Definitions and Reporting Policies 

for 

protocol deviations

A protocol modification is a change to the protocol that has received the written approval of the IRB. Any other change to procedures is a protocol deviation.

Categories of Protocol Deviations

Exception – An exception is a protocol deviation that has received documented prior approval from the study sponsor and the IRB. 

Safety Violation – A safety violation is a protocol deviation that increases the likelihood of a serious adverse event (regardless of whether or not the event actually occurred). A safety violation may result from adding an invasive procedure or from omitting a monitoring or safety procedure (ex. a screening x-ray prior to MRI).

Significant Deviation – A significant deviation may impact the scientific integrity of the study or significantly increase the burden on research subjects. 

Non-Significant Deviation – A non-significant deviation is highly unlikely to have any impact on the safety of the subject or the scientific integrity of the study. A Non-significant deviation will typically not impact the data collected to answer the main hypothesis of the study. A Non-Significant Deviation may become a Significant Deviation if it occurs in a significant number of subjects.

Subject Non-Compliance – Subject non-compliance occurs when, despite the best efforts of the research staff, the subject fails to follow the protocol. Note that failure of the research staff should not be classified as Subject Non-Compliance (ex. the subject did not complete a six-month telephone follow-up because a staff member forgot to call). Also note that Subject Non-Compliance may become a Significant Deviation if it occurs in a significant number of subjects. Subject Non-Compliance may also be considered a Safety Violation (ex. the subject takes medication that is contraindicated by the study drug).

Exceptions are documented by the IRB prior to occurrence. Safety Violations and Significant Deviations must be reported within 72 hours after the investigator is informed of the deviation. Non-Significant Deviations and Subject Non-Compliance must be reported within 1 week after the investigator is informed of the deviation. 

The IRB Chair or designee will forward all reports of safety violations and significant deviations to the Research Compliance Committee. Reports of non-significant deviations and subject non-compliance will be forwarded to the Research Compliance Committee at the discretions of the reviewing IRB Chair or designee. 

