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JunkoIshizakiandKen1ichiMiyamoto 
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〔鷺鰹謡鯛fiiI雑〕
InfOrmationaboutsafetygreatlyaffectsthedecisionbypatientsastowhetherornottheywillParticipatein 

clinicaltrails・TherefOre，itisimportanttokeepallparticipantsfullyinfOrmedHowever，itisverydifficultto
manageinfOrmationaboutadverseeventsthatarereportedduringclinicaltrials，mainlybecausetheamountof 
infOrmationislargeandthecasualrelationshipwithinvestigationaldrugadministrationisoftenunclear、

WesoughttodevelopamethodtoeffectivelyevaluatetheclinicalsignificanceofreportedadVerseevents 
andtoalsoefficientlylnanageinfOrmation・Theadverseeventsreportedtoourinstitutionbytrialsponsorsdur‐
ingtheperiodbetweenSeptemberl999a､dDecember2001wereclassifiedbasedonanevaluationofthree 
factors：thedegreeofhealthhazard,thecharacter（geographicallocation,previouslyknownorneweffect， 
clinicaltrialphaseorpostmarketingphase),andcausalrelationshipwiththeinvestigationaldrug 

Basedontheresultsofthisanalysisandaquestionnairesurveyoftrialsponsors,werecommendedthatad-
verseeventsshouldberoutinelycategorizedintothreeclassesinthemannerdescribedabove，andthedatare-

gardingeacheventshouldbegatheredinastandardizedfOnnat，andelectronicmediashouldbeusedtotrans-
mitthedata． 

adverseevent，clinicaldata，clinicalresearchcoordinator，goodclinicalpractice，infbrma-KEywoMS 

tiontechnology 

thenconsidertheproprietyofcontinuingthetriaLWheniか
fbrmationthatmightinHuenceonthedecisionofthesub-

jectstocontinuetheirparticipationinthetrialisprovidedby 

thesponsor，theprincipalmvestigatormustimmediatelyin-

fOnnthesubjectsandreconfirmtheirwillingnesstoco､－ 
tinue・

However，managementofinfbnnationaboutadverse 

eventsofinvestigationaldlugsprovidedbysponsorsisnot 

easy・Ｔｈｅｍａ]orreasonsarethevastamountofinfmnation

providedbysponsorsandtheuncertaintyofthecausalrela-

tionshipwithadministrationoftheinvestigationaldrug3'4)． 

Consequently，thereisahugeworkloadfOrtheprincipal 
investigator，clinicaltrialsecretariat，clinicalinstitutiona］re-

viewboard（IRB）secretariatandclinicaltrialcoordinator 

(CRq 

OuraimwastodevelOpanefficie､tmethodtomanage 
infOnnationaboutadverseeventsinclinicaltrials． 

Introduction 

TherevisedGuidelinesfOrGoodClinicalPractice（new 

GCP)wereintroducedinl997toensureaunifiedapproach 

tobothmedicalsciｅｎｃｅａｎｄｅｔｈｉｃｓｉｎｔｈｅＥＵ，theUSAand 

JapanL2)．ThenewGCPguidelinesrequirestoobtainin-
fbrmedconsentfromasubjecttakingpartinclinicaltrialsto 

bebasedonawrittenexplanationｏｆｔｈｅａｉｍｓａｎｄｒｉｓｋｓｏｆ 

ｔｈｅｔｒｉａＬＴｈｅdecisiontoconductaclinicaltrialdependson 

thebalancebetweentheexpectedadvantagesofthenew 

medicaltreatmentandｔｈｅｖａｒｉｏｕｓｃｏｓｔｓｏｆｔｈｅｔｒｉａＬＩnpar-

ticular，infOnnationaboutsafetyisakeyfactorinthesub-

jects，decisiontoparticipate、

Whenapreviouslyunknown（new）adverseeventisre-

portedduringaclinicaltrial，ｔｈｅｓｐｏｎｓｏｒｈａｓａｄｕｔｙｔｏｉｎ－ 

ｆｂｎｎｔｈeMinistryofHealth，LabourandWelfareandthe 

principalinvestigatoratthetrialsite・Theinvestigatormust
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tion，（２）theneedfbrexplanationandreconfirmationof 
subjects，willingnesstoparticipate,ａｎｄ（３）thepropnetyof 
continuingtheclinicaltriaLThetargetsofinvestigationwere 
theadverseeventreportsprovidedbysponsorstoourinsti-
tutionbetweenSeptemberl999andNovember2000． 

Methods 

lnfbrmationaboutadverseeventsprovidedbyclinicaltrial 
sponsorswasexaminedfromtheviewpointsofquantity 
(numberofreportsandcases),quality（sponsorsevaluation 

l 

ofcausalrelationship),alldtheevaluationofthecausalrela-
tionshipbytheprincipalmvestigator・Furthermore，ｔｈｅor-
ganizationtoevaluateadverseeventsandtheapplicationof 
infOrmationtechnologyfOrinfOrmationmanagementwere 
investigated 

3.1m'eMigUz伽〃ｑ/、/b'７"α伽〃〃0α"昭２"DC"ＭＷ７〃Spo〃
SOJT 

Thecharacterofadverseeventreportingandapplication 
ofinfOnnationtechnologyfOrinfOnnationmanagementin 
50sponsorcompanieswereinvestigatedbysendingaques-
tionnaireduringtheperiodbetweenJanuaryllandJanualy 
31,2001,whichwastherestrictedperiodoftheinvestiga‐ 
ｔｌｏｎ． 

ＬＳｚ"･IWCＷ"α"､､）α"。?"αJiI1M/､α`ｙｅ'ｗｅし伽'〃o伽
川''肱dZlySpo"so'T

TheadverseeventreportspmvidedbysponsorsweIe 
categorizedasfOlｌｏｗｓ：（１）characterofoccurrence(ｉｎＪａ‐ 

panoroverseascountries，ｉｎａｃｌｉｎｉｃａｌｔｒｉａｌｏｒｉｎｔｈｅｐｏｓｔ－ 

ｍarketingphase）and（２）previouslyknownornewtypeof 

event,ａｎｄ（３）likelihoodofacausalrelationshiｐＴｈｅｐｅ‐ 

riodoftheinvestigationwas28monthsfromSeptember 

l999toDecember200LAreportthatwassubsequently 
withdrawnwasincludedasonecaseinthisexamination 

Detailsofalladverseeventreportsprovidedbysponsors 

wereinputtedintoourdatabaseusingcommercialspread-

sheetMicrosoftExcel'Ｍ(MS-Excel)． 

Results 

Z.Ｓ["･ＩＷｑ/jlvblTTmnio〃α６０"Ｍ伽,ｗeye"Zs

ThenumberofadverseeventreportsreceivedfTomspon-
sorsatourinstitutionwas461(16.4permonth)andthecase 

numberofadverseeventswaｓ4,185(149.5permonth） 

withintheinvestigationperiod(２８monthsbetweenSeptem-

berl999andDecember2001)．Allcasesofadverseevent 

notifiedbysponsorswerelecordedinourdatａｂａｓｅｂｙＣＲＣ， 

andthetimerequiredwasabout6hourspermonth 

Conceminglocation,９０．１％(3,770cases)weredetectedin 

othercountriesanｄ９．９％(415cases)ｉｎJapan（Fig.１）． 

Further，６６．０％(2,762cases)weredetectedinthepost-mar‐ 

ketingphase,ａｎｄａｍｏｎｇｔｈｅｍ’１１．７％(323cases）werein 

Japanand88､３％(2,439cases)inothercountries、

Asregardsacausalrelationshipwithtestdrugadministra-

２〃し“gzz伽〃ｑ/､ｐ'伽ipaJi"U'estigZzm'5’assess"ze伽ｑ／

α`しe耐ｅｅｙｅｍｙ〃o緬

Weevaluatedtheprincipalinvestigators,conclusions 

aboutadverseeventreportsfromtheviewpointsof：（１） 

theinHuenceonthesubjects，decisiontocontinueparticipa‐ 

■presence鬮undeniablepabsencepuncertain圏othersＮｏｏｆｃａｓｅ 
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Japan(415cases;9.9％）Othercountries(3770cases;90.1％） 

Fig.1．ClassificationofAdverseEventsBasedonGeneratingSituation． 

（Investigationalperiod：Sept.,l999-Dec.,2001） 

Ａｘｉｓ：ordinate/numberofcase,horizontal/detectedphaseorsource 

ofadverseevenntslndicatedwithdividingintoJapanandother 

countriesPreSense，undeniable，absence,uncertain，andothersindi-

catetheevaluationresultofcausalrelationshipbysponsors． 

～ 
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Fig2・ClassificationofAdverseEventsBasedCausalRelationshipEvalu‐
ation.(Investigationalperiod：Sept.,l999-Dec.,2001） 
Ａｘｉｓ：ordinate/numberofcase，horizontaytheevaluationresu1ｔof 

causalrelationshipbysponsors． 

tion,４１．８％(1,749cases)wereclassifiedas"causalrelation-

shipuncertain，，、Intheclinicaltrialphase,“causalrelation-

shipuncertain”accountedfOr8､９％(156cases)ofalladverse 
events，ｏｆwhich１０．３％(１８cases）wereinJapan，ａｎｄ 

88.5％(135cases）inothercountrieslnthepost-malketing 

phase，causalrelationshipuncertain，，accountedfOr55､１％ 
“ 

(1,522cases),ａｎｄａ【nongtheln，８．３％(126cases）werein

Japan，ａｎｄ９１．７％(1,396cases）inothercountries、Over-

all，７９．８％(1,396cases)ｏｆ“causalrelationshipuncertain” 

eventsweredetectedinthepost-marketingphaseincoun-

triesoutsideJapan(Fig.２)． 

10％ofthisgroup，respectively、Thus，９０％amongthem

wasconsideredtorequireadditionaladvicetosubLjectsin 

somerespectbytheprincipalinvestigators， 

Amongthe70reportsthatwere“､otinHuentialondeci-

sion-mak、９，，，theconclusionswere“explanatorydocument

needstoberevised'，，“explanationwithasupplementary 

documentisrequired，'，“verbalexplanationisrequired，，and 

unnecessarytoexplain，，ｉｎ０％，１．４％，８．６％ａｎｄ９０％， 
“ 

respectively､Ｏｎｌｙ１０％ofthisgroupwasconsideredtore-

quireadditionaladvicetosuhjects， 

Onetrialwasjudgednegativelyas"discontinuationofnew 

entry，，ａｎｄｏｎｅａｓ“continuationtobereexamined，，ａｍｏｎｇ 

ｔｈｅ８０ｒｅｐｏｒｔｓｏｆ“inHuentialondecision-makmg，，adverse 

eventsbyprincipalinvestigatorsNonegativejudgmentwas 

seeninthe70reportsconsidered"notinHuentialondecisioL 

making，'． 

2.ＥｖａＪ"α"o〃ｑ/p伽cipalj"yes繭guJ"応，assess'"伽〃α小

】22':ＦｆＰ２Ⅲ2RzrJEZDo'TF

Excludingeventsthatdidnotrequireconsiderationbythe 

RB(suchasternnnationofaclinicaltrial),l51reportswere 

investigatedbetweenSeptemberl999andNovember2000． 

Theprincipalinvestigatorsinourinstitutionconsidered 

that53.0％(８０reports)mightinUuenceonthesubjects，。e‐

cisiontocontinueparticipation，while４６．４％(７０reports） 

ｗｅｒｅ“notinHuential，，，ａｎｄ０．６％(onereport）ｒeachedno 

conclusionThema]orreasonsfOrevaluationas“notinflu-

ential”byprincipalinvestigatorswere：(1)backgroundin‐ 

fOnnationwasinsufficient,（２）ｔｈｅｅｖｅｎｔｗａｓｄｕｅｔｏａｄｉｓ‐ 

tinctillness，and(3)itwouldnotbeexpectedtoaffectthe 

subjects，decision(Fig.３)． 

The80reportsthatwere“inHuentialondecision-making，'， 

wereplacedinthefbllowingcategoriesbytheprincipalin-

vestigators：“explanatorydocumentneedstoberevised，'， 

“explanationwithsupplementarydocumentisrequired,，， 

“verbalexplanationisrequired，，ａｎｄ“unnecessarytoex-

plain,，，whichaccountedfOr43､８％，２８．８％，17.5％ａｎｄ 

3.〃Cs噸α伽〃ｑ/i伽'７"α"o〃'"α"age"0e"ｒｈｙｍａＪＷ〃

ｓｏ'T 

TheresponseratetothequestionnairesurveywaslO０％ 

(５０Companies)． 

３－ＬＯ'即"jZa伽〃/bl･ｅｖａＪ"α伽〃〃α`welFeeve"/'叩o伽

U〃SpO"SO7CO"2pα"ZeS

Accordingtothissurvey，６４％(３２Companies)ofinvesti-

gatedsponsorshavestandardcriteriafOrevaluationofapu-

tativecausalrelationshipAmongthem，８４％(２７Companies） 

ｈａｖｅｔｈｅｉｒｏｗｎｃｒｉｔｅｒｉａａｎｄｔｗｏｃｏｍｐanieswerealsousing 

theFDAstandardNaranjoScoreandWHOstandardcriteria 

wereusedinsomecompanies(Fig.４)．Wefbundthat56％ 

(２８Companies）ofsponsorshaveafUll-timeevaluationdoc‐ 

torand44％(２２Companies)wereoutsourcing． 

￣ 

￣ 

￣ 

￣ 
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Fig3、EvaluationofAdverseEventsBasedonlnfluenceinSubject，s
Decision-MakingbyPrinciplelnvestigators． 

（Investigationalperiod：Sept.,l999-Nov.,2000） 

Ａｘｉｓ：ordinate/numberofreportfromsponsors，horizontaDthe 

evaluationresultoftheinHuenceonthesubiectsUecitiontopar-

ticipateclinicaltrialsbyprincipleinvestigators・

Ｔｈｅｒｅａｓｏｎｗｈｉｃｈｉｓ“unnecessalytoexplain,,observedin“influen-

tial”isthatthereisnoregistrationofnewsubject． 

Ａ,CriteriafOrevaluationofadverseevents 

Ｎ 【Ⅲ】Ⅱ、【泥

teria(2７ 

ａ（２Companies） 〕ｕｓｅ＋卜、似

Othercriteria（３Companies） 

BEmploymentofdoctorfOrevaluationofadverseevents 

11ｔｉｍｅ(２８Companies） 

Outsourcing(２２Companies） 

Fig.４．OrganizationfOrEvaluationofAdverseEventsinSponsors． 

（Questionnallesurveyto50sponsors,Jan11-21,2001） 
● 

Regardmgthefrequencyofmeetingsoftheevaluation 

committee，thefrequencieswereonceperweek，，ａｎｄ“ａｓ 

necessary''ｉｎ３６％(l8companies)ａｎｄ３２％(l6companies)， 

respectively．“Everyday'，ｗａｓｓｅｅｎｉｎ２ｃｏｍｐａｎｉｅｓａｎｄ“２ 

or3timesperweek，，wasseenin3amongfOreign-financed 

companles． 

3-2．APP"cα"o〃Ｑ/ilq/bmoα"o〃Ｚｃｃｈ"ｏｌＯｇｙｍａのe応ｅ

ｅｙｅ伽把poy7F

Astheanswertothequestio、“Iscreatlngadatabaseof

adverseeventsusefUlmordertoprovidemfbnnation 

quicklyandexactly?，，，“yes，，，“no”ａｎｄ“noncommittal”re-

plieswere88％(４４Companies)，０％ａｎｄ１２％(６compa-

;i鑿鍵iii;i1111;i鑿鍵iii;i1111;i鑿鍵iii;i1111;i鑿鍵iii;i1111
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nies),respectively・ThereasonfOr“noncommittal，，wasthat

thefeaturesofthedatabasewerenotspecified， 

Ａｓｔｈｅａｎｓｗｅｒｔｏｔｈｅｑｕｅｓｔｉｏｎ“Whatmethodisregarded 

asusefUlinordertoarrangeandtoprovideinfbnnationeffi-

ciently?(checkallthatapply)，,，“useoftheinternet"，“use 

offacsimile'，ａｎｄ“useofelectronicmediasuchasHoppy 

diskorCD-R，，werecheckedby66％(３３Companies)，２４％ 

(l2companies)ａｎｄ16％(８Companies),respectively・

Ａｓｔｈｅａｎｓｗｅｒｔｏｔｈｅｑｕｅｓｔｉｏｎ“Whataretheproblemsof 

automaticreporttransmissionviatheintemet？（checkall 

thatapply)，，，“securityoftransmlsslon，securityatthetrial 
・・”“

site，'，“adjustmentofinternaldatabase”ａｎｄ“noopportunity 
toexplainitemsthataredifficulttodocument，，were 

checkedby78％(３９Companies)，４２％(２１Companies)， 

40％a0cQmpapjes)and16％(８Companies)，respectively． 

SafetyBureau(notificationNo、４０３，Ｍａｙ15,1998)hasbe-

COmeUnneCeSSary8)． 

Inasurveyonsponsors1responsetothenotification 

No､４０３，thereplieswereuseofEnglishdata，，，“nouseof 
d4 

Englishdata，，ａｎｄ“ｎｏanswer，，ｆｒｏｍ４４％(２２Companies)， 

48％(２４Companies）ａｎｄ８％(４Companies)，respectively、

Amongthe22companieswhichanswerｅｄ“useofEnglish 

data''’９companiesnotedthatadocumentwritteninJapa-
nesewasalsoattache｡,andl3notedthatadocumentwrr 

teninJapanesewasnotattached9)．Theamountofprescrib-
inginoverseascountriesishuge,andthenumberofadverse 

eventreportsislarge，sothemanagementofinfOnnatjon 

aboutadverseeventsprovidesahighworkloadfOrboth 

sponsorsandtrialsiteslftheinfOrmationisonlyprovided 

inCIOMSreportstyleorMedWatchreportstylewrittenin 

English，linguisticdifficultiescanbeexpectedtocausecon-
fUsionattrialsites． 

Discussion 

TheproblemoninfOnnationmanagementaboutadverse 

eventinclinicaltrialswasshown，ａｎｄthen，themethodfOr 

problemsolutionwasdiscussed 

2.ＭＵ２ｿＭＭＤＭｍりん"DSC勉励o〃

２－１.ＣｈＳＳ板cα伽〃ＣＷｄｌ）e応ｅｅｙｅ"r

ForefficientevaluationbythelRBatourinstitute，ad-

verseeventshavebeenclassifiedfromthreepointsofview 

sinceSeptemberl999：theseａｒｅ（１）previouslyknownor 

new,（２）thedegreeofseverity,ａｎｄ（３）causalrelationship 

isclearornot・Ｓｉｎｃｅａｎｅｖｅｎｔｗｈｉｃｈｉｓｎｅｗ，severeandina

causalrelationshipｗｉｔｈｔｈｅｔｅｓｔｄｒｕｇｍｕｓｔａｆｆｅｃｔｔｈｅｓｕb-

jects，intentiontocontInueparticipatinginclinicaltrial,the 

explanatorydocumentmustberevised（additionofanew 

adverseevent)，andthesuhjects，willingnesstocontinue 

mustbeconfinnedlnourinstitution,about２２％ofnotified 

adverseeventscanbeclassifiedintothegroupfOrwhichre-

confirmationofthesubjects，intentionisnecessary・

Asaresultofinfbnnationmanagementofadverseevents 

fbrfiveyears，ｗｅｈａｖｅａｒｒｉvedattheconclusionthatthein-

fluenceofeventsdetectedinthepost-marketingphaseisnot 

equaltothatofeventsdetectedinclinicaltrialswithstrict 

restrictiononpatientselectionanduseofcombinationsof 

medicines・Thus,fnrthercategories(Japanoroverseas,clini-

caltrialphaseorpost-marketingphase）ｗｅｒｅneededinour 

classification1o)．Ｉｎｆａｃｔ,wehaveintroducedanewprocedure 

inwhichclassificationbydetectioncharacteristicsisper-

fOnnedinitially，fbllowedbydistinctionofpreviouｓｌｙ 

ｋｎｏｗｎｏｒｎｅｗｅｖｅｎｔａｎｄｔｈｅｄｅｇｒｅｅofseverity（Fig.５)． 

Fortunately，wefOundthatthisprocedurewasverysimilar 

tothatexaminedbytheJPMＡ(JapanPhannaceuticalManu-

facturesAssociation)，andwehavestartedtodiscussplan-

ningadiustmentswiththePMSCommitteeandClinical 

EvaluationCｏｍｍｉｔｔｅｅｏｆｔｈｅＪＰＭＡｆｍｍｔｈｅａｕｔｕｍｎｏf 

200LAgreementshouldbelcachedbytheendof2002and 

thetransmissionofinfOnnationaboutadverseeventsbythe 

newprocedurewillbestartedinearly2003． 

１．Ｅ'り〃ymFq/呵り”α伽〃〃Zα"cuge"ze"ｒ

ＡｓｔｈｅｎｕｍｂｅｒｏｆａｄｖｅｒｓｅｅｖｅｎｔｒｅｐｏrtsfTomsponsorsis 

aboutl50permonth,itisverydifficulttomanagethemefL 

ficientlyfOraclinicaltrialsecretanatandIRBsecretariat， 

andtoevaluatethemquicklyfOrtheⅢB 

Although64％(３２Companies)ofsponsorshavecriteriato 

evaluatethecausalrelationshipofadverseeventstothein-

vestigationaldrug，８４％(２７Companies）ofthisgroupuse 

theirowncriteria，ｉ､ｅ，nostandardcriteriacommontoall 

sponsorsTheprincipalinvestigatorsthoughtthatitwasdif 

ficulttoevaluatetheclinicalsignificanceofsomea｡verse 

eventsbecauseofinsuffIcientbackgroundinfOrmation 

lnfOnnationconcerningadverseeventsisconsideredas 

oneofthemostimportantfactorsinthedecisionofsubjects 

aboutparticipationorcontinuedparticipationinclinicaltri‐ 

als・so,ｉｔｓｅｅｍｓｉｍｐｏｒｔａｎｔｔｏｃｒｅａｔｅａｓｅｔｏｆstandardcriteria

toevaluatetheexistenceofacausalrelationshipassoonas 

possible・

Ｔｈｅｎewimportantproblemwasobserved，recently・ＡＣ‐

cordingtotheofficialnotificatiｏｎ“Thehandlingofadverse 

drugreactionsandinfectioncasereportsconcerninginvesti-

gationaldrugs（No.1249)5)，,bytheMinistryofHealthand 

Welfarｅ／PhannaceuticalandMedicalSafetyBureau（cur-

rentlytheMinistryofHeahh，LabourandWelfarePharma-

ceuticalBureau),ｔｈｅＣＩＯＭＳ（CouncilfbrInternationalOr-

ganizationsofMedicalSciences）reportstyle6）andMed-

Watchreportstyle7)（FoodandDrugAdministration,ＵＳＡ.） 

writteninEnglisharetobeadoptedfbrtransmissionofre-

portsofadversedrugreactionsdetectedinthepost-market-

ingphaseinoverseascountriesfromsponsorstotrialsites・

Transmissionusingthestyle2sheetregulatedbytheMinis-

tryofHealthandWelfare／PhannaceuticalandMedical 
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Fig.５．ClassificationoftheAdverseEventslnfOnnationfOrEffi-

cientInfOnnationManagementandTransmission． 

dardizationofthetenninologyfOradversedrugreactions， 

thismakesthecreationofdatabaseaboutadverseevents 

relativelyeasy・Ourexpenenceoverfiveyearsindicatesthat

thecreationofadatabasefromwhichdatacanbemodified 

individuallyfbreachtrialsitebasedonthestandarddata 

providedbythesponsorsisrapidandeffective・Thedata-

basecanalsorespondeasilytoarequestfOrthelatestinfOr-

mationaboutadverseeventsfromasuhject・

Bystandardizingtheprocedureofprovidinginfbnnation， 

itisexpectedthatinfOnnationmanagementaboutadverse 

eventscanefficientlybedonefOrbothsponsorandtrialsite 

ForthetransmissionofinfOrmationtothecliniCaIsitefi･om 

thesponsor，electronicmediasuchasHoppydisk，ＣＤ－Ｒ， 

etc.，arepresentlydesirable，buttheuseofelectronicmail 

andbrowsingsoftwareshouldbeconsideredFurther，。is‐

cussionshouldbestartedbetweensponsorsandtrialsites 

aboutcommunicationofadverseeventsdetectedintrialsites 

tosponsors・

InthenearfUture，infOnnationaboutsafetycuITentlｙｃｏｖ－ 

ｅＩｅｄｂｙｌＣＨＥ２ｂ/Ｍ２'2）ｗｉｌｌbeavailableonelectronicme-
dia，ａｎｄａｄａｔａｂａｓｅｆＯｒｃｏｍｍｏｎｕｓｅｏｆｔｈｅｉnfbnnationwill 

beinstalledontheinternet・Althoughsufficientsecurityis

required,itisexpectedthattherewillbeconsiderableadvan-

tagesininfOrmationmanagementaboutadverseeventsfOr 

bothsponsorsandtrialsites 
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