Protocol Violations and Enrollment Exceptions
The IRB is responsible to review reported protocol violations and enrollment exceptions involving human subjects.  The Protocol Violations and Enrollment Exception Form must be used to report major protocol violations and enrollment exceptions, defined as the following:

Protocol Violations

A protocol violation is defined as any change, deviation, or departure from the study design or procedures of  research project that is NOT approved by the IRB-HSR prior to its initiation or implementation, OR deviation from standard operating procedures, Good Clinical Practices (GCPs), federal, state or local regulations. These protocol violations may be major or minor violations.  

Major Protocol Violation
All major protocol violations must be reported to the IRB-HSR immediately upon discovering them, and no later than seven (7) calendar days from the time the study team receives knowledge of the event.   
NOTE:  The following items are automatically considered major protocol violations regardless of the impact on subject safety or potential risk to subject and must be reported to the IRB :

· all consenting issues (consent not obtained or obtained after study procedures started etc) , 

· dosing errors (wrong dose/wrong subject/ dose reduction/escalation rules not followed), 

·  inclusion /exclusion criteria  not followed
A major violation is a protocol violation that meets ANY of the following criteria:

· Represent a serious* failure on the part of the study team to comply with the protocol, standard operating procedures, GCPS, federal, state or local regulations.  The violation may not be intentional.

· Represents a continuing** failure on the part of the study team to comply with the protocol, standard operating procedures, GCPS, federal, state or local regulations.  The violation may not be intentional.

· Impact subject safety or alters risks to subjects.  Note the violation may or may not result in actual harm to the subjects.  Risk or actual harm may be clinical, emotional social, financial, etc. 
· Significantly damages the completeness, accuracy and reliability of the data collected for the study

· May or may not be under control of the investigator/study team/ UVa staff

*Serious failure to comply is noncompliance that adversely affects the rights and welfare of participants or places participants at increased risk of harm. This may be intentional or accidental on the part of the investigator.   **Continuing failure to comply is a pattern of noncompliance that indicates an unwillingness to comply or a lack of knowledge that may lead to an adverse effect on the rights and welfare of participants or may place participants at an increased risk of harm.  

Examples of MAJOR violations may include, but are not limited to:

· There is evidence of willful or knowing misconduct on the part of the investigator(s), or study team 

· Failure to obtain informed consent, i.e., there is no documentation of informed consent, or informed consent is obtained after initiation of study procedures.  

· Enrollment of a subject who did not meet all inclusion/exclusion criteria which would affect subject safety or would negatively impact data integrity

· Performing study procedure not approved by the IRB-HSR 

· Failure to report serious unanticipated problems/adverse events to the IRB-HSR and (if applicable), the sponsor 

· Failure to perform study procedures outlined in the protocol where subject safety or data integrity may be negatively impacted. (Ex. Safety labs not done per protocol)

· Drug/study medication dispensing or dosing error

· Subject dosing error that results in a serious adverse event 

· Study visit or procedure conducted outside of required time frame that may negatively affect subject safety

· Failure to follow Data Safety Monitoring Plan 

· Subject visit/procedure falls outside of the window of time indicated by the protocol resulting in increased potential for risk to the subject or any damage to the integrity or completeness of the data.

· Subject visit/procedure is not done per protocol resulting in increased potential for risk to the subject or any damage to the integrity or completeness of the data.
Minor Protocol Violations

Reporting of minor violations to IRB is not required by IRB-HSR.
A minor violation (also called a protocol deviation) is a protocol violation that meets the following criteria:

· Does NOT represent a serious* failure on the part of the study team to comply with the protocol, standard operating procedures, GCPs, federal, state or local regulations.

· Does NOT represent a continuing** failure on the part of the study team to comply with the protocol, standard operating procedures, GCPs, federal, state or local regulations.

· Does NOT  impact subject safety or substantially alter potential risks to subjects(Note risk can be clinical, emotional, social, financial, etc)

· Does NOT result in actual harm 

· Does NOT significantly damage the completeness, accuracy and reliability of the data collected for the study

· May or may not be under the control of the investigator/study team/ UVa staff 

*Serious failure to comply is noncompliance that adversely affects the rights and welfare of participants or places participants at increased risk of harm. This may be intentional or accidental on the part of the investigator

**Continuing failure to comply is a pattern of noncompliance that indicates an unwillingness to comply or a lack of knowledge that may lead to an adverse effect on the rights and welfare of participants or may place participants at an increased risk of harm,  
Examples of minor violations may include, but are not limited to:


· Implementation of unapproved recruitment procedures (that would have been approved by IRB-HSR if submitted according to the recruitment procedures)

· Missing original signed and dated consent form (only a photocopy available)

· Missing pages of executed consent form

· Inappropriate documentation of informed consent, including: 

· Missing subject signature; however source documents indicate the subject voluntarily signed the consent form. 
· missing investigator signature/missing subject/parent signatures 
· copy not given to the person signing the form 
· someone other than the subject dated the consent form
· individual obtaining informed consent not listed on IRB-HSR approved key personnel list
· Use of invalid consent form, i.e. consent form without IRB-HSR approval stamp, or outdated/expired consent form (unless there was a change in the risks of the study as described in the consent form)
· Failure to follow the approved study procedure that does not affect subject safety or data integrity 

· Study procedure conducted out of sequence 

· Omitting an approved portion of the protocol 

· Failure to perform a required lab test  for efficacy (missing safety labs are considered a major protocol violation) 
· Missing lab results 

· Study visit conducted outside of required timeframe

· Enrollment of more subjects than number approved by IRB

· Subject visit/procedure falls outside of the window of time indicated by the protocol and there is no increased potential for risk to the subject or any damage to the integrity or completeness of the data.

· Subject visit/procedure is not done per protocol and there is no increased potential for risk to the subject or any damage to the integrity or completeness of the data
Unanticipated Problems 

Some protocol violations may also meet the definition of an unanticipated problem according to OHRP. IF the protocol violation is also an unanticipated problem- additional reporting to OHRP by the IRB is required. 
An unanticipated problem is any event, experience, issue, instance, problem, or outcome that meets all 3 of the following criteria: 

· Unexpected in terms of nature, severity or frequency given the research procedures that are described in the protocol –related documents AND the characteristics of the subject population being studied. 

· Related or possibly related to participation in the research.  This means that there is a reasonable possibility that the incident, experience or outcome may have been caused by the procedures involved in the research study.

· The event, experience, issue, instance, problem or outcome suggests that the research places the subject or others at greater risk of harm that was previously known or recognized OR results in the subject or others actually incurring harm 
Protocol Enrollment Exceptions
An enrollment exception is the sponsor’s prospective approval for the enrollment of a research subject that fails to meet current IRB-HSR approved protocol inclusion criteria, or falls under protocol exclusion criteria. Enrollment exceptions only apply to a single individual. Such a request should be rare and justified in terms of serving the best interests of the potential study participant.
Submission Instructions for “Protocol Violation or Enrollment Exception Reporting Form”
· Send one (1)  completed “Protocol Violation or Enrollment Exception Reporting Form” (signed and dated by the PI) along with any additional documentation to IRB-HSR office to Box # 800483 with IRB-HSR Routing Form
· If the protocol is approved by the GCRC Advisory Committee please send one (1) copy of the form to the GCRC. 
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