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Reporting Protocol Deviations in EDC

• Protocol Deviation and Protocol Deviation Review Forms 
• document the occurrence of protocol deviations

• must be completed any time a protocol deviation is discovered

• Protocol Deviation Form
• captures detailed information about the protocol deviation 

• Protocol Deviation Review Form
• details the review of the protocol deviation by CCC staff



Protocol Deviation eCRF
Completed and Submitted by Site Staff



Major Protocol Deviations
No consent/assent obtained

Unauthorized assessments and/or procedures conducted prior to obtaining informed consent/assent 

Ineligible participant randomized/inclusion/exclusion criteria not met

Ineligible participant enrolled/inclusion/exclusion criteria not met

Inappropriate unblinding

SAE not reported 

Safety assessment (e.g., labs, ECG, clinical referral to care) not conducted per protocol

Stratification error

Medication dispensed to ineligible participant 

Medication dispensed to incorrect participant 

Medication dosing errors (protocol specified dose not dispensed) 

Participant use of protocol prohibited medication 

Breach of Confidentiality



Protocol Deviation Review eCRF



Protocol Deviation Review eCRF contd.



Automated Emails and Listings

• Immediate email when protocol 
deviation is entered in EDC
• Sent to members of Clinical 

Coordinating Center, Data and Statistics 
Center, and Investigative Team

• Weekly email with links to listing
• Newly reported (last 7 days) protocol 

deviations

• Cumulative list of protocol deviations 



Processing Events as Confirmed Protocol Deviations

Event Occurs

• Site reports protocol deviation in EDC 

• CCC reviews protocol deviation in EDC

• CCC reviews PD with the Investigative Team

• CCC completes review of protocol deviation in EDC

If Clearly Identified as a Protocol Deviation 



Processing Events as Potential Protocol Deviations

Event Occurs

• CCC leads discussion with the Investigative Team

• CCC communicates decision to the site(s)

• If determined to be a protocol deviation, site reports in EDC

• CCC reviews PD in eClinical

• CCC reviews PD with the Investigative Team

If Unclear Whether Event is a Protocol Deviation



Cleaning and Reporting Protocol Deviations



Protocol Deviations of a Completed Trial

• ~1,000 protocol deviations
• 5% major deviations

• 95% minor deviations 

• Minor deviations
• 50% study assessments not 

completed/followed as per protocol

• 14% biologic specimen not 
collected/processed as per protocol

• 7% protocol required visit/assessment not 
scheduled or conducted

study 
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Purpose
• report and document deviations from 

the protocol

• clarify results during statistical analyses

• present to regulatory bodies (e.g., 
DSMB) for monitoring of safety/integrity 
of the study

• inform potential protocol amendments

• identify issues that warrant re-
training/clarification/process updates

Perception
• punishing/blaming site 

staff

• poorly conducted study

• poorly managed study


