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Protocol Deviations



Protocol Deviation Definition

A protocol deviation is defined as any change, divergence, or departure 
from study design or procedures as described in the approved study 
protocol. 



Identifying Protocol Deviations

 In PediCAP, protocol deviations may be identified:

 by the site

 by monitoring 

 by the MRC CTU through central monitoring



Site Protocol Deviation Log

 All protocol deviations 
should be recorded on 
the PediCAP Site 
Protocol Deviation Log. 

 The deviation should be 
classified as either 
critical, major or minor.

 You will be requested 
to send MRC CTU a copy 
of the log 
approximately every 3 
months. 



Protocol Deviation Classification

Classification Definition

Critical Significantly impacts the completeness, accuracy and/or reliability of 
study results, or significantly impacts the subjects’ rights, safety and/or 
well-being.

Major Could potentially significantly impact the completeness, accuracy and/or 
reliability of study results, or the subjects’ rights, safety and/or well-
being.

Minor Does not impact the completeness, accuracy and/or reliability of study 
results, or the subjects’ rights, safety and/or well-being.

 Example PediCAP protocol deviations and classifications are listed in 
the Manual of Operations.



Notifying MRC CTU

 Sites should notify MRC CTU of all critical or 
major deviations by emailing a PediCAP
Protocol Deviation Notification Form.

 Critical deviations should be reported within 1 
working day of the investigator becoming 
aware of the deviation.

 Major deviations should be reported within 1 
week.

 If you are unsure of the classification, please 
contact MRC CTU as soon as possible so that 
they can advise on the appropriate 
classification.



Corrective Action Plan 
(CAP) Report

 Upon receipt of a Protocol Deviation 
Notification Form,  MRC CTU will work with 
your site to complete a CAP report.

 This will include any corrective actions to 
prevent a re-occurrence of the deviation. 

 CAP reports should be completed and 
signed by the individual with the most 
knowledge of the deviation, and signed the 
PI. 



Investigator Site File 
(ISF)



Creating an ISF

 Following the Site Initiation Visit, MRC CTU will email a site initiation pack 
containing essential documents for site opening. 

 These documents should be printed and used to create an Investigator Site 
File (ISF). 

 You will be sent an ISF Index template, which should be used to form the 
structure of the file. 

 The ISF should be maintained from site opening to site closure, when it will 
be archived.



Initial ISF Self-Assessment Form

 An Initial Investigator Site File Self-Assessment Form 
will be sent in the induction pack.

 This form acts as a checklist for all the 
documentation that should be on file prior to site 
opening. 

 MRC CTU will require copies of many of these 
documents after they have been completed. A list of 
these documents will be sent with the induction 
pack.



Confirmation of Receipt Forms 

 Confirmation of Receipt Forms may be created during the trial for any new 
essential documents that are sent to you that require filing, for example 
documents for a substantial amendment.

 Separate Confirmation of Receipt forms will be created for the ISF and 
Pharmacy File.



Signature List and Delegation of 
Responsibilities Log
 All site staff members working on 

the PediCAP study should sign the 
Delegation Log. 

 The responsibilities of each 
individual should be specified on the 
log using the list provided.

 The PI should sign the final column 
for each individual to confirm that 
study training has been completed 
and to authorise the listed 
responsibilities. 

 It should be confirmed that a 
current CV and GCP certificate is 
filed in the ISF.



Signature List and Delegation of 
Responsibilities Log
 The Global Health Network has a free online GCP course which will issue a 

certificate upon completion. The course can be found at the following link: 
https://globalhealthtrainingcentre.tghn.org/ich-good-clinical-practice/

 Activities should only be undertaken for the study if the individual has been 
assigned the appropriate responsibility on the log. 

 The Signature and Delegation Log should be updated every time a member of 
staff leaves, a new member of staff joins, or the responsibility of an 
individual changes.

 The log should be held in the main ISF and pharmacy staff should sign this 
copy. A copy should be sent to MRC CTU and Pharmacy each time a change is 
made to the log. 

https://eur01.safelinks.protection.outlook.com/?url=https%3A%2F%2Fglobalhealthtrainingcentre.tghn.org%2Fich-good-clinical-practice%2F&data=02%7C01%7C%7C922beb811aa5470eb89608d84fc627a0%7C1faf88fea9984c5b93c9210a11d9a5c2%7C0%7C0%7C637347059778817655&sdata=gUbhHIZsHgq97luBLstT4VfFhMQSmjMxV6iY7tv8PU8%3D&reserved=0


Monitoring



On-site Monitoring

 Local monitors will conduct on-site monitoring visits every 3 months.

 MRC CTU will aim to visit annually (this may change depending on the 
coronavirus pandemic).

 Monitors will contact your site to arrange a suitable time for each visit. 

 During the visit the monitors may visit the main clinic/ward to review patient 
notes and the ISF, pharmacy to review the pharmacy files and confirm the 
participant was dispensed drug corresponding to their randomised allocation, 
and the laboratory to check the sample management. 

 You should ensure that monitors have access to the medical notes of patients 
selected for review. 

 A member of staff should be available to help with any queries or address any 
findings. 



On-site monitoring

 At the end of each visit, monitors will hold a de-brief meeting. 

 In this meeting, monitors will highlight key findings and any immediate 
corrective actions that should be implemented.

 Following the visit, monitors will send a summary report, full report and 
Action Item Summary (AIS). 

 Upon receipt of these documents, the PI should review the summary report 
and sign to confirm receipt. 

 All actions listed on the Action Item Summary should be resolved within 4 
weeks. If there are any critical or major findings, these are expected to be 
resolved first and as soon as possible. 



Central Monitoring

 Central monitoring will be conducted regularly by the MRC CTU to monitor 
data quality. 

 Items such as missing forms, number of data queries, common queries and 
timely submission of CRFs will be reviewed. 

 Any issues identified will be raised via email or as a query added to the 
database.
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