1'examendupro鮎
d'innocuitidesvacclnSRotateqetRotarixaucoursdelar占union
dedecembre2011.7LeComitiavai一alorsconchquele≦2vaccins

avaientlュnbonpro丘ld'innoclliti,ma主spollVaientitreassociis
aunrisqueaccru(pollVantgtremultipli占par6)d'invagination
aprとslapremieredosedevaccindanscertainespoplllations.Au
coursdelapr占sentereunion,denouvellesdonniesenprove-
nanced'Australieetdes豆tats-Unisontitsexamiǹesa丘nd'ac_

tualiserl'ivaluationdurisqued'invaglnationli占aux2vaccins.

PourPAustralie,Patudeexaminele8estl'itudepubliさer占cem-
mentsurlesc-asd'invaglnationrecensesapartirdesbasesde
donnjesd'hospitalisationauniveaunational,quia占t占compl占-
t占eparunesllrVeillanceactivedamslesitablissementshospi-
taliers,meǹede)-uillet2007aJuin2010.宜tantdonngqueles
2vaccinssontdisponiblesdanslepays,1'̀tudeapermisune
estimationdesrisqlleSd'lnVaglnationspe'Cはquesauprodult.
Lesconclusionsontit占semblablespourle合2vaccins,stlggerant
qu'un risquesignはcatifd'invaglnationexisteaprとslapremiとre
etladeuxiとmedosedes2vaccins･OnestimeqllelerlSque
moyend'invaglnatlOnattrlbuablealユVaCCin,bas占surPestima-
tiondel'incidencerelativeentrelespremieret2lCjoursaゃres
ladose1etlespremieretSeptiとmeJoursaprとsladose2,est
de5,6Gassuppl̀mentalreSpour100000notlrrissonsvacciǹS.

Aは itats-Unis,lesdonngessontissuesdusystとmedenoti丘Cation

desmanifestationspostvaccinalesind占sirables(VAERS),ainsiquede
2syst主mesdesuividelasicurit占vaccinaledistinctsqulPermettent
dergaliserdes占tudesdecohorte:leVaccineSafetyDatalink(VSD)

etlePost-1icensureRapidImmunizationSafetyMonitoringsystem
(PRISM).VSDestunrさseatldebasesdedonnaesreli占esentreelles,
auquelparticIPent9itablissementsdeprestationdes°insintigres,
tandisquePRISM estunsystとmedetypesentinelleutuisantles
compagniesd'assllranCemaladienationalesquifournissentdes
donǹesrelativesalはdemaTldesd'indemnisation.Lesdonn占esall

VAERSmontraientque,pourleRotateq,de2006あ2012,584Gas

confirmisd'invaglnationontitislgnalissuruntotalde47mluions
dedosesdistriblユies.OnobservTeunegrapPedeGasentrelestroi-

sihneetsixiとmeIoursaprとslesdoses1et2･PourleRotaTix,66Gas
con丘rmisd'invaginationontit占noLi丘issupuntotalde7,4mi11ions
dedosesdistribuさes.LesanalysesmeniesparVSDontrecens占une
grappedeGassurvenusaprとsl'administrationduRotarix,surun
petitT10mbrelimitsi6Gasd'invaglnationpour200000dosesadmi-

nistries.Al'inverse,aucunegrappedeGasdecetypen'aptlitre
constatgeavecleRotateqsurles8Gasd'invaginationrecensgs

(4aprとsladose1etladose3)pour1,3miluondedosesadministraes.
LesdonniesdePRISMsuggもrentqueleRotateqest6galementasso-

ci占adesgrappesdeGasd7i-ⅣaglnationaveclュnrlSqueattribuable
d'environ1Gaspour100000doses,tandisquelenombredeca忌eat
actuellementtropfaiblepourpermettreuncalculdurlSqueattri-
bllableparleRotarix･
LeGACVSaprlSnotedesconclusionsdes2paysqllitendent
acon丘rmerunrisqued'invaginationsuiteとl'administration

7VDlrNe6.2012,pp54-56
8 CarEIEtJt】etalClnInfectDig2013;57●1427･34.
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adminlStrationofboth vaccines,lnPartlCularduring
thCかst7daysfollowinga丘rstdo se･Thecommlttee
notedthatattributableriskestimatesvaryacrossstud-

ies･ThisznlghtreAectdifferencesinthebackground
rateoflntuSSuSCePtion (estimatedtobedoubleLn
AustraliacomparedtotheUSA)butcouldalsore8ect

sampllnguncertaintyln allavailableestimatesand
llmltationsofthesurveillancesystemsthatleadtosome
uncontrouedblaSeS(e.g.dlfferencesindlagnOStlCtests
andcasede丘nitionsindifferentsettings).Overau,the
丘ndingsremalnreassuringthattheriskofintussuscep-
tionfollowingCurrentrotanTuSVaCClneSremalnSSmall

comparedtothebene丘tsofpreventingtheimpactof
severedlarrhoea.GIVenPOSSlblepopulationdlJrerences
inriskofintussusception,itlSimportantthatrotaviruS
vaccineintrodllCtioninotherpartsoftheworldbe

accon panledbysimilaractiveintussusceptlOnSuTVelll
lance studies togetherwith rotaviTaldisease SuT-
vei皿ancesothatthebene丘tsandrlSkscanbeascer-
tainedwlthrelevantevidence.

Hurrlanpapmon avh svaCChessafety(NPV)

GACVSreviewedevidencerelatedtoautoinnunedisease

andtheHPV,wlthafocusoz)multiplesderosIS(MS).The
lastreviewWasCOnductedLnTune2013,whentheCom-

mitteereviewedupdateddatafrom theUSA,Australia,
Japan,andthemanufacturersofCervarix(GlaxoS.nlth-
m ne)andGardasil(MerCk).With >175mi山ondoses

distrlbutedworldwideandmorecountriesofferingthe
vaccinethroughnatlOnalimm u血ationprogram es,the
Committeeconllnuedtobereassuredbythesafetypr0-
61eoftheavailableproductsSeriousadverseeventsthat
havebeenreportedaspotentialsignalshavebeenInves-
tigatedlnmoredetailandwerenotconArmed,hclt･ding
GuiJlaul-Barr̀syndrome,Seizures,stroke,venousthrom-

boembolism,anaphylads andotheral]erglC reactions.
SuryeilhnceofpregnancyoutcomesaJnOngWOZnenin-
adyertentlyvacclnatedduringpregnancァthrough spon-
taneousreportsandreglStTleShasnotdetectedanyad-
verseoutcomesaboveexpectedrates.

WhilesuryeiHanCedataandepldemlOloglCStudieson
HPVvaccinehaveremainedreassurlng,allegationshave
contmuedtosurflaCeinthemedlaandelsewhereabollt

thesafetyofthevacclne.EpidemiOlogicstudiesbefore
andafterllCenSureShowednoIncreasedriskofautoLm-

munedisease,lndudlngMS.Sincetheintroductionof
HPVvaccines,SuchdlSeaSeShavebeenunderparticu-

larlycarefullnYeStigat】onglVenthelrCOrreSPOndingly
highage-speC1丘cbackgrollJldincidence･'･1hII

lSkgTbt⊂んAutolrnmlJnedlJSeおtH ftHadolesoビーtOradlJhlnmLInLZatJql,Wbt
如ouFdwe叩 dTCMAJ2007Now20.177(ll)1352J

IOsq rBtCA,LewJSEN.EskAniEyansSIBLadSRHuJTlaJIPFHlkNTlaVYIJihITlunト
zabnnadckに州t的dycungadJrtS;a(0̂αt叫 1DIrruSnteWhateyents
m帥 bem紬 bn～adveTStreadw iPedJannfedE)lSJ.2007Now;26111)9791
84

H〔arI血iT,etalHurTlanPaPl"onaV】rusmrTIUn朋 tlOnOfadolesCentglrlsandaT7tl･
叩atedTefX)TTn90flmmune一medlatedadverseeventsVaCone2009May
14.･ヱ7(ZZ)2954･8

des2vacclnS,enPartlCullerauCOllrSdes7premi ers)ours

suivantunepremiむedosevaccinale･LeComitdnotequeles
estimationsrelativesaur15queattrlbuablevarientd'ule t̀ude
al'autre.cesvarlationspeuventltrelereactdedifFかences

dansletau王d'invaginatlOnderefirence(2foispluse'leỳ en
Australiequ'au3(壬tatsIUnis),matspeuventausslre耶terdes
lnCertitlldesli占esil'̀chantillonnagepourl'ensembledesesti-

mationsdisponiblesainsiqueleslimlteSdessystとmesde
surveillancequlCOndulSentaCertainsblalSnOnmaitrlS̀S(par
eZempledesdL耶rencesdamslestestsdediagnosticetlesd盲か
nitionsdesGasd'unlieuil'autT e).D'uJlemaniとregさnfrale,Its
conclusionsrestentrassurantes,conhmantquelerisqued'h-

vaglnationdAauzvaccinsantlrOtaVirusactuelsrestsfaiblepar
comparalSOnauXaVantageSdelapr占ventlOndeladiarrh占e
sさVむeetdesesconsequences.Comptetenudesdl鮎rences
posslblesdamslerisqued'lnVaglnatlOnauSelndespopulatlOnS,
ilestimportantqllel'izltrOdllCtlOnduvacclnantirotavirusdams

d'autrespartiesduJnOndesoitAccompagnさed'̀tudessetnblables
desurveillanceactlVedel'invaglnationetd'uIleSllrVeillance
desmaladleSirotavirusdefa与OnaCeqlledesさljments

probantspermettentd'e'valuerlesavarLtageSetlesrlSqtユeS･

lrnocuit卓desva(dnsCorLtrelepapilJomavirLJShumain
tPVH)

Le GACVSaezannileらdonnさesfactueuesll一esauxmaladies

auto-1mmtmeSetaIavaccJnationpa一1evaccincontrelePVH.Le
dernlereエamendecesvaccinsavaltjtjeffectujenJuin2013,
lorsqueleComlt占avaitexamlnilesdonndesactuallSe'esprovenant
desitats-UnlS,del'Australie,duJaponetdesfabrlCantSduCerva-
riェ(GlaxoSmlthh e)etdtlGatdasil(MerCk).Ayec>175mnlions

dedosesdlStriblliesdanslemondeetdaYantagedepayspropo-

santlavaccmationparl'interm d̀lairedesprogrammesdevacd-
natlOnnatlOnauちleComit占con血ueaseJnOntrerSatlSfaltdu

profild'mnoclユitさdesproduitsdisponlbles.Leimanifestations
lnd占sLrablesgravesqu10ntit占notl鮎esentantqlleSlgneSd'alerte
potentlelsontfaltl'obJetd'enqu如espltlS8PPrOfond.esetn'ontFas
さt占conLim 占es,qu'ns'aglSSedusyndromedeGuiuain-Barre,de
convtilslOnS,d'AyC,dethTOmbO-etnbolieveiJleuSe,d'anaphylazie
oud'alltTeSriaCtionsallerglqlJeS.LasurveulaJICedesissuesdela
grossesseche乞1esFemmesvacclniesparLnadyertance,qulait占
eifectuieparunenot.丘catlOnSPOntan占eouexamendesreglStreS,
n'aFaspermlSderecenserdesIssuesd的vorables811antau-dela
destallXeSCOmPt̀S.

BュenqueItsdonnjesdesuryeillaIICeetItsjtudcs≠pidjm1010-
glqueSCOnCernantlevaccinantl-PaPil】omavirusrestentrassu-
rantes,des811占gat10nSme【tantendoutel'1nnOCuitjduvacch
continuentiitrerelayeesparlesmさdlaSnOtamment.Les仙 des

dpidimiologlqlleSmeniesavantetaprとsl'homologationn'ont
montriaucun rlSqueaCCru demaladieauto-1mmune,YCOmPrlS
descldroseenplaques.Cependant,depuLSl'lntrOdllCtiondu

vacclnCOntrelePV札cesmaladiesfontl'objetd'enquさtesparti-
C山iむementapprofondleSCOmPtetenude)Curincidencede

fondelev̀edanslatranched'まgecorrespondante.'･10･II

ISlegrIStCA.AtJtENJTlrTltJned雌 5afteradokw tqadultLrTlnuJlb tJOnWhatihouklwe
exped?CNAJZO07NwZC.177(ll)1352■

I.slegistCA,LtwISEAl,ESbblとvzniS日日adSBLHurTli"阿IJlqnay- 'mnunLZatknn
aJolej･2nlarKlyouTgadJrtSaCOhがIstLldytoiIIuShtewhateventsrrlqhtbem捗bkenfcr
adyヴitTeさ〔tKIFliPedla甘1TIIedDISl1007Now;6111)979･弘

llCallrbsT.etaIHumanpapI"OmavIrUSlrnmunlSalIOnOfadoles⊂entglrbandantL叩atedrepor-
tlngOIrTTlrTlune-medlatedadVeneeventsVa∝lne.2009May14.27(22)2954-8
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Examplesofsuchstudiesincludearegister-based
cohortstudyinSwedenandFinlandthatincluded
almost1milliongirlsaged10-17years,amongwhom
almost30000OwerevaccinatedagainstHPV.lZThestudy
investigatedwhethervaccinationwasassociatedwith
an increasedriskofautoinmune,neurologlCalor
thromboembolicevents.Thestudyresultsdidnotshow
evidenceofa叩 aSSOCiationbetweene耳POSuretOHPV
vaccineandautoimmune, neurological･andvenLOuS
thromboernbolicadverseevents.

IntheUSA,anobservationalstudyinvolvingalmost
200000glrlsandyoungwomenwhohadreceivedatleast
1doseofHPVvaccinefoundnoincreasedincidenceof

16investigatedalltOimmllnediseasesinthevaccinated
comparedtothenon-vaccinatedgroup.13Theincidence
ofMSin血evaccinatedcohort,forexample,wasnot
signi丘cantlyhigherthanthenon-vaccinatedcohort(in-
cidencerateratio1.37,95%con丘denceinterva l0.74-3,20).
hathirdstudy,apooledanalysisofdatafromllclini-
caltrialsinvolvingnearly30000participantsaged
>10years,ofwhich16142receivedatleast1doseof
Cervarixand13811receivedeitheraplacebo'containlng
aluminiumhydroxideor1of2differenthepatitisAvac-
cines.ⅣOincreasedriskfortheonsetofautoimmune
diseasesafteradministrationofCervarixwasobserved

incomparisontothecontrolgrotlP･14

Thecommitteewasprovidedwithanoverviewofcases
thatwerethesllbjectofconcerninFrance.Thesein-
cllldedonecasecfMSthathadbeenajudicatedbya
FrenchRegionalCommissionforConciliationandCom-
pensation.Another14CasesofMSwerereported
throlユghreglOnalpharmacovlgilancecentresandlorthe
manufacturerstotheEuropeanMedicinesAgency.
All15caseshadbeenclassi丘edasbeingof"doubtful"
causality,accordingtotheFrenchgradingsystem.Tn
addition,theoverviewfromFranceincludedresl山sof
acohortstlldyinvolving2mi11iongirlsaged12-16
showingalackofincreaseinhospitalizationratesfor
autoimmunediseasesamongthosewhoreceivedthe
HPVvaccine(2.1/10000patients/year)comparedto
thosewhodidnot(2.09/10000patientslyear).

Insummary,GACVSwaspresentedwithaseriesof
casesofadverseeventsfollowlngadministration
oftheHPVvaccine.Mllltiplestudieshavedemon-
stratednoincreaseinriskofautoimmunediseases,
includingMS,amonggirlswhohavereceivedrlPV
vaccinecomparedtothosewhohavenot.TheCom-
mitteeremainsreassuredbythesafetyprofileofthe
vaccine,butnotedtheimportanceofcontinuedsur-
veillanceandepidemiologLcalinvestigationwithan
emphasisonthecollectionofhighqualitydata;such
dataareessentialforinterpretionofanyadverse
eventswhichnlaYoccurfollowingvaccination.Alle-

12Amheim･DaMstromLelalAulolmmurLe,neUrOlogl亡al.andvenousthrorTlboembO-
IIcadverseeV印tSa鮎rhnunlsat10nOfadoFes〔entglrZswi【hqtJadrivalenthrrLi3n
p叩川口navirusvacClJlehDernlaTkandSweden:【ロhortstudy.BMJ.20130【tg;347

1'⊂haD⊂etar.SMVeJlJaTl【eOfautoimmuneCondhbnsforZowlngrolJtineuseofqua･
drivalentTlumanPaPllrDmaVirusva【dn巳川lterJIMad.2012Feb..271(2):19〕･203

14DEB(.anlPSD･etal.Safelyofhumanpap■t!omavJrUS(HPVト16J18ASO4･adJuVanted
va〔〔lnefor〔ervICalcancerprevent加:apooledanalysisofll⊂EnlcaltrialsHum
Va⊂ClJl.2009May,5(5):332･LI0.

Parmi lesexemplesdecesitudes点g11rellneさtudedecohorte
bas虐esuplesregistresmenieenSuとdeetenFinlande,qula
portssurprとsdelmillionde)eunesfillesagiesdelOa17ans,
che之lesquellespresque300000ontgt占vacciniescontrele
PVH.12L'itudearecherch占silavaccinationitaitassocìeaun

risqueaccrudemanifestationsalltO-immunes,neurologlqueS
ollthromboemboliques･Lesre'Sultatsdel'gtuden'ontapporti
aucun占1̀mentprobantと1'appuidel'associationentrel'expo-
sitionalユVaCCinanti･PVHetleamanifestationsinde'sirables

prenantlaformedemaladiesauto-immunes,neuTOloglqueSO†l
thromboemboliquesveinellSeS･

AtDlitats-Unis,une紬ded'observationimpliquantprとsde200000
)eunesallesetjeunesfemmesqulaVaientrequaumoins1dose
devaccinanti-PVrln'aconstatiaucuneaugmentationdel'inci-
dencedes16maladiesauto-immlユneSTeCherchieschezlee

personnesvacCiniesparcomparaisonaugroupedespersonnes

nonvacdne'es,13L'incidencedelascliroseenplaquesdamsla
cohortevaccinie,parexemple,n'itaitFasnettementplusimpor-
tantequedanslacohorteRonvaccinie(ratiodutatHd'incidence:
1,37,intervalledecon鮎ncede95%:0,74a3,20).Damstnetroi-
siとmeitude,unemgta-analysededonn占esprovenantdellessais
diniquesincluaTltprとsde30000participants邑gisde>10ans,dont
16142avaientre叩aumOinsunedoseduCervarixet13811avaient
re9uSOitunplacebocontenantunhydroxyded'aluminiumsoi一
1des2difFirentsvaccinscontrel'h̀patiteA,aucunrisqueaCCru
d'apparitiond'unemaladieautoimmuneaprとsl'administration
duCervarixn'ait占observiparcomparaisonaugroupecontr6le.14

UnexposedesGasqulOntSOulevidescraintesenFranceaitg
presentsauComitとParmi ceuxICi丘guraitlュnGasdesclirose
enplaquesqulaヂaitl'obietd'uned占cisiond'uneCOmmission
r̀gionalefran甲isedeconciliationetd'indemnisation･Quatorze
autresGasdescl女oseenplaquesonH t̀signal̀sparl'inter-
m占diairedescentresreglOnauXdepharmacovlgllanceet/oudes
fabricantsal'Agenceeuropeennede忌M占diCaments.Les15Gas
avaient占ticlass由 commepresentantunliendecausaliti
く(doutetm'selonlesys縫medeclassement負･an甲is.Enolltre,la
synthとsepr占sent̀eparlaFrancecomprenaitlesrisultatsd'une
atudedecohorteportantsur2millionsde)'eunes丘llesagges
de12a16ans,montrantl'absenced'al鳩mentationdestau又
d'hospitalisationpourle忌maladiesauto-immllneSParmi Celles
qul aValent reCu le vaccin anti-paplllomavirus
(2,1110000patientesparan)parcomparaisonacellesqui
n'avaientFasresudevaccin(2,09/10000patientesparan).

Enrisum̀ ,unes̀riedeGasdemanifestationsind占sirablessuite

l'administrationduPVna占tipresent占eauComit̀･Demultiples
gtudesn'ontd̀montr6auc-1neaugmentationdurisquedemala-
diesautoimmunes,ycomprisdesdiroseenplaques,parmiles
)eunesaIlesayantreculevaccin contrelePVHhmainpar
comparaisonacellesqulnel'avaientpasresu･LeComit̀conti-
nueagtresatisfaitdupro員ld'innocuitiduvaccln,ma主snote
qu'ilestimportantdepoursuivrelasurveillanceetlesenquites
ipldさmiologlqueSenmettantl'accentsurlacollectededonne'es
desrandeqllalit6;deモellesdonniessontindispensablespour
interpriterleimanifestationsindisirablesquiseprodllisenti
lasuitedelavaccination･Les alle'gationsdedommagesdu≦

IZAmheirn･Dahlslr8r71L.etaI.AIJtO】mmUne-neurOr吋〔al.andvenousth柑Tnboenlboll〔adverse
eVentsafterlmmunlsatlOnOfadoles〔erltgirkwithquadrLValenthumanpaptZlomavimSVa【〔me
lTtDenmarkandSweden:(ohortstudy.BMJ.20130亡t9,'347.

1}Chao亡etaL.Surve日an〔eofautohmune【onditloTISfo‡lowlngrOutlnEUseOfquadriva(ent
hurnanI)aPllbmavhsvadneJ lntem川ed.2012Feb;271(211193･203.

I-DescampsD･etal･Safetyofhumanpap-lEom.av'ru5(HPV)116/柑ASOq･adJuVaRtedVa⊂亡Inefor
CeNkalCanCerprevent帆apo81巳danalySlSOfllEnnl〔artrblsHunVaccln2009May,
5(5)･332･札

RELEVEEPZDEMlOLOGlQUEHEBDOMADAIEtE,No7.14FEvRIER2014

21



gations ofharmduetovaccinationbasedonincom- alavacCinationreposantsurdesinformationsincomplとtes
pletein formatiozlmayleadto-unne cessaryharm peuventconduireadesdommagesinlltileslorsquedesvaccins

VaCChesafetymonitorhgmanua一

Thereisaneedforaglobalmanualthataddressesthe
basicConceptsofvacclneSafetysurveillance.GACVS
reviewedadraftdocumentbasedonarecentpublica-

tion15bytheWtIORegionalOLBcefortheWestern
Pacl丘C.GACVSadvISedthattheglobalversionshould

bedesignedprlmarilyforimmunkatlOnProgramme
managers(atalHeve】S)andforregulatoryauthorlty
sta氏Suchamanualshouldfocusonthegeneralprln-

cIPles ofimmunlZation,AEFldetection,reporting,
investigation,analysisandfollow-upactivities,ItlS
essentlaltoprovideguldanCeonthesystemsandfunc-

tionsrequlredofAEFTsurveillance,andthechannelsof
communlCat10nOfsafetydata,asweuasincludingsam-
pleformsthatCanbeadaptedbymdivldualcountrleS.

ItlSImportanttOnOtethatthemanualshouldnotbe
e山一auStlVeWi山respeCHoallvacclneSafetymonltOrlllg

prlnCIPlesandmethods･Ttshould,however,provide
linkslotheappropriatereferencesandmatenals.For
example,thenewcausalityassessmentclasslbca【ionen-
dorsedbyGACVSisdescribedinanothermanualllthat,
althoughdesignedasareferenceforexpertrevleWCOm-
mitteemembers,canservetosupplementthechapter

lnthegeneraldocument･ThenewJnanualshould,there-
fore,limititscontenHoanexplanationoftheneedfor

andbasicprlnCIPIesoEcallSaJityassessmentandwhat
lSthepurpose,generalprlnCIPlesandoutcomesofcau-
salityassessment,withoutadvancedteChnlCaldiscus-
sion,Linkstoperiodicallyupdatede-documentssuch
astheABFIratesheets17willbemorehelphlthanin-

corporatingthem lntO themainteェtofthemanual
whichcouldquicklybecomeoutdated.

TlleCOmmtteealsoadⅥSedonsomeImportantaspects
tobeaddressedinthemanual.Itshoulddescribethe

generalstructureOEanAEFTsurveillancesystem ThlS
includesinpartlCularalocusonrelationshipsbetween
imzzluni2,ationprogratnTr"Sandregulatoryagencles,It
shouldalsostressthelmPOrtanCeOfyacCinesafetycom-

municationtotheCOmmurLltY,tOdedsionmakersand

toalllevelsofimmuniLatlOZlServices･Withrespectto
clinical lnterVentions oT recommended dlagnOStic

methodsforspecl丘cAEFr,GACVSadvISedthatthe
manualshouldfocusongeneralprinciples,glVenthe

dlVerSityofcurrentcllnicalpractlCeSandhealth-care
resources,However,themanualshouldincludegeneric
formsforuseinsurveillanceofyaccinesafetyandin-

vestigationoEserlOuSABFl･LikewISe,ltShouldprovide
accessto払econtentofthealde-memoiresonAEFI

investigation18andcausalltyaSSeSSment･19■

'sJrTlmLJrIkatNXISa†叫SUrYeubnαgvkklrleSformnUTlLZatWIPTOgranmtm-rla･
gtfS仰iqVeI"UICeOfadvent ㈹ LsfDlb〝れghrnunEEatjm (Sw dEditNn)
Work川ea仙Or9aJIFZa叫 WestrnPadTKRegbTI.2013

'̀seehtlp仙 who.nUvm UaletyJTNbrKa1㍍ISIgvLaHeflUen̂ndexhtmI

"Seehttp仙 wholntN∝〔lnUafe付加rbtTV血 血ルa(dnfDdleetS/eTdLJl血 html
l'Seehttp/N州WVJhoJnuva∝lne}afety/publkatbhSIAEFLlnv缶tbatiEn_AldLMe-

r710lTelFKIf
17SeehttpJJvNNJWhon小… LSaIety/JXJblKatkns/AtFlJkk_mEmO化FKtF

Marlueldesuivldel'hnocuFt占desvaCdns

出estnさcessalrededisposer,aunlVeaumOndial,d'unmanllel
quitraitedesprincIPeSeSSentlelsdelasurveillancedel'lnnO-
cuit̀vacclnale.LeGACVSaexamlǹ unpro)etdedocument

basさsurunepubllCationr壱cente15duBureaur̀gionalOMSdll
Pacl丘queoccldental.LeComltさarecoznmand̀ quelavers10n

moJldiales°itconcueenpremierlieupourlesadmlmStrateurS
deprogrammedevacdnation(iIouslesniveaux)etpourles

autorit占scharg占esdelarislementatlOn･Untelmanueldoltitre
ax̀ SurItsprlnClpeSgenerauXdelavacclnation,led占pistage
desMAPl,lanoti丘catlOn,lesenquetes,1'analyseetlesactlVLt̀s
desulVl.llest.IndispensabledefotLrnirdesorientationsSurleg
fonctionsetsyst主m esrequlSpourlasurveillancedesMAPI,et
】escircuitsdecomrnunicatlOndesdonnさesrelativesal'lnnO-

Cuiti,alnSiquedefournkdesformlllalreStypesqulPuissent
acreadaptさsparle≦diEferentspays.

IlestImportantdenolerquelemanuelnedoitFaseireeXhaus-

【ifs'aglSSantdel'ensembledesprlnCIPeSetmJthodesdesuivi
del'lnJIOCuitjvacclnale.lldolttoutefoisfouTniTdesliensvets

Itsouti]sder占托ren⊂eetdocumentsapproprlさS･Ainsl,le
nouveaudassementd'さvalual10ndelaCausalltさapprouvepar

leGACVSestdさcritdamsunautrenanuell̀qul,blenqlleCOn9u
commeunoutllder占firencepollrlesmembresduComlte
d'experts,peutpermettredecompletercechapltredudocu-
mentg占njral.LenouveaumanueldoltPar COnSequentSelinlter
danssoncontenuauneexplIcatlOndelanさcessltさetdesprm -

cIPeSdebasedere'valuationde】aCausalit占,ainslquedeson
but,SesprlnCIPeSgenerauXetSeSrjsultats,pour】alSSerdecat占
ItsdisclユSSionstechniquespluspoussjes.IIserapillsutilede
fournirdesliensversdesdocuments̀lectronlqueStelsqueIts
氏chesd'informationsurlestau∑deMAPI17qulSerOntpir10dl-

quem entmisesijourplut6tquedelesiz]tjgrerdamslecorps
dumanud,aurlSquequ'ellessolentraPidementobsolとtes.

LeComit一a占galementdonnとdescoTISeilssurcertainsaspects
･mportantsquldevTOntitreabord占sdamslemanuel･Ildevra
alnSldecrlrelastructureginiraled'unsysthnedesurvelllance
desMAPl,IlConvlentalnSldemettrel'accenLSUTlesllenSentre

lesprogrammesdevacclnat10netlesorganlSmeSdereglemen-
tat10n.lldolHga)ementscullgnerl'importancedelacommu-
nlCatlOnfurl'lnnOCultさVaccinaleauprkdelacommtlnauti,des
respozISab】espolitlqueSetiIouslesnlVeatudesservicesdevacd-

nation.S'aglSSantdesinterventlOnSdlniquesoudesm t̀hodesde

diagnosticrecommand占espourdesMAPIspiclfiques,leGACVS

arecomm8nddquelemanueln'abordequedesprlnCIPeS8en貞一
rauxcomptetenu deladiversitjdespfatlqueSClinlqueS

actuellesetdesressourCesenmatiとredes°ins.Lemanueldost
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④
｢アルミニウムとワクチン｣経緯 (仮訳)

再確認されたアルミニウムアジユ八ントの安全性

-フランスにおける議論のきっかけとその緒論-

アルミニウムアジュバントは､60年間以上の長きにわたり世界中で多くのワクチンに使用されてきた｡一

時､フランス内のある特定の研究チームの報告をきっ机ナに安全性についての再確認を求める声が高まっ

たが､最終的にはアルミニウムアジュJでントの安全性が再確認され､現在に至っている.

論争の発端は､1998年､とある研究チームが筋骨格系の症状と全身症状を量する一連の成人患

者18例の症例とその筋生検の所見を報告し､マクロファージ筋膜炎(MMF)という疾患を提唱したことだっ

たBワクチン接種後に筋肉内に生じる肉芽腫からアルミニウムが見つかることはこの報告以前から知られて

いた｡そこで､この研究チームは､アジュバントに含まれるアルミニウムが長く組織内に残留した結果､MMド

が発症するという仮説をたてその立証をこころみた｡しかし､症状との関連性を結論づけることはできず､そ

の後も､多発性硬化症と推測される中枢神経系損傷との関連可音別生､慢性疲労症候群との関係可

能性､アルミニウムのナノ粒子が血液脳関門を通過して脳に沈着した結果､神経学的障害がおこるとの

推測､ASIA症候群 (アジュバントにより惹起される自己免疫･自己炎症症候群)でシリコンインプラン

トなどに含まれるという見解､なび 出されている｡直近では動物実験のデータを根拠とし､単球を介した

脳へのアルミニウム移行に関する仮説を提唱しているが､証明されていない｡

一方､世界保健機関 (WHO)において､さまざまな分野の国際的専門家が総合的に検討した結

果､アルミニウムアジュノぐントを含むワクチンの接種と組織学的所見の存在に関連はあるがその所見と

MMFで報告されている病状の関連性は言えない (この組織学的所見により症状は説明できない)こと､

さらなる疫学的研究等が必要であることが報告された｡その後フランス政府によりおこなわれた疫学的研

究により､｢マクロファージ内のアルミニウムと疾患発生に関連性はない｣ことが確認された｡

2003年12月､WHOは｢ワクチン接種後に見られるアルミニウムを含有するマクロファージは､疾患にも

特定の臨床症状にも関係ない｣と結論付けた｡

フランス公衆衛生関連専門家会議は､ワクチンに含まれるアルミニウムアジ山でントとMMFの関連性に

関する検討結果とアル二三ウムアジ山でントの安全性を確認したという結論をまとめ､2013年に報告して

おり､その報告書の中で､ワクチン接種続行の推奨と同時にワクチン接種率低下による感染症流行に対

し蓄告を発している｡
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｢アルミニウムとワクチン｣一提言-(傾訳)

全体として､HautConseildelasant6publique(フランス高等公衆衛生審議会)は以下を

認めている:

･世界中で使用されている不活化ワクチンおよびサブユニットワクチンのほとんどに､ワクチンの有効性に必

要なアジ山でントが使われている｡

･アルミニウム塩は桑も多く使用されているアジ山でントである｡

･アルミニウム塩は1920年以降ワクチン抗原に添加されてきたが､今までアルミニウム塩の添加やアルミ

ニウムアジュバントを含有したワクチンの安全性について問題視する国や公的機関は在かった｡

･マクロファージ筋膜炎の一連の成人症例に関する公表文献は､世界でわずか1つのチームが発表して

いるだけである｡ワクチン接種とアルミニウムを含む肉芽腫の存在との関連性は知られていたが､報告さ

れた臨床症状とアルミニウムを含む肉芽腫との因果関係を確認できた試験の文献はない｡

･この1チームのみが発表した症状は､主に過去10年間に数多く(平均5回)ワクチンを接種された

成人の症状である｡乳幼児では､接種回数が多い予防接種計画を採用している国 (米国など)､

または過去に採用していた国においては､その分､ワクチンによるアルミニウム塩の暴露も多くなっている｡

しかし､これらの症状は､乳幼児では幸艮告されていない｡

･高用塁のアルミニウムの脳に対する毒性は周知の事実であり､マクロファージ筋膜炎に関連すると記載

されている臨床症状とは別の臨床症状の原因である｡

･マウスを用いて実施した最近の研究として､ヒトおよびワクチンに置き換えてかんがえることが難しいよう

な実験条件の下､脳在どのさまざまな器官へのアルミニウムの輸送機序を示す債報が提供された｡しか

し､アルミニウムの静性や脳におけるアルミニウムの存在の可能性とマクロファージ筋膜炎の臨床症状と

の関連性を示す証拠は示されtj:かった｡

･アルミニウムのヒト脳への移行を促進する可能性を示す遺伝要因の証寸処は示されていない｡

･アルミニウム以外のアジdrントは過去も使用されてきており､現在も使用されている｡しかし､アルミニウ

ム以外のアジュJrントの有効性または忍容性のプロファイルを見たところ､現時点でリスク/ベネフィット

のバランスがアルミニウムよりも良好となるアジュバントはない｡

･アルミニウム含有ワクチン (過去に使用されたワクチンも含む)に代わる新たなアジユJでントを組み込ん

だワクチンが開発され承認されるには数年かかると考えられる｡

このため､HautConseildelasantgpublique(フランス高等公衆衛生番議会)は､

･現在入手できる科学的データにより､リスク/ベネフィットの観点からアルミニウム含有ワクチンの安全性

が疑問視されることは在Llと判断する｡

･実施されているワクチンスケジュールに従ってワクチン接種を続行することを推奨する｡

･科学的根拠なしにアルミニウム含有ワクチンが疑問視されたことで､ワクチン接種率の低下から生じ得

る感染症再出現の影皆を番告する｡
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･現在入手できるアジユハントおよび開発中のアジュノでントの安全性の評価を目的とした研究の継続を

奨励するo

CTV(フランス予防接種専門委員会)は2013年7月4日に委員会を開催した:投票権のある17

名の委員のうち15名が出席した｡利害衝突はなく､賛成 15票､棄権 0票､反対 0票で本文書は承

認された｡

CSMT(フランス感染症委員会)は2013年 7月 11日に委員会を開催した :投票権のある15名

の委員のうち8名が出席した｡利害衝突はなく､賛成 8票､棄権 0票､反対 0票で本文書は承認さ

れた｡

25





cLON

IOJl(n
ごT

toddt!tJ

Su!33e^IaLLJnEu!∈nlV

Suo!)eupo êsapanb!ut
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u.uoltOun-ŜPaN)lu6830dnJvLOILOIuJJaT6uoJIPJaE芝a苛nOU.Ue≡>山taSSed【しこ

8ト･rト空.MOL1600Nb】sl∈aLJ001gDEUeBJOu一

1OJeuJnロruO))OUnJŜPa^-)lU600
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(du.LlaLLUnOnaJ

j聖LinVnOAa∝)PJeJのLL9JnaP?OUnOJnalmこnOdtue^e)adlnbgeE心EtZLaPSanSS!ZNluOP

sauuaJgJPLNト】UaIOS《S]lL]OSeJ0AEOI6eLIdoJ3t2Lu》JaPIOEaEOa^ePa冨qndanb!LJdtZJ6oJLqEq

¢L1UJaLJOaJaun.P壱edeagn一OaB¢望geCLONLU^eCNm2alqluOdsJpaJn一t=Jgn二eJaPan^ajE'1

as-e5ut2'〓uaLual]a)1uaSSauO笥避苛aunHSiaB巾LldobeLu爪OlE!DSeJO^Lue1･LtN

sue16ul̂･aJlenbap

srLlds!ndE)P一層PuOEnea≧uneSaJltetEunSnOSnOSg^l)Dt2u!SU[8e^SaPtt?dnldt2ESut2P心SILlln

lSa)U]2̂nrPela3anbsjole.966LS!ndap】arns¢uこnSa!lqndlnbas)e5ut2)-adlnbaaZnaSaunlP
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sapLedTuaceTsnoSBPSn∈01SJâSelCISeJSaPJltedv■at且utua3

uo1)ejlL])⊆aunaUOduJ8uOIS?Ielnj王OPa∈jala一SnOSSa一UD?ISaltaqJqeヱ⊆
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aE心lSB0Jl小一SUePta(卜NSalajlUa)UO篭UE39êaPnOSedtこ.U≡aaPLOl一aPal
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aĝnoJdsuoEsnpuI巾allOte∈L,Ueuu)OIESÔuJaUn巾89lLaLLeL∃Sn∈OSSalq]eJaUn
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sal)SJaPUteLuaPaSSUeS)S⊆00e^SaPuO!teJ)Slu]∈Pe.EJnOd(≡)aJlelnOSnLUeとuE

a30^e一旬bs)aguetn9SnOSa1.^t21aPO6Sぷuu吋のalSUqPa6t2SSPderど

SUOSLt21S!OJl佃ag[I

】se'e)oueJLUaaEPeEt:u]e苛｡QPguanbgJitZEanbluauJEtS¢SニaOUejLuaSgtuaLunOOP

9797uOLLPEaPSt23000忘PSnldanb}uaLuqSaSjnatneSa1･[L]Sndn1当>巴e一SuZP

JaILllnVleIIPLt21at191t=dagtLqnd)S心害J言付11nSOaeJgugB当>ajaun.ZLONuのUyU山人

saujgtd∈^ssap)nqgpal30eN=EmulLLlnle.E

aPtUtZualu.3⊆｡｡e^Unn5aこuOle^eOu6L.(XコaPSOP%卜の】aPJOLXO.P%0寸.08

np%ト寸)anbL.UO}エOanBEleJaPauJOLPuASnPuO.]tLu等aPS墨uUSalluaSSELdEaJ

saPeleuJSaP%Cの当bluauLISaSine)tm2Sa1%ト92aLPalu遥Le^ultS)UaEted

saP%M6ZaLP心luaSPJd】saan61lq21･anbluO竜an613月aPauOJPuJ(SnPuO!lEU等P
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]nb∈uoosaps心tUa3SaJOnuXm竜一aPSal!EqaPLPdllSePOSZla)nSaDUauPdxer1P

augswNau⊃SEOLuN〓89gJnbsコrneaJuaDa〓aa)eJeI.ePSnLuaESuePnJV.P

uoLleLnLUコOUe.EaPtaLNrS寸つaPnLV.PXnelnP%DSaPaEt290te3ueSSLOJOgP
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comportant,selonl'ageauqueHavacclnatEDneStPratlqu卓esolttroJSI-nJ'ections(srvacclnatEOn
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mass】vement
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arsdDLqeELllbNa宅)alrqt2890笥OUBe
!

psut2SaDu]2SS!030aPPjetaJ】aa]UO10dL̂]
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uot}eu!93êaun.PagSl)e301心)ULajdujaBuntsa芝山VVeLanb}asanbMIPSaU61S

sa〓aanb18oEoIS!LIUO!SgEeEaJtUauO!)eEgLEO｡aPSedeJ(.UEL.nbluauJIIS¢SjnalneSa1

｡(seuL:aSt2Pb(OuaEoILP0号ual一〇等PFS付OL.aSeu)qaleJgAt6oudsoLIdua713等P

apau6IのUコDneV.elUaSaJdautu選edalanbsJoEdaanbnejdgl佃EZaJ!eEnOSnLu

a!sdo!qe1tSaとelnOSnujSuO墨コUtOSqSaP】lelUE)SgJdajgJlUT).nb】aGuFeFmSnuJ0Lnau

alPmle∈aPg苛U?PだelgaJgduosarLbJa30uVVduSapUOIQE:̂gIgeun(09∝)

uaIB空ldoseo･oJlSE:6xnuaJuコjnOdsu畳e6L】Sê⊆SOPSjOLTuauJ選⊃uOIPn̂ODgP
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e〓UeN'SueXnaPVe1)IedgLf[addejunn52Jl!E!̂elaOl[OdelaとUOCこUeN?JE=dntZ

suesro}lVa7tled望.IaJIuODgU18e^9191l空ヱua)tt2dalAOJI2'nDSn∈aE60]o壬t26

sgu611rLOS胡rPPSIUetJDd∈!sl]2EqaPa望OelUa

一UauJaU.I:亡eD)SaMJLPdeJgSa100SSeSJl)ru6005aLqnOJISapuOElduosapt=]･

.suo!leOl[qndsalgFuJaPSaTSuePSnaa

l!Eedde.uuoE)Ou些少U(S当bltOlq!)U砧SaP巾uOunOSgIDOSSe)SaPtOOluOUJed

s)ua∈E)))E=J}SaPS】uZSSajgl⊆S心33nSaP一et97ua!eS]避(97lunuJLLITOPt2¢PO志d

tZLg)suOlleOElqndsaj心!uIOJdsO一anbLalOLJ佃lU¢∈aEE:69)SむEI.mOlFltZd9LJIr

巴}u8u0-7e⊆8e^tZIt?a心SOdxaa"召anba】ueuod∈]snld】sasoue)gtalaJluOD

suLOUE=̂Xn]23gSOdxauonelndodt2FanbsJo)eaalFtt:d望.lajlu8uO等U!Be^

山PSluE)P?DgIuE2SaP】Ua]eS)uauedsap%99anb】lqa〓uaLu∈e)OU}!eJanblLdxa

-oa3aPEO}一aPa二aJSdo!qapuo!S.r3gPEZEgDuanuu)SE2d}uo.uxneu!oDP^

sIUaPgDPlueSataJnSauJalEanbsuepLaPuE2FapaslnaduoEFOIF)t=dgLu

OJlUOUuOt7t3UP3e･̂anbelduaasoJgPSuDL)t2tuOSSt21E｣コSeinbJLug10dapapoこgd

aula一duatE:dnEdelJnOdsg)nJ0巴心V?】UOIE¢}PJOaPのtJOLIODeJaPSIUaJ)t2dsal
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U.qSOU署p心PqlSêUEuOUSuaJtOuaPeDuE,SqeLFgla(SQnbLPgdo幸OSu.･qUaNaluIIP

sJo)sagnbneaaJl叫一UaIennOdsa.sdo,qsapanbaJOUua)SanbueEO】d∈ŜeSauuOSJad
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oTトのC寸ト1666L
諺

竺O一∈aP一djl̂WSaur ne^6ulUIt2)UO3

･LLInlUILun一ePUPSqLr3SeI0Jt∈UIBetJdoJUePJOT妻aa妄∈EOUとos王UVhaLE!SBU-33êrL]
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(トLP=u〓u芸edatnOua芯!uu3

8こ
e

da!
p

eleLueltUEunPSI0JaUnSuS0∈⊃dStSJOgPSanb)J苛SauJgtdul̂S-貰OuuV



董望UeSqaP-遷月じ一っ旦エ

m量ue"捕(弱小TLOE～.弱朋摘調閑銅調悶調鯛相調調悶朋

43

oLE!dduBaIEgPued

むPUOJlE･nlrSUaa∈∈8.SuO局lndods.86LelS管)aPtLJauJaPIde:asJunLuLLLJL-0̂nOdopuue

【eL.6･91L]saJ一t2SS心U?USuOrParU1.PaJquJOUO〓aXneU-UOêSauの61tUe.P望qUEmbeIOJlnP?J(N
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vs]芸監aLIPaluE2̂nTPe･a∈OSOJ!̂eJOaSOPOUteEPadeiOとahesp亡e倉oIu山60unuuJLA
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oS･L寸LL:トおooNSauIDDtẐ
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dコuuODu〓S
a

Sduja7nPSJnOOコquOl)コL
O

ĝ
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S)uên{pesapaT)bJLutqD･0379Jqds9苛.udoJd･H･S

sle5ut24
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uozlt2jlSIutLq3吋ぷJdes増せSalSu]2PSaĝnOJT巴uJnLUFEnle.PSUO)lejlUaDE8S盟ql虐Sa1

･anbIseLLd忘1SaaとeuこnuOE)t2JluaDuOOelaPむDueSS!OjOgPaPanbI)guIDeILuonlSOdxa.I

apl心ヒE.1g:aLeUgjaP^L監ぷulu]竜lSaagqJOSqt21ua∈ON.)DahOEコ!U!∈T1-a.PUOltD澄E21

uO.4eutuJ.LF
E

A

J

rLate一gLPluaLu心だeJlaPaC)UのSqe.EU6-

alq!虐】SaleJqⅦ｣Ⅶ3En!U!uJコle.EaPaOUejlePela
nbx

コeN24SaJdoJdsJnqaPIUaLUaEe6g

luanPu8Slt･alqコちの¢巨O-SコDs?JlSEu巨Pe】]qguJn[UlEnEe.TPuenbanblujEqi)a∈｣03
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.1n阜Bw空09

‥EnlU]LunLe.PajlelコSSltuOlttZEnLun8t=aUnlut2SlnPUニC,(a!3E.1e∈097SO)anb]xolaSOP↑

-JnoErSw6T]0の

価のLe∈nEu(∈nlE!.PaJlelnSS!】UOlleFnEnC)0qaUntutZSlコPur)aaa)UQEnOOP97]3!XOISUeSaSOP↑

ごnorf6さ61N

何丁∈2UIuコre.PaJle[nSS.IuOl一CLnLunOOeJPStZd)ueSlnPu1.ulaanb】xoIUOuaSOP↑

.LLN】葛anbluOjtlUuOltE=上SLu(≡pe
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8nbLBoJO】S.1エ9tEtUaO葛UeJtUaLnuuoDaJUOuJu聖一UntuauLa一e6971lqt219MJVduO!Sg)a苛OaP

avan̂o3PPd芯PauEBuo.I佃ad!nbg.llanb960EOISILJUOLSgE暑aOaPuO等arul.PaだSnE.aOUaSald

E:こa当b!uJLunleu130t2̂un.PuO!)OarUE.laJIUaua]FunnuuOU巴lSalrS.[の.N'TN･ON】OĴ濯rLO
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sedlUa3}¢巨監auJnofsL3gSa-空uOdsZpsarLb若uOtDSSa9tJuOPSaJanb¢∈叩}Sa･

onbuqnd望ueStZlaPlZaSuOU}neHal省亡N

･sa?LIL[tZSjrLOZSn]d葛La)JSSaDgU(SgS)l!1nltJauJひuUaPueSuEDDe^aPSJJd∈ou

A)Lun蔦unle.lap)ueualuOOSUPUe^双三)uOle}39豊ulだJnbJas7uênrPe
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al(当}uaĝaun21ua忘![aPI.u91!̂.30ueSlueJ召OuJgPStua∈91叫.IL串【Odde
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Lld
la
a
}n
)U
ru
IS
.u
O
-1JS
O
d
LIFD
U
･
L
S

∈
m
⊆
LU
n
lEご
O
P
g
t10
1XO
ト
･
S

S
a
Lu
O
S
CtJĴ
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HonleVaCcines,BtoodaBjoLoqicsVa⊂cinesADDrOVedP｢oduCts

Vaccines,BTooda Biologics

FDAInformationonGardasil-PresenceofDNAFragmentsExpected,NoSafetyRisk

October21′2011

TheFDAhasrecentlyrecervedEnquiries｢ega｢dingthepresenceofhumaヮpap=omavlruS(HPV)DNA
FragmentsinGardasilandisawarethatInformationrelatedtothisissue】sontheinternet.Aconcen
thatthepresenceofthesefragments〔ou)drepresentcontamLnatlOnOfthevaccinearisesfroman
unpubLishedreportthat｢ecombinantHPVLトSpecificDNAsequenceswerepresentin13Vialsof
GardasllfromdEfferentlots.

ThepresenceofDNAfragmentsisexpectedEnGardasIEandnotevidenceofcontamlnatEOn.Basedo｢
thescient:llFECinformationava拍bretoFDA,GardasHcontinuestobesafeandeffective,andlt:S
benefitscontlnuetOOutweighitsrlSks.

KevFacts:

｡GardasildoescontainrecombinantHPVLl-specifH=DNAfragments′butthesearenot
contammants.DNAencodingtheHPVLlgenelSusedinthevacclnemanufacturlngProcesstO
producethevirus-likepart:lCEesthatmakeupthevaccEne.Thep｢esenceoftheseDNAfragment
isexpected,isnotarJSktovaccinereciplentS,andJSnotaSafetyfactor･DNAISthe"bEueprmt"
forthemaJo｢rtyofLIVlngOrganlSmSandca｢｢resthegeneticEnstruct10nSforhowce=sfunction
andgrow.

｡Thevacclnemanufactur=1gProcessishEghLyregulatedunderFDAlscurrentgoodmanufacturIng
practECe｢equrrementS′including-nspectionsconductedbyFDAofthemanufactu｢lngProcesses
andfacEHties.

｡SLnCetheearlydevelopmentofGardasil,FDAandthemanufacturer(Me｢ckandCol,Inc.)have
knownthatafterpurificatEOnOfthevaCCme,smaElquantEtiesofresidua一recomblnantHPVL1-
SpeclflCDNAfragmentsremainfnthevaccine,Gardasl1doesnotcontalnDNAfromotherHPV
geneso｢anyfulHengthhTFectiousHPVgenomes.

eAsitdoeswEthallvacclneS,FDAcontlnueStOmOnltOrthesafetyofGardasiE.Forexamp-e,FDA
recentLyevaluatedtheresultsofapostma｢ketLngStudy,whEChEnCEuded189,629femalesages{
to26years′51% ofwhom were9to15yearsofagetoassesstheriskforonsetofnew
auto1mmunedlSeaSeSaftervaccinationwithGa｢das日.ExamplesofthesetypesofdLSeaSeS
includejuVenHerheumatoldarthntlS,lupus,multEPlesclerosis′etc.TheresultsofthlSStudy
showedthatthereisnoelevated｢iskforonsetofnewautoimmunedlSeaSeassociatedwlththe
useofGardas日.

｡FDAalsocont】nua‖y｢eviewsa‖reportsoftheVaccineAdverseEventReportEngSystemafter
vaccEnat'EOnWEthGardasIL,andthere'lSnOeVldenceofunusuaLcl1nicaEpatternsorhighreportin∈
ratesofadverseevents′includingautoimmunediseases.

OneofFDA'Shighestprioritiesistheprotectionofpubllchealththroughsafeandeffective
vaccines.AsitdoeswithalEvaccines′FDAw=continuetomonitorthesafetyofGardas il.

pageLastUpdated:10/21/2011
Note:IfyouneedhelpaccesslngmformationLndifferentfElefo｢mats′SeeInstructionsfor
DownEoadingVEewersandPlayers.

http･.//www.fda.govrBiologicsBloodVaccinesN accines/ApprovedProducts/ucm27685... 2014/02/I0 59



ApprovedProducts>FDAInformationonGardasil-PresenceofDNAFragmentsEx… 2/2ページ

Accesslb川tyContactFDACa｢ee｢sFDABasiCsFOIANoFearActSlteMapTransparencyWebs】te
PollC‖∋S

U.S.FoodandDrugAdmlnlStrat10n
l0903NewHampshlreAvenue
Sllve｢Sp｢lng′MD20993
Ph.1-888-INFO-FDA(1-888-46316332)
EmalJFDA

',Llもitr.叱..̀エ田 lコr)L亀 虫

ForGovemmentFo｢Press

Combinat10nProductsAdvISOrYCommltteeSScience良Resea｢ChRegulatory
lnformatlOnSafetyEmergencyP｢eparednesslnternationaEProgramsNews臥EventsTralnEngand
ContlnulngEducat10nlnspections/CompLFanCeState良LocalOfficEalsConsumerslndust｢yHealth
professionalsFDAArchlVe

Uふ DepartTTlentOfH8altha HunlanServices

ILinksonthispage:

60 http://www.fda.gov/BiologicsBloodVaccines/Vaccines/ApprovedProducts/ucm27685. 2014/02/10



⑥

EURDPEANMEDICINESAGENCY
5ClI:NCE ～>tEDI仁LN I:S EIÊ LTll

FredaBlrrell
SaneVaxlnc.

22September2011
EMA/771987/2011

Subject; SaneWaxlnl:.letterconcerningGardasil

DearMsBirreEl,

ThankyouForsharEngyourinfo｢mationconcerningtheGa｢dasHvaCclneWlththeCommltteeFor
MedlCinaEProductsforHumanUse(CHMP).

TheCHMPtakesveryserioLISEyanypotentialcontamlnationIssueandhasconslderedalltheaval1able
evidenceinre一ationtothestatementsyouhavemadeaboutGardasilinre一ationtoHPVDNA.Follow】ng
you｢letter,inFormatEOnCOnCernlngtherESkwasImmediatelyrequestedfromtheEUmarketlng
authorlsatfonholder(SanoflPasteurMSD,SNC).TheIssueWasthendiscussedindetal1bythe
BEOlogFCSWorkLngParty(BWP)atitsmeetEngOf12114SeptemberandbytheCHMPaHtSmeetingof
19-22September.

TheCHMPcametothefoFlowlngCOndusIOnSregardlngtheGardasllvacclne.

TheCommitteenotedthatthepresenceof｢ecomblnantDNAFragmentsdoesnotrepresentacaseof
contaminationandisnotconsideredtobeansktovaccEnereCIPients.AHmedIClnaEproducts
manufactureduslngrecombinanttechnologymaycontalnSmallfragmentsofresLdualDNA.

InGardaslr,reSLdualDNAongFnateSFromthe｢ecombinantexpressl0nSystemUSedintheproductl0nOF
thevacc∫ne(yeastceEEsorplasmids).ItEShlghEyFragmented,wlthnoabHitytorepllCateandtherefore
noinfectiouscap8CTty.Furthermore′theamountoftheseresldualsubstancesISminEmisedbyrobust
manufacturingprocesses.

ThelnFormatl0nbroughttotheatte｢心onoftheCHMPbySaneVaxlnc.isnotconsideredtoprovide
newmformatronaboutthequaHtyofthevaCc】ne.

Concernlngthehigh=ghtedcaseofJuvenHeRheumatoldArthritisobservedlnaSSOCIationwithathlrd
doseoFGa｢dasIE,thelnformationlSVeryllmlted.InvleWOfthetotalnumberofdosesoFGardasIE
dlStrlbutedsincelaunchm2006,l.e.morethan79mHHondosesworldwlde,thlSCasemightwellbe
withintheexpectednumberofJuvemreRheumatoidArthrltlSCasesmthevacclnatedpopulationbut
colnCldingwithvaccination.

rnsummary,thecurrentbeneflt-riskbalanceofGardasHisnotconsFderedtobeaffectedbythe
informationreportedbySaneVaxlnc.andGardaslHSCOnSlderedto｢emalnSafeandeffective.

Yourssincerely,

DrErH:Abadie,ChaErmanOftheCHMP
onbehalfoftheCHMP

7WestFerryCL｢CUS･CanaryWharf●LondonE144JIB｡UnFtedKhlgdom
Telephone+44(0)?.074188400FacSlmiLe+L14(0)2075237455
E-nlaHlnfo@ema.europe,euWebsitewwwem∈leurO Pa.eU Ana抑rth伽,CanUnlon匿因
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CentersforDiseoseConlrolqndPrevenlion
CDC24/7:SclvFngLives.Prol∈)crirlgPeop le.TN

⑦

VacclneSafety

Clinical‡mmunizationSafetyAssessment(CISA)
NetworkPublicationsandTechnicalReports

･TechnicalReports

TechnicalReports
Reviewofapublishedreportofcerebralvasculitisafter
vaccinationwiththeHumanPapillomavirus(HPV)Vaccine
NOVEMBER9,2012

Recentlyth erewasdiscussiononafederal1y-sponsoredvaccinesafety1istservofareportin
theliteratureofcerebralvasculitisaftervaccinationwiththeHumanPapillomavirus
Vaccine(HPV)(TomljeTIOVfcL,ShowCA.DeathajteT･QuadrivalentHuman
Papillomavirus(HPりVaccination:CausalorCoincideTltal?PharmaceuticalRegulatory
AHairs:OpeTIAccess2012,S12:001).Toaddressquestionsaboutthefindingsand
conclusionsreportedinthismanuscript,CDCconvenedaCDC-ClinicalImmuni2:ation
SafetyAssessment(CISA)workinggroup.ResearchersfromVanderbiltMedicalCenter,
JohnsHopkinsUniversity,ColumbiaUniversity,DukeClinicalResearchInstitute(Duke
University),CDCandFDApardcipatedinthecall.Participantshaveexpertiseinvaccine
safeb,,infectiousdiseases,clinicalmedicine,pathology,andlaboratoryscience.

IntheTomljenovicmanuscript,theauthorspresenttwocasesofyoungwomenwhodiedin
presumedassociationwiththehuman papillomaviruS(HPV)vaccine.Thefirstcasewasa
19-year-Oldwomanwhodiedinhersleep6monthsafterreceivingthe3rddoseof
quadrivalenthum anpapillomavirusvaccine(HPV4)vaccine･Autopsyrevealedno
abnormalities.Thesecondcasewasa14-year-01dgirlwhodevelopedmigraines,weakness,
andconfusiontwoweeksfo110wingthelStdoseofHPV4Vaccine.Sherecovered,butwas
foundunconscious15daysafterth e2nddoseofHPV4Vaccine,havingsufferedacardiac
arrest.An autopsywasperformedthatdemonstratedhypoxic-ischemicencephalopathy
secondarytocardiacarrest.

TheauthorsreportimmunohistochemiCal(IHC)resultsonformalin-fixed,parafBn-
embedded,autopsybraintissuefromthesetwocases.Theyinterprettheresultsas
demonstl･atingan autoimmunecerebralvasculitiswithHPV-16LIVaccineparticleswithin
thecerebralvasculature･Basedonthisinterpretation,theauthorsconcludethatthese
casesrepresentHPV116LIVaccineparticle-inducedcerebralvasculitis･Theyfurthersuggest
thatmanyadverseeventsreportedthroughtheVaccineAdverseEventReportingSystem
CVAERS)mayactuallybearesultofpreviouslyundiagnosedcerebralvasculitis.

Onreview,theCDC-CISAworkinggroupidentifiedscientiBcconcemswiththearticle,
primarily,interpretationofhistopathologyandimmunopathologymethods.Theseconcerns
negatetheauthors'conclusionsandsignificantlylimitanyinterpretationoftheresults
showninthepaper.Belowwedescribekeylimitationsinthispublication:

httD://www.cdc.gov/vaccinesafetv/Activities/cisa/technicalret)ort.htm] 7n14/07/ln 63
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2･墾 egtionableimmunohistochemicalmed10ds:Manydetailsofthe

4.Lackofimformadonaboutpoten也ala批emativecausesoGdeath:Thereare
insufRcientclinicalandautopsydataprovidedinthearticletoassesspotential
alternativecausesofdeathineachcase.

TheworkinggroupalsoreviewedinformationkomtheVaccineAdverseEventReporting
System(VAERS)database,availablemedicalrecords,andthemedical拙erature･Asingle
VAERSdeathreportofcerebralvasculitiswasfoundina371year佃ldfemalewith
immunode丘CiencyandmultiplemedicalproblemswhohadreceivedHPV4Vaccine45days
earlier.

Areviewofpubhshedmedicdliteraturerevealedasinglereportoftwocasesofvasculitis
afterHPVvaccine;however,bothwereassociatedwithHenoch一凱honleinPqrpuraand
neitherhadcerebralVasculitis(Rheumatology(0Ⅹfordl.
也帥 wnc帆nlm･n乱gov/pubmed/2287q461)界

2012Åug9."VasculitiSfollowingHPVimmunization".MeloGomesS
llllI::I/Wl＼1＼･.llCbi.nllll.Ilih.oil/1tlhmed?tel･Ill=Mcl0%2OTOmeS9020FiワhBAtlthol.(I(.

59畏Cauthor=tme&Cauthoruid=2287q46幻夢 (h榊
GIol･erM httl:/,'lmWnCbi.nlTll.nib.01･'ubmed?term=GIoverOt,ユOM%一臥luthlrt)n

5D紳 叫611かrh仕p:〟-柳 htmll,

､叩aloneMOlttT)://www･nCbi･nlm･nib･gOVh)ubmed?term=Malone%20M%5BAuthor%
5D&cauthor=tme&Cautboruid=2287q46山かih州 ov/0也er/disdaimer･html),

Bro巨anPrhttT)://www･nCbi･nlm･nih･stov/1)ubmed?term=BroEan%20P%F;BAnthor%
5D&ca山hor=tme&eauthoruid=2287q46山野rb榊 叩/0也erノⅦ sdaimer上地11).
Reviewofpost-1icensureVAERSsurveinancedata,asreportedbySladeetal,revealedno
concerningsignalSforHPVvaccine-associatedvasculitis(SladeBA,Leideli,VellozziCet
al.postlicensuresafetysurveinanceforthequadrivalenthuman papinomavirus
recombinantvaccine,JAMA2009;302:750).

GJ h什n.//ⅥrtvurLl̂ rαrm /V只r･r11'npq月fphJ/Ar寸ivifl'p(こ/rjq只/fp̀-lln;rlEl11･PnL11･fIllml つn1AL/∩つ/1∩
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Asses;Sment:A氏erthorough reviewanddiscussionoftheTomljenovicarticle,theCDC-
CISAworkinggroupidentifiedsubstantialmethodologicalconcernsandlackofevidenceto
supporttheauthors'conclusionsthatthetwopatientshadvasculitiS,thatHPV4Vaccine
particleswerein th ebraintissue,orthatHPVvaccinewascausallyassociatedwithdeath
fromcerebralVasculitis.

Disclaimer:771einfoT･m ationandconclusionsinthisT･ePOrtarethoseoftheworたgroup
part7'cipantsaddT･eSSingthisissueanddoTIOfnecessaT･ilyrepreseTlttheoB;cialpositionof
CDC.

PagelastreⅥewed:September25,2013
Pagelastupdated:September25,2013
Contentsource:CentersforDiseaseControlandPrevention
NationalCenterforEmergingandZoonoticInfectiousDiseases(NCEZID
DivisionofHealthcareOualitvPromotion(DHOPl

CentersforDiseaseControlandPrevention1600CliftonRd.Atlanta,GA
30333,USA
8oolCDC-INFO(800-232-4636)m :(888)232-6348-ContactCDC-
INFO / 鴎 A n.tg 敷 a野 琢

httD://W .cdc.gov/vaccinesafetv/Activities/cisa/technicalref)ort.htmi 2014/∩フ/1∩ 65
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Commentaryonco一onialinquiryexpertwitnesstestimony

βackground

JasmineRenatadiedinhers一eepinSeptember2009,aged18years.Herfamilybelieveherdeathwas

causedbythethreedosesOfquadrivaEenthumanpapi"omavirusvaccine(GardaSil◎);SherecelVedbetween

oneyearandsixmonthsearlier,aspartoftheNatlLonaHmmunisatlLonProgramme.Autopsywasunableto

determlneaCauseOfdeathandhercasewasreferredtotheCoroner.

Jasmine'sfamlaYrequestedthatevidencebegivenbytwointernationa一professionals.DrChrIStOPherShaw′

aneurosc'lentistfromCanadaandDrSLlnHangLee,apathologistfromConnecticut,USA.Scientl'stsatthe

lmmuniSationAdvisoryCentreatTheUnlVerSityofAucklandhaveseriousconcernsaboutthescientl'fc

va一idityofinformationprovldedbyロrsShawandLeeatthecoronialhearingintothedeathofJasmine

Renata.

ThelmmunisationAdvisoryCentrehaspreparedthlSCOmmentary′addressingtheclaimspresentedbyDrs

ChrisShawandSinHangLee.Mostoftheclaimsarecentredonthepurportedroleofatuminiuminthe

vaccineatbeingabletocausebraindlSeaSe.Thereisalsotheclainlthatthevaccinewascontaminatedand

thatthisalsoplayedaroleinJasmine'sdeath.TheclaimsandassumptionsarelistedbelowfoHowedbythe

factsandabriefpr6cisofthescientificvatidityofthec一aim.

1.TheroLeofaluminium

Claim:lnareviewoftheliteratureontheSafetyofaluminiumadjuvantsinvaccines(1)theauthorsLucija

TomljenovicandChristopherShawconcludethatvaccinebenefitsmayhavebeenoverratedandriskfor

adverseeffectsunderestl'matedandthatthismatterhasnotbeenrigorous一yeva一uatedinthemedicaland

scientificcommunity.

Fact:OtherrevleWSOnthesafetyofaluminiumadjuvantsandvaccinesingenera一(ofwhichtherearemany)

consIStentFysupportthesafetyofaluminiumadjuvantedvaccines(2′3).TomljenovicandShawappearto

havecherrypICkedtheresearchtofitwiththeirtheoryandomittedworkbyprom=1entexpertsinthefield

ofaluminiumadjuvants′mostnotablyProfessorStanleyHem.Thereisnodescriptionofhowthepapers

wereselectedforrevleWOrCriteriaforinclusionorexclusion.Thisisaseriousflawinany一iteraturereview

andanunscientiflCapproachtotestingatheory.Thepaperalsoincludesarangeoferroneous

assumptions.TheWorldHealthOrganizationconsidersthepaperserious一yftawed

(也 ://www･who･int/vaccinesafety/reports/Jun2012/en/index.htnll)･

Afewerrorsoffactandlogicarelistedonthefollowingpages.
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C一aim:A-uminiumisaneurotoxin

Fact:A一uminiumiseverywhereintheenvlronmentandthemostabundantmetalontheplanet.AIuminlum

canbefoundinmostbodytissuesfrombinhandexposureoccursthroughoutFifewithoutcausingany

hea一thproblems.Mostaluminium(>95%)inthebloodisc一earedviathekidneys,followinginjectlpOnOf

afuminiumdirect一yhtothebloodaroundO･001-0.01%伽dsitswaytothebraFnViareceptormediated

transport(Vaccinesarenotinjectedintotheb一ood).Aswithanythinglargeamountscanbedangerous･

Peopleatpa畑cularriskofaccumulatfngtoxiclevelsofthismeta一arepatientswithrena暮problemsrecelVing

一ongtermnutritionaJsupplementsdirectlyintotheirblood(parenteralnutrition)(4),

Assumpb'on:Vaccinescontainlargeamountsofaluminium.

Fact;VaccinesdonotcontainlargeamountsofaJumlnium.Relativetodai一yintakes,VaccinesCOntribute

verylittle,eveninbabieswhoreceivealuminiumfrombothbreastmHkandformula.Theamountof

elementalaluminiuminadoseofGardasilvaccineisaround225micro即amS.Weconsumearound7,000-

9,000microgramsperdayandaroundO･1%isabsorbedintotheb一ood(oraround7-9mlcrograms)(2,4).

Assumption:VaccmeSgiventoinfantsexceedFDArecommendatllonsformaximumdalEyintakes･

Fact:TheFDAguidefinespertaintoparenteralnutritiongiventoprematureinfantsandchildrenwith

impairedrenalfunctioneveryday(hencethe'dai‡y'limits).VaccinesaregivenasoneofFS,noteveryday

(5).

Assumption:AFumlniumaccumulatesinthebodyandreachestoxicleveJs･

Fact:A一uminiumisexcretedvlathekidneysandurine;thereis批tlebuild-upoveraFifetlmeOfexposure.

problemsgenerallyonlyariseincases0freg山arhighdaHyintakescoupledwithrena一failure(2,4).

Assumption:Vaccinederivedaluminiumhasagreaterpotentia一toinduceneurologicaldamagethanthatin

dietbecauseitISadsorbedtovaccineantigenandtoo一argetobeexcretedviathekidneys.

Fact:Thefateofmostadsorbedaluminiuminvaccinesis1)rapiddisassociat10nfoIIowlnginjectlLon;2)

excretedviakidneys.Remainhlgaluminl'uml'sinvolvedtntheimmuneresponseandenduresfor一onger.

AluminiumadjuvantshavebeenusedinvacclneSforover80yearsandthereisasign折cantbodyof

literatureontheiruse.Therearemanystudiesnowavailab一ethatcompareoutcomesinpeopleexposed

andunexposedtoaluminiumadjuVantS.TheyconsIStentlysupportthesafetypro川eoftheseadjuvants(3).

Claim:DrLeeclaimsthatmorewomensufferadverseeventsfromtheHPVvaccinethandiefromcervica一

cancer.HequoteslnCidenceandmortalityratesforcervicalcancerper100,000women.Hecitesapaperby

TomljenovicandShawthatusesrawdata(totalnumberofadverseeventreports)frompassivevaccine

safetysurve舶 ncesystemsfromseveralcountriesandcomparesittomortalityrates･

Fact:PassivesafetysurveiIJancesystemsreceivereportsofeventsthatoCcurfo"Owingavaccinefroma

numberofsourcesincludinghealthprofessionalsandthepublic.Thesereportsincludeanyadverseevent

thatoccursfollowingreceiptofavaccI'neregardlessofwhatcausedtheevent.ThereisnodenomJ'naton'n

thesesystems(howmanypeop一ewerevaccinated)andnocausaJity(whatcausedtheevent).Theseevents

canrangefromminorinjectl'onsitereactT'Onstodeath.Theyserveaswarningsystemsforunusualor
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unexpectedpatterns･Ffapassh/esafetysystemraisedasignalaboutanew,unexpectedormorefrequent

event′thenothermethodsarerequiredtoassesswhetherthisisarealassociaポonorjustacoincidence.

Genuinevaccine-asso由tedeventsareassessedusingothermethodsthatcompareoutcomesbetween

vaccinatedandunvaccinatedpeopEe･Usingo叫 passivereportingdatainthewaythatTomljenovic,Sha.w
andLeehavedonesuggeststheyareeitherdeliberate吋tryingtomisleadorhavevery=mh:ed

understancEingofbasicepidemiologyandvaccineSafetysurveillance.TheWorldHeaH:hOrganization

(WHO)GIobalAdvisoryCommitteeonVaccineSafetyprovidesascienti鮎 reviewofthesamedataona

regularbaskandthisisavalfableontheirwebs托e.

(httt3://ww .who.int/vaccinesafetv/reports/ノun2012/en/)

Claim:DrShawdaimsthathetestedpostmortemsamplesofJasmineRenata'Stissuesandfound

aluminiuminalbfthem.Healsodaimshefoundhumanpapilbmavirus(HPV16)inherbrain.DrLee,who

wasakosentsanlPles,claimstohavefound''unnaturalresuks〝.

Fact:Asmentiorled′aluminiumisthemostcommonmeta"kekmentandthirdmostcommonelementon

earth.Etispresentinourfood,water,breastmilkandwearebornwithaluminiuminourbodies.

AIuminiuminthebrainwoukinotbeanunexpected朽nd.Therearereportedvaluesforthepresenceof

aluminiuminvarioushumantissuesincludingthebrain.

2,The軸 eoriesoflinkingvaccinetosuddendeath

ThetheoriesastohowtheHPVvacdnecouldhavecausedjasmineRenata'sdeathareconvolutedand

contradictory･Theyarealmostexdusiveh/basedonspeCulationandrequirethatmanyunlike吋biological

eventsoccurinorderforharmtoarise.Bek)wweexamineafewofthem.

Cbim:DrLeeclaimstohavetestedsampBesofGardasitfromninecountrieseachwithadifferentlot

number･HedaimstohavefoundHPVDNAinthemusingspeclaltechn的ues.http://sanevaxIOrg/gardg_互生
vacclne-foundlo｣〕e-contaminated/

Fact:FragnlentSOfvaccinevirusDNAfortheLlgenearetobeexpectedinthevaccineasthisDNAisI

presentduringthemanufacturlngProcess,aSW托hanyvaccine.Thisgeneticmaterialishigh吋degradedand

fragmentedandwouklbeexpectedtobepresentinminiscuEeamounts.Thesefragmentsareinache′not

contamrnantsanddonotposearisktothosevaccinated.Ourbodiescomeintodai吋contactwn:hDNA

fromexternalsourcesfrombothfoodandmicrobes.Thisiseaten′inha一edand,inthecaseofmicrobes,

distr)butedthroughoutbody.

Theoryone-HPVDNAisjoinedtothealuminium adjuvant

DrLeetheorisesthatthesefragmentsofDNAareboundtothealuminiumadjuvantpresentinthevaccine.

Fact:Thereisnoevidencetoproveordisprovethistheory.Howwasthistested?GiventhattheDNAand

theadjuvanthaveopposH:echargesitseemstheoretfcaI吋Possiblethattheymaybindtogetherbutthishas

notbeendemonstrated･Normal吋withinthevaccineformul細Onaproportionofthevaccineantigen(in

thiscasetheHPVviraトIikeproteins)areadsorbedtotheadjuvantviaelectrosta廿⊂interach nS.Oncethe

vaccinehasbeenadministeredthereisarapkldLsassoclationofantigenandadjuvantintotheextraceHular

fluidattheinlectfonsite(6)･
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Theory紬 O-HPVDNAremainsjoinedtothealuminium adjuvant

DrLeespecubtesthatthesehypothetical)yboundDNAfragmentsremainfirm一yadheredtothealuminium

adjuvant.

FaAct:ThereisnoevidencetoproveordisprovethIStheory.Nooneelsehasobservedthesecomplexes.

Thereisnodescriptionofthemethodsusedtoarriveattheseresults.

Theorythree-new Comp)exwithunknowneffects

DrLeeclaimsthatthisDNAandad)uvantcomplexmayconstituteanewchemicalcompoundwithunknown

effects.

Fact:Thereisnoevidencetosuggestsuchanewchemica一compound.

Theoryfour-phagoctytosisbymaCrophagesandfailureofintraceHulardegradation

causingongoinginflammatoryresponse

DrLeeclaimsthattheseadjuVant-DNAcomplexeswouldbephagocytised(takenup)bytlSSuemaCrOPhages

afterinjectionandthattheseDNAfragments′protectedfromdegradationwlthinthece一l,maybehaveas

longactingstimulatorstoactivatetheproductionofinflammatoryproductssuchastumournecrosisfactor

(TNF).HethengoesontopointoutthatTNFisaknownmyocardlaldepressantcapab一eofcauslng

hypotensionandlethaIshockinanimalsandhumansaswe‖asthesymptomsreportedbygirlswho

receivedGardasH.

Fact:ThisisaHspeculationasnoevldencehasbeenprovidedtosupportanyofthesecontent10nS･However

J'tSeemshighIyunlikelythatsuchan smallquantityofDNAhypothetl'CallyboundtoalumlniumadjuVant

couldremainhigh一ybondedandtheninducesuchamassiveinflammatoTYresponse.BothforeignDNAand

aluminiumareubiquitousinourenvironmentandexposuretobothoccursdaHyfrommanysources.

Summal■VStatements

WhatdoesthepresenceofaluminiuminbraintlSSuemean?

･ AnypresenceOfalumlniunlinbraintissuesampIessimplytelfsusthatlIketherestofthe

populat1-on′therewasalurniniuminJasmine′stissue･

･ ThepresenceofaluminiumdoesnotinformusaboutwhyJasminedJ'ed,

･ wedonotknowthattheteStSCarriedoutbyLeeandShawwereapproprlateOrWithproper

controls,astheyhavenotpresentedtheirmethodsforscrutllnyandpeerrev)ew.

whatdoesthepresenceofHPVDNAinthebrainmean?

･ TheclaimedpresenceofhumanpapHomavirustype16inthebraintissueisdifficulttocomment

on.Whatmethodswereusedtodetectit?IsthisthevirusitselfordotheymeanfragmentedDNA?

･ TheamountofreSidualfragmentedDNAinthevaccineISminiscule.ltisveryhardtobeJievethat

suchatlnyamOuntCOu7dfinditswaythroughoutthebodyandbepresentjnahighenough

quandtytobedetectedbyeventhemostsens肘veofmethods.

･ AnotherfundamentaIproblemisthatthetheoryaboutDNAbindingtoaluminiumandthetheory

aboutthiscomplexbeingfoundlnthebraincontradicteachother.DrLeestatesthattheproposed

DNA-adJuVantCOmPIexisphagocytl'sedbymacrophagewhereitresidescausinganinflammatory

response.Theblood-brainbarrierrestrictspassageofblood-borneceHs･Jtisdebateablewhetheror
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notperiphera暮macrophagecanenterthebrainhlthefirstinstanceandH=theydoH:islike吋on吋to

occurunderdiseasesStatesandprobab吋Eimh:ed,Sohowcanthishypotheticalcomplexenterthe

brain?Thisisanerrorin一ogicbasedonseveralassumptions,noneofwhichhavebeen

demonstrated.

GiventhetinyamountofDNApresentinthevaccineandthefactmostaluminiumisexcretedandthefact

thatthishypotheticalDNA-ahminiumcomplexisapparen叫 residinginsidemacrophageandthat

peripheralmacrophagecEonotusual吋accessthebrainthendetectlLngthiscomp一exinthebraintissue

seemsextremervimt)robable.

The'Experts'

ScientificcredibilityofDrsShaw andLee

DrShawhaspublishedtwopiecesofrodentresearchontherok･ofa一uminiuminneurobgicaldamageand

severalreviews(fundedbyantHmmunisatlLonIobbygroups)onthesafetyofaluminiumadjuvantsin

vICCines(1,719).Thesereviewarticlesarenotorlginalresearchandsimplycitearangeofmaterlalthat

appearstosupportapre増Stablishedposition.Thisisnotscien鮒 C.Therearemanya畑Clespublishedthat

useasystematicapproachtoevaEuatllngthesafetyofvaccinesandreviewarticlesmeetingastrictsetof

criteriaforquaH吋thataddressaparticularresearchorclinicalquestion.Thisrepeatedfailuretousethe

scientificmethodtoassessthesafetyofvaccinesanda一uminiumdrawsthescientificcredibilityofDrChris

Shewintoseriousquestion.

DrLeeappearsnottohavebeenempbyedbytheMiR)rdHospita=nConnecticutsince2010andhehas

fHedaJawsuitagainstthehospitalclaimingwrongfultermination(h

case-studv-仙 pav/)･Despitethis,hknamelssti=beingusedinassociationwithMi帆)rdhospH:al

(h郎㈱ ood).DrLee

hasmadeヨomeerroneousStatementsabouttheGardasilvaccineanda一sohasamajorconflictofinterest.

¢ DrLeeclaimsthattheGardasifvaccinetriakdemonstratedanincreasedriSkofcervicaldisease汗

womenwerealreadyinfectedw托hthevirus.

｡ DrLeethereforerecommendsatestpriortowomenreceivmgHPVvaccine.Heoffersaserviceon

line-(foraUSDS50fee)totestthemforevidenceofexis加 gHPVinfec如 n･http=//sanevax･orR/pre二

y_9_C=_hpv-test首nLZ-2/

http･.//www,WeeklvbHtz･net/949/dr-S'ln-hangJee-io'FnS-forc esIWith-sane-vax--EnC-'ln_

Therearetwoseriousissueshere.

｡ First吋′thetrialsdidnotdemonstrateanincreasednskofcen/icaldiseaseinvaccinatedwomen

whohadpre増Xistl'nginfecdon.ThefactistherewasachJSterOfwomeninaSub-S仙dyw肘1Pre-

existTnginfectionwhoappearedtohaveanincreasedriskaftervaccination.Howeveroncareful

examinatl'onofthatsmaHstudyandofaFhheotherstudiesitwasfoundthatthevaccinatedgroup

haddifferentbaselineriskfactorssuchassmokingwhichprobab吋contributedtothisanomahl.

ApartfromthesmaHsub瑠rOuPtherestofthetrialsdidnotfindanyincreasedrisk･

･IThereisaconflictofinterestwhenDrLeepro触 fromtheproceed岳ofthetestingherecommends.

HeisthePresidentandashareholderinHiFiDNATech(h仕pノ/www.h桐dn乱COm)whichprovides

the,testsherecommends.DrLee'scriteriaforthisHPVDNAtestinganditsuseinclinicaldeckion

makinghavebeenhigh吋C畑cisedbyotherpathologists(10).
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