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GOOD CLINICAL TRIAL PRACTISEGOOD CLINICAL TRIAL PRACTISE

HistoryHistory

Citrus Citrus fruitfruit  study  study  ((skjörbjuggskjörbjugg))
VaccinationVaccination
GMP GMP –– 1960-ties 1960-ties
GLP  -  1980-tiesGLP  -  1980-ties
GLTPGLTP
––   ThalidomidThalidomid  –– Neurosedyn Neurosedyn
––  1977  1977 ––  ProposalProposal from FDA from FDA
––  1989  1989 –– Nordic  Nordic guidelinesguidelines



GOOD CLINICAL TRIAL PRACTISEGOOD CLINICAL TRIAL PRACTISE
GCTP is an GCTP is an internationalinternational  ethicsethics
and and scientificscientific standard for standard for
–– PlanningPlanning
–– ConductingConducting
–– DocumentingDocumenting and and
–– ReportingReporting
clinicalclinical studies in man studies in man



GOOD CLINICAL TRIALGOOD CLINICAL TRIAL
PRACTISEPRACTISE

First Nordic First Nordic GuidelinesGuidelines in 1989 in 1989
–– Medical Medical ProductsProducts Agency LVFS Agency LVFS

2003:62003:6

ObjectivesObjectives
To To protectprotect the  the interestinterest of the of the
patientpatient
To To assureassure  qualityquality  inbinb research research



GOOD CLINICAL TRIAL PRACTISEGOOD CLINICAL TRIAL PRACTISE

PurposePurpose::

ApprovalApproval for  for registrationregistration and and
marketingmarketing
ProveProve  scientificscientific  hypothesishypothesis
UtilityUtility of the  of the drugdrug  whenwhen  usedused in the in the
general populationgeneral population
Marketing Marketing ––  multicentremulticentre seeding  seeding trialstrials



ICH-GCPICH-GCP
International Conference of International Conference of HarmonizationHarmonization

CooperationCooperation  betweenbetween USA, Japan USA, Japan
and and EuropeEurope of  of pharmaceuticalpharmaceutical
industryindustry, , regulatoryregulatory  agenciesagencies and and
academicacademic institutions institutions

First First meetingmeeting  heldheld 1989 1989



ICH-GCTPICH-GCTP
ObjectivesObjectives::
–– AvoidAvoid  unnecessaryunnecessary studies studies
–– Studies Studies shouldshould be  be carriedcarried  outout  anywhereanywhere
–– MinimizeMinimize studies in animals studies in animals
–– Faster Faster drugdrug  developmentdevelopment
–– In the In the futurefuture: : DrugsDrugs are  are approvedapproved for a for a

regionregion

–– www.ich.orgwww.ich.org



ICH-GCTP- Main ICH-GCTP- Main componentscomponents
InformedInformed  consentconsent
EthicEthic  committeecommittee  approvalapproval
Sponsor must Sponsor must provideprovide SOP for SOP for
planningplanning, , conductconduct, , closureclosure and  and reportreport
ResponsibilitiesResponsibilities of sponsor and of sponsor and
investigatorinvestigator
MonitoringMonitoring  procedureprocedure
AuditingAuditing  proceduresprocedures
DocumentationDocumentation
ArchivingArchiving of  of documentsdocuments



A A clinicalclinical  drugdrug trial- A  trial- A chainchain of of
thoughtsthoughts and  and decisionsdecisions

StudyStudy  objectiveobjective
Main Main questionquestion
HypothesisHypothesis
StudyStudy design design
InclusionInclusion  criteriacriteria
ExclusionExclusion  criteriacriteria
EfficacyEfficacy  endend  pointpoint
SafetySafety (AE and ADR) (AE and ADR)
StatisticsStatistics
MonitoringMonitoring
Data managementData management
AnalysisAnalysis and  and reportingreporting
ConclusionsConclusions



CLINICAL DRUG TRIALCLINICAL DRUG TRIAL
STUDY PHASESSTUDY PHASES

PhasePhase 0 0 ChemistryChemistry
Animal studiesAnimal studies

PhasePhase 1 1 HealthyHealthy  volunteersvolunteers (30-100) (30-100)
  PharmacokineticsPharmacokinetics
PhasePhase 2 2 Open Open studystudy in patient(< in patient(<11000)000)

PharmacokineticsPharmacokinetics in pt in pt~~ 5000 5000
PhasePhase 3 3 LargeLarge patient studies (>10000) patient studies (>10000)
PhasePhase 4                      Post  4                      Post marketingmarketing studies studies



EXPLANATORY STUDIESEXPLANATORY STUDIES

CONFORMATION STUDIESCONFORMATION STUDIES



GCTP: GCTP: StudyStudy  protocolprotocol
IntroductionIntroduction  and and rationalerationale
StudyStudy  objectivesobjectives
StudyStudy design design
Time Time scheduleschedule
Patent Patent numbersnumbers
Patient Patient selectionselection
InclusionInclusion  criteriacriteria
ExclusionExclusion  criteriacriteria
WithdrawalWithdrawal  criteriacriteria
BlindingBlinding of the  of the studystudy
BreakingBreaking  randomisationrandomisation  codecode
InvestigatedInvestigated  productsproducts
PackagingPackaging and  and labellinglabelling
StorageStorage

Administration routeAdministration route
ComplianceCompliance checks checks
DrugDrug  accountabilityaccountability
StudyStudy  proceduresprocedures
AdverseAdverse events events
Case Case reportreport form form
EfficacyEfficacy and  and safetysafety
StatisticalStatistical  analysisanalysis
EthicEthic  responsibilitiesresponsibilities
InsuranceInsurance and  and liabilityliability
StudyStudy monitors monitors
AuditAudit and  and inspectioninspection
Financial Financial agreementagreement
PublicationPublication
CompletionCompletion of  of studystudy



STANDARD OPERATINGSTANDARD OPERATING
PROCEDURES FOR GCTPPROCEDURES FOR GCTP

ConsiderConsider::

GCTP GCTP regulationsregulations
FDAFDA
ICHICH
Company Company demandsdemands
Legal Legal demandsdemands
InsuranceInsurance  demandsdemands



CASE RECORD FORM, CRFCASE RECORD FORM, CRF

Master informationMaster information
Not Not possiblepossible to  to changechange  printedprinted text text
No No emptyempty  spacesspaces  ––LackingLacking data =NA data =NA
WrittenWritten text  text cancan be  be changedchanged
––  what what is  is wrongwrong and  and addadd the  the rightright text text
––  Signum with  Signum with datedate ( (monitor´smonitor´s mantra) mantra)



Clinical Trial Clinical Trial ActorsActors (GCTP) (GCTP)

                                                  AuditörAuditör
                                                                    
INVESTIGATORINVESTIGATOR      //        SPONSORSPONSOR

       Monitor ( CRO/       Monitor ( CRO/HospitalpharmacyHospitalpharmacy))



MonitoringMonitoring
AssureAssure the  the securitysecurity and  and well-well-
beingbeing of patients and  of patients and volunteersvolunteers
CRF is CRF is correctcorrect, , completecomplete and and
traceabletraceable to Master  to Master documentsdocuments
The studie is The studie is performedperformed
accordingaccording to GCTP and  to GCTP and studystudy
protocolsprotocols with  with amendmentsamendments
AuditAudit of the  of the studystudy  sitesite



GOOD CLINICAL TRIAL PRACTISEGOOD CLINICAL TRIAL PRACTISE

GCTP GCTP guaranteesguarantees that that

"Studies are "Studies are scientificallyscientifically and and
    ethicallyethically::
–– DesignedDesigned ( (studystudy  protocolprotocol))
––     performedperformed
––     recorded    recorded (CRF) (CRF)
––               finishedfinished
––          reported         reported and  and documenteddocumented



Jag har utståttJag har utstått    många prövningarmånga prövningar

varav en kliniskvarav en klinisk………………………………....



GOOD LABORATORY PRACTISEGOOD LABORATORY PRACTISE
AnimalsAnimals
––HousingHousing
––HeritageHeritage
––FeedingFeeding

TimingTiming
TypeType of  of foodfood

––Light-darkLight-dark  circlecircle
––AggressionAggression


