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A protocol violation is defined as a significant or serious non-compliance 

with the approved protocol, Good Clinical Practice (GCP), or applicable regulatory 

requirements that may affect the rights, safety, or well-being of trial participants, 

or compromise the integrity and reliability of study data. Protocol violations may 

arise from failure to adhere to protocol-specified procedures, inadequate oversight, 

or systemic non-compliance. In line with ICH GCP E6(R3), such violations require 

prompt identification, documentation, root cause analysis, and implementation of 

corrective and preventive actions (CAPA). Reporting to the sponsor and IEC/IRB 

must be performed within defined timelines, especially for violations that meet 

criteria for serious non-compliance. 

A protocol exception is defined as a prospectively planned and approved 

departure from the protocol for an individual participant or a specific situation, 

granted prior approval by the IEC/IRB (and sponsor, where applicable), in 

accordance with ICH GCP E6(R3). Protocol exceptions are implemented when 

strict adherence to the protocol is not feasible but where participant safety, rights, 

and data integrity are not compromised. These exceptions are not considered 

protocol amendments and do not constitute permanent changes to the protocol. All 

protocol exceptions must be justified, documented, and approved prior to 

implementation, except where necessary to eliminate immediate hazards to 

participants, in which case the deviation must be reported promptly to the IEC/IRB. 

4. If the study is a sponsored study, prior approval of the sponsor is also required for 

a protocol exception except in an emergency situation to eliminate immediate harm 

(SOP No / Version No 21/08: Contact and communication with sponsor) 

a. Protocol violations represent instances of non-compliance implemented 

without prior IEC/IRB approval, contrary to the requirement for prospective 

review and approval of protocol changes, except where necessary to 
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eliminate immediate hazards to trial participants. Such violations may arise 

due to unintentional human error, inadequate oversight, or systemic process 

deficiencies, or may reflect willful or deliberate non-compliance by the 

Principal Investigator or study team. In alignment with ICH GCP E6(R3), 

all such occurrences must be promptly identified, documented, and 

evaluated to determine their impact on participant safety, rights, and data 

integrity. A root cause analysis should be undertaken, and appropriate 

corrective and preventive actions (CAPA) must be implemented to prevent 

recurrence. Serious or persistent non-compliance should be reported to the 

IEC/IRB and sponsor in accordance with applicable regulatory timelines 

and may warrant further actions, including increased oversight, suspension, 

or termination of study activities 

5. The study team should attempt to minimize these occurrences. Protocol violations 

may be: 

• Major violations: An act that may impact the participant’s safety or posed a 

significant risk/harm to a research participant and/or compromised the scientific 

integrity of the data collected or confounded the scientific analysis of the study 

results which can affect the participant’s willingness to participate in the study. 

• Minor violations:  

An act that represents a less significant non-compliance with the approved 

protocol, which does not have a meaningful impact on the participant’s safety, 

rights, or well-being, and does not compromise the scientific integrity or 

reliability of the study data. These do not affect the overall risk–benefit 

assessment of the study or the participant’s willingness to continue participation 

but should be documented, monitored, and reviewed periodically to ensure they 

do not recur or indicate systemic issues. 












