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SUBJECT: 
Reporting of Protocol Deviations/Violationstc \l2 "Adverse Event Reporting
POLICY INSTRUCTIONS/EXPLANATIONS:

The IRB is charged with the responsibility of reviewing reported unanticipated problems involving risks to subjects and adverse events in accordance with this policy (45CFR46.103(4)(iii), 45CFR46.103(5), 45CFR56.108(b).  This responsibility includes reviewing incidents involving noncompliance with the protocol.  It is the responsibility of the Investigator not to deviate from the protocol approved by the IRB, except to avoid an immediate hazard to the subject.  
The Investigator must submit an amendment request to the IRB and receive written approval prior to implementation of any change to the protocol.

In addition to IRB reporting, protocol deviations and violations are to be reported to the sponsor and to the Data and Safety Monitor or Board if one is established for the study.  

Definitions

Adverse event:   An undesirable or unintended, although not necessarily unexpected, result of therapy or other intervention.
Protocol deviation:  An incident involving noncompliance with the protocol, but one that typically does not have a significant effect on the subject’s rights, safety or welfare, and/or on the integrity of the resultant data.  Deviations may result from the action of the subject, Investigator, or staff.  NOTE:  This definition may not match the Investigator’s or sponsor’s definition.

Protocol violation:  Accidental or unintentional changes to or not compliant with the IRB approved protocol that affect the subject’s rights, safety, welfare, and/or integrity of the resultant data.  Protocol violations are events that occur in a research study that are noncompliant with federal regulations.

NOTE:  This definition may not match the Investigator’s or sponsor’s definition.

Protocol waiver:  Prospective approval by the research sponsor for the local Investigator to accrue a subject who does not satisfy the approved inclusion/exclusion criteria for enrollment.  The IRB does not approve protocol waivers.
Policy

Deviation
Deviations need to be reported to the IRB as a potential unanticipated problem involving risks to the subjects or others when they:

1. Increase risk or decrease benefit, affect the subject’s rights, safety, welfare, or affect the integrity of the resultant data;

2. Have the potential to recur; or

3. Were undertaken to eliminate an apparent immediate hazard to a research subject.

Protocol deviations should be reported at the time of continuing review or sooner, as determined by the level of risk to the subject.

Recurring deviations may result in consideration of “Violation” by the IRB.
Violation:  
Violations, as defined above, must be reported to the IRB.  Such violations increase risk or decrease benefit, affect the subject’s rights, safety, welfare, and/or the integrity of the resultant data, and should be reported to the subject and sponsor.  

The Investigator must submit protocol violations to the IRB as soon as possible, but no later than 10 working days after the violation occurs or the Investigator is made aware of the violation.  
Classifications of Violations/Deviations

A.
Examples of Reportable Deviations/Violations:

· Variations/errors in drug dosing/dispensing/storage

· Use of prohibited medications

· Enrolling subjects who do not fulfill inclusion/exclusion criteria

· Loss/corruption of study data

· Subjects receiving any study-related activity such as treatment, procedures, testing/drug administration prior to obtaining documented IRB-approved consent or use of unapproved or expired consent

· Variations in the use of a study device

· Protocol deviations/violations identified by sponsor monitor visits or study coordinator that may affect the safety of a participant or the integrity of study data

B.  Non-serious (minor) protocol deviations or violations:

· Have no substantive effect on the safety or well-being of research participants

· Do not affect the value of the data collected (meaning the violation does not confound the scientific analysis of the results)

· Do not result from willful or knowing misconduct on the part of the investigator(s)

· Do not violate any ethical principles

C.  Serious (major) protocol deviations or violations:

· Have or pose a significant risk of substantive harm to research participants

· Cause damage to the scientific integrity of the data collected

· Result from evidence of willful or knowing misconduct on the part of the investigator

· Impact ethical principles

D.  Emergency protocol deviations or violations:
· Deviations/violations from the investigation plan or federal regulations to protect the life or physical well being of a subject in an emergency.
NOTE:  The USA IRB does not require reporting of non-serious protocol violations/deviations.

If the study sponsor requires IRB submission of all protocol deviations/violations, these reports may be attached to the Protocol Deviation/Violation reporting form. These reports will by filed in the protocol file with an acknowledgement that these events are not considered reportable by the USA IRB protocol deviation/violation criteria.
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Did this protocol deviation/violation result in any of the following?


Potentially increased risk to subjects


Impacted the scientific integrity of the study


Impacted the rights/welfare of subjects








NO





Report to USA IRB within 5 business days of awareness using protocol deviation/violation form





YES





Did this protocol deviation/violation occur to protect the life or physical well-being of a subject in an emergency?





Protocol Deviation/Violation/Waiver


Identified by PI





NO





DO NOT REPORT!


Does not meet USA protocol deviation/violation reporting criteria





Report to USA IRB


 within 10 business of awareness using protocol deviation/violation form





YES








