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Agenda 

 Aan welke wettelijke eisen moet 

mensgebonden onderzoek in Nederland 

voldoen? 

 Hoe test je de betrouwbaarheid van de 

resultaten? 

 Hoe kan ik daarbij het EPD als brondocument 

gebruiken? 

 Aan welke eisen moet het EPD dan voldoen? 
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Soorten onderzoek 

 Interventie onderzoek 

 Observationeel onderzoek (niet-WMO plichtig) 

 Bevolkingsonderzoek 

 Onderzoek met embryo’s, foetussen, 

geslachtscellen 
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Soorten interventie onderzoek 

 Geneesmiddelen 

 Medische hulpmiddelen 

 Voedingssupplementen 

 Chirurgische technieken 

 Gedrags- en psychologisch onderzoek 

Waarbij handeling wordt verricht of gedragswijze 
beinvloed 

 Interviews en enquetes 

Waarbij handeling wordt verricht of gedragswijze 
beinvloed 
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Onderzoeker Sponsor 

Proefpersoon 

METC 
Directie 
Ziekenhuis 

Centrale 
Commissie 

ICH GCP 
WMO WBP 

WGBO 
WMO 

ICH GCP 

WMO 
ICH GCP 

WMO 

KWZ 
WBIG 

WMO 

KWZ AWB 
WMO 

Regelgeving relaties bij Onderzoek 

Apotheker 

ICH GCP 
WOG BBA 

WBP 

Medische 
Administratie 

WGBO 
KWZ 

ICH GCP 

Laboratorium 

WBP 

WBP 

WBP 
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Wettelijke eisen voor onderzoek 

Wet Medisch Wetenschappelijk 

Onderzoek met Mensen 

Geneesmiddelenwet 

 ICH Good Clinical Practice 

Guideline 

WGBO 

WBP 
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Rode draad 

 Zorgvuldig handelen 

 Geloofwaardig handelen 

 Verantwoording afleggen 

 Transparantie 

 Consistentie 



Study protocol 

draft 

 

Sponsor 

initiates 

study 

Study 

starts 

Study 

completed 

experimentally 

Perform 

Monitoring 

Visits 

Report 

Adverse 

Events 

Start data entry 

and validation 

Study data 

analyzed 

Study report 

finalized Study documents 

final 

Documents 

Submitted to  

aEC and CA 

•Appoint monitor 

•Select investigator(s) 

•Perform feasibility study 

•Manufacture study medication 

•Design and implement SOP’s 

•Appoint coordinating clinical investigator 

•Quality and train sponsor personnel 

•Make/update Investigator’s Drug Brochure (IB) 

•Design study protocol 

•Discuss and include statistics in protocol 

 

•Instruct, train and qualify investigators 

•Make overall project plan (time, resources) 

•Make cost budget 

•Design Case Report Form 

•Prepare study monitoring forms 

•Prepare instruction manuals 

•Design patient information and consent 

•Arrange for insurance coverage 

 

•Label and pack materials 

•Arrange for submission to aEC 

•Notify study to CCMO/Minister 

•Finalize investigator contracts 

•Finalize third party contracts 

•Randomize study treatment 

•Arrange start up meetings 

•Design database 

•Design data validation plan 

•Design Statistical Analysis plan 

 

Regulatory and 

technical green 

lights obtained 

 

All essential 

documents 

obtained 

Investigator records all observations in CRF and in source documents 

Monitor: 

•Check completeness 

•Check accuracy 

•Check consistency 

•Check procedures 

•Verify filing 

•Check reliability 

 by conducting SDV 

•Verify drug accountability 

Investigator: 

•Report Serious Adverse Event 

 immediately 

Sponsor: 

•Submit reportable events (SUSARs) 

 to the MEB 

•Report SUSARs to aEC and other 

 investigators 

•Data management 

 starts when completed 

 CRF becomes available: 

•Perform data validation (queries) 

•Arrange Data Review Meeting 

•Close database 

•Write statistical report 

•Write integrated study report 

•Send summary of report to  

 investigators, CCMO  

 and aEC 

Sponsor responsibilities: 

•Sign approved study protocol 

•Ensure that all deviations from protocol 

 are reported and accounted for 

•Ensure that all AE’s are reported as required 

•Inform all investigators about all SAE’s 

•Inform investigator when study is terminated 

 prematurely or suspended 

•Inform investigators on development status drug 

•Review and approve deviations from study protocol 

•Collect, store, keep secured and ensure completion 

 of essential documents 

Monitor responsibilities: 

•Verify if compliance with protocol is maintained 

•Verify if drug is used according to plan 

•Verify qualification of investigational staff 

•Verify if investigator has access to adequate 

 number of subjects 

•Verify if informed consents are properly signed 

 and dated 

•Verify if AE have been recorded and reported 

 adequately 

•Verify drug accountability and traceability 

•Verify maintenance and calibration equipment 

•Verify recording subject withdrawal, non-compliance 

•Report monitoring visits 

Investigator responsibilities: 

•Have resources to conduct study 

•Has no conflict of interest 

•Knows the drug and its properties 

•Knows the study protocol 

•Supports the monitor and auditor 

•Communicates deviations from the protocol 

•Ensures compliance with protocol for all staff 

•Protects health and welfare of subjects 

•Communicates with the aEC on SAE’s, submission 

  amendments 

•Endeavors to ensure adequate recruitment 

•Ensures that informed consent is obtained and documented 

•Reports any deviation due to emergency 

•Ensures drug accountability 

 

Quality Assurance: 

•Independent auditing prior to, 

 during and after study for 

 investigational site and monitoring 

 activities 

Version nr. 1.0 NL version date 04-Jun-2004 

Copyright Profess® 

Study documents: 

•IB, study protocol 

•CV’s investigators 

•List centres 

•aEC approval 

•CCMO notification 

•Investigator agreement 

•Insurance certificate 

•Patient info, consent 

•CRF 

•Forms AE, ADE 

•Monitor contact info 
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Sponsor 

initiates 

study 

•Appoint monitor 

•Select investigator(s) 

•Perform feasibility study 

•Manufacture study medication 

•Design and implement SOP’s 

•Appoint coordinating clinical investigator 

•Qualify and train sponsor personnel 

•Make/update Investigator’s Drug Brochure (IB) 

•Make/update Investigational Medicinal Product 

 Dossier (IMPD) 

•Design study protocol 

•Discuss and include statistics in protocol 

Initiatiefase-1 

../Publicaties/CA%20guidance%20update%20October%202005.pdf
http://www.profess.nl/sop-z/sop-z/schema/schema.htm
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Study protocol 

draft 

 

Study documents 

final 

•Instruct, train and qualify investigators 

•Make overall project plan (time, resources) 

•Make cost budget 

•Design Case Report Form 

•Prepare study monitoring forms 

•Prepare instruction manuals 

•Design patient information and consent 

•Arrange for insurance coverage 

 

Interne voorbereidingsfase-1 

http://www.profess.nl/sop-z/sop-z/schema/schema.htm
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Study documents 

final •Essential documents to be submitted 

•For details see 2.3 

•Prepare other relevant documents like: 

•Study forms 

•Monitoring guidelines 

•SAE form 

•Monitor contact reports 

 

Documents 

Submitted to  

aEC and CA 

In te dienen documenten-1 

http://www.profess.nl/sop-z/sop-z/schema/schema.htm
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Study documents 

final 

Documents 

Submitted to  

aEC+CCMO 

•Label and pack materials 

•Arrange for submission to aEC 

•Notify study to CCMO/Minister or arrange 

 for approval in case of gene therapy 

•Finalize investigator contracts 

•Finalize third party contracts 

•Randomize study treatment 

•Arrange start up meetings 

•Design database 

•Design data validation plan 

•Design Statistical Analysis plan 

 

Externe voorbereidingsfase-1 

http://www.profess.nl/sop-z/sop-z/schema/schema.htm
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Study 

starts 

Documents 

Submitted to  

aEC+CCMO 

Regulatory  and technical green lights obtained 

 

All essential documents obtained 

Groen licht-1 
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Study 

starts 

Study 

completed 

experimentally 

Perform 

Monitoring 

Visits 

Investigator records 

all observations in CRF 

and in source documents 

Monitor: 

•Check completeness 

•Check accuracy 

•Check consistency 

•Check procedures 

•Check reliability by conducting SDV 

•Verify filing 

•Verify drug accountability 

Uitvoeringsfase-2 

http://www.profess.nl/sop-z/sop-z/schema/schema.htm
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Study 

starts 

Study 

completed 

experimentally 

Start 

data entry 

and validation 

Investigator records 

all observations in CRF 

and in source documents 

Uitvoeringsfase 
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Study 

completed 

experimentally 

Study data 

analyzed 

•Data management 

 starts when completed 

 CRF becomes available: 

•Perform data validation (queries) 

•Arrange Data Review Meeting 

•Close database 

Analyse fase 
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Study data 

analyzed 

Study report 

finalized 

•Write statistical report 

•Write integrated study report 

•Send summary of report to investigators, 

 CCMO and aEC 

Rapportage fase 



Study protocol 

draft 

 

Sponsor 

initiates 

study 

Study 

starts 

Study 

completed 

experimentally 

Perform 

Monitoring 

Visits 

Report 

Adverse 

Events 

Start data entry 

and validation 

Study data 

analyzed 

Study report 

finalized Study documents 

final 

Documents 

Submitted to  

aEC and CA 

•Appoint monitor 

•Select investigator(s) 

•Perform feasibility study 

•Manufacture study medication 

•Design and implement SOP’s 

•Appoint coordinating clinical investigator 

•Quality and train sponsor personnel 

•Make/update Investigator’s Drug Brochure (IB) 

•Design study protocol 

•Discuss and include statistics in protocol 

 

•Instruct, train and qualify investigators 

•Make overall project plan (time, resources) 

•Make cost budget 

•Design Case Report Form 

•Prepare study monitoring forms 

•Prepare instruction manuals 

•Design patient information and consent 

•Arrange for insurance coverage 

 

•Label and pack materials 

•Arrange for submission to aEC 

•Notify study to CCMO/Minister 

•Finalize investigator contracts 

•Finalize third party contracts 

•Randomize study treatment 

•Arrange start up meetings 

•Design database 

•Design data validation plan 

•Design Statistical Analysis plan 

 

Regulatory and 

technical green 

lights obtained 

 

All essential 

documents 

obtained 

Investigator records all observations in CRF and in source documents 

Monitor: 

•Check completeness 

•Check accuracy 

•Check consistency 

•Check procedures 

•Verify filing 

•Check reliability 

 by conducting SDV 

•Verify drug accountability 

Investigator: 

•Report Serious Adverse Event 

 immediately 

Sponsor: 

•Submit reportable events (SUSARs) 

 to the MEB 

•Report SUSARs to aEC and other 

 investigators 

•Data management 

 starts when completed 

 CRF becomes available: 

•Perform data validation (queries) 

•Arrange Data Review Meeting 

•Close database 

•Write statistical report 

•Write integrated study report 

•Send summary of report to  

 investigators, CCMO  

 and aEC 

Sponsor responsibilities: 

•Sign approved study protocol 

•Ensure that all deviations from protocol 

 are reported and accounted for 

•Ensure that all AE’s are reported as required 

•Inform all investigators about all SAE’s 

•Inform investigator when study is terminated 

 prematurely or suspended 

•Inform investigators on development status drug 

•Review and approve deviations from study protocol 

•Collect, store, keep secured and ensure completion 

 of essential documents 

Monitor responsibilities: 

•Verify if compliance with protocol is maintained 

•Verify if drug is used according to plan 

•Verify qualification of investigational staff 

•Verify if investigator has access to adequate 

 number of subjects 

•Verify if informed consents are properly signed 

 and dated 

•Verify if AE have been recorded and reported 

 adequately 

•Verify drug accountability and traceability 

•Verify maintenance and calibration equipment 

•Verify recording subject withdrawal, non-compliance 

•Report monitoring visits 

Investigator responsibilities: 

•Have resources to conduct study 

•Has no conflict of interest 

•Knows the drug and its properties 

•Knows the study protocol 

•Supports the monitor and auditor 

•Communicates deviations from the protocol 

•Ensures compliance with protocol for all staff 

•Protects health and welfare of subjects 

•Communicates with the aEC on SAE’s, submission 

  amendments 

•Endeavors to ensure adequate recruitment 

•Ensures that informed consent is obtained and documented 

•Reports any deviation due to emergency 

•Ensures drug accountability 

 

Quality Assurance: 

•Independent auditing prior to, 

 during and after study for 

 investigational site and monitoring 

 activities 

Version nr. 1.0 NL version date 04-Jun-2004 

Copyright Profess® 

Study documents: 

•IB, study protocol 

•CV’s investigators 

•List centres 

•aEC approval 

•CCMO notification 

•Investigator agreement 

•Insurance certificate 

•Patient info, consent 

•CRF 

•Forms AE, ADE 

•Monitor contact info 
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Betrouwbaarheid toetsen 

 Verificatie tegen de brongegevens (ICH GCP 5.18) 

 Representatieve steekproef door monitor 

 Check validatie van computersystemen (ICH GCP 

5.5.3) 

 Systeem voldoet aan eisen gebruiker 

(acceptance testing) 

Ontwikkeling van systeem conform state of the art 

model (V-model) 

 Procedures zijn beschreven voor alle taken en 

verantwoordelijkheden 
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Resultaten registeren  

 De onderzoeksgegevens worden op een 

verzamelformulier vastgelegd 

 Case Report Form 

ne20010145 CRF updated final.pdf
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Gegevens verwerking 

 Data verifiëren met medisch dossier/EPD 

 Data invoeren in gevalideerde software 

systeem (data management plan) 

 Data schonen (data validatie plan) 

 Data analyseren (statistisch analyse plan) 

 Data rapporteren (studie rapport en publicatie) 



NEE JA 

Het data handling proces 

2. in-house medical review  

5. schone database 8. statistische analyse 
6. data acceptatie bijeenkomst  9. statistisch rapport 
7. database bevriezen 

1. Data invoer  

    DB1    controle 

 
 
3. SAS checks 
 
 
4. data validatie 
 
 
inconsistenties ? 

Onderzoeker 

kluis 

Kluis 

query 
 
 
 

query 
 
 
 

query 
 
 
 

& 

lab  
results 

 
 

ECGs 
 
 

CRF’s 

query 
 
 
 

query 
 
 
 

query 
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Betrouwbaarheid toetsen 

 Check validatie van computersystemen (ICH GCP 

5.5.3) 

 Logging procedure (audit trail) 

 Beveiligingssysteem 

 Lijst met bevoegden 

 Backup en restoring faciliteiten 
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EPD als betrouwbare bron 

 EPD wordt robuust gebouwd (V-model) 

 In EPD is een logging procedure vereist 

Geen ongeoorloofde wijzigingen 

Geen misbruik van gegevens 

Geen wijziging door onbevoegden 

 Voor WMO plichtig onderzoek (interventie 

onderzoek) 

 Toegang tot EPD (inzage) voor derden geregeld 

met toestemming van patiënt 
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EPD als betrouwbare bron 

 Voor niet-WMO plichtig onderzoek 

(observationeel onderzoek) 

 toestemming voor inzage door derden als 

gegevens herleidbaar zijn tot de natuurlijke 

persoon 

 Inzage voor derden procedure vastleggen 

conform procedures beveiliging 
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Validatie van het EPD 

 Acceptatiecriteria voor opdrachtgevers van 

onderzoek 

 Zijn de procedures beschreven? 

 Is het systeem volgens V-model ontwikkeld? 

 Is de beveiliging van het systeem geregeld? 

 Is er een logging procedure die werkt? 

 Is de backup en restoring geregeld? 

 Is de elektronische handtekening gevalideerd? 
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Toekomst 

 Een zorgvuldig en betrouwbaar EPD is 

essentieel voor mensgebonden 

onderzoek om te zorgen dat 
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Toekomst 

 Kosten kunnen worden bespaard op data 
management (voorkomen van dubbele invoer 
en de vele controles die plaatsvinden) 

 Human factors worden gunstig beïnvloed 
(velen hebben een pesthekel aan alle 
bureaucratie!) 

 Kwaliteit zal met sprongen stijgen, want alle 
gegevens worden goed vastgelegd aan de 
basis en kunnen voor vele doeleinden worden 
ingezet 
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V r a g en ? 


