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Objective:

To define what constitutes a protocol deviation, protocol exception or a protocol violation, and to describe the required procedure for reporting these to the Carilion Institutional Review Board (IRB). 

General Description:

Investigators are responsible for conducting human-subjects research in accordance with all applicable federal and state regulations, as well as all Carilion IRB policies and procedures. Federal regulations specifically require the IRB to review proposed changes in research activity, and to ensure that such changes in approved research are not initiated without IRB review and approval except when necessary to eliminate apparent immediate hazards to the subject {45 CFR 46.103(b)(4) and 21 CFR 56.108(a)(4)}. Research activity includes all aspects of the conduct of the research study, including but not limited to recruitment methods, consent process, procedures used to protect privacy and confidentiality and all other information outlined in the protocol submission and reviewed and approved by the IRB. Changes made without prior IRB approval may result in a protocol violation. A protocol violation must be reported to the Carilion IRB.
Definitions:
Protocol Deviation--any alternation/modification to the IRB-approved research process. The research process includes the detailed protocol, protocol summary, consent form, recruitment materials, questionnaires and any other information relating to the research study. There are two types of protocol deviations. They are protocol exceptions and protocol violations.
· Protocol Exception--any one-time deviation that is approved by the IRB prior to its initiation, e.g., enrollment of a subject who does meet the eligibility criteria. A protocol exception approved by the sponsor still must be approved by the Carilion IRB before implementation. Any permanent change to the protocol constitutes an amendment that must be submitted to the IRB for approval prior to initiation.

· Protocol Violation--any protocol deviation that is not approved by the IRB prior to its initiation or implementation. 

Types of Protocol Violations:
· Major Violation: a violation that affects subject safety, affects the scientific integrity of study data and/or affects a subject’s willingness to participate in the study. Examples of major violations:

· Failure to obtain informed consent, i.e., there is no documentation of informed consent

· Informed consent obtained after initiation of study procedures

· Informed consent obtained before IRB approval of the study

· Informed consent form with missing pages used to enroll subjects
· Enrollment of a subject who did not meet all inclusion/exclusion criteria

· Performing study procedure not approved by the IRB

· Failure to report a serious adverse event to the IRB and/or sponsor

· Failure to perform a required lab test that, in the opinion of the PI, may affect subject safety or data integrity

· Drug/study medication dispensing or dosing error

· Error involving use of device

· Study visit conducted outside of required timeframe that, in the opinion of the PI, may affect subject safety

· Failure to follow safety monitoring plan

· Failure to submit continuing review application to the IRB before study expiration

· Implementation of unapproved recruitment procedures

· Enrollment of subjects after IRB-approval of study expired

· Minor Violation: a violation that does not affect subject safety, does not compromise the integrity of study data and/or does not affect subject’s willingness to participate in the study. Examples of minor violations:

· Failure to follow the approved study procedure that, in the opinion of the PI, does not affect subject safety or data integrity, such as:
· Study procedure conducted out of sequence

· Omitting an approved portion of the protocol

· Failure to perform a required lab test

· Missing lab results

· Enrollment of ineligible subject

· Study visit conducted outside of required timeframe\

· Failure of subject to return study medication
· Over-enrollment
· Failure to keep original signed and dated consent form (only a photocopy available)
· Failure to give copy of signed informed consent document to the subject unless it affects subject safety
· Use of invalid consent form that does not affect subject safety or data integrity, i.e., consent form without IRB approval stamp or outdated/expired consent form

Procedures:

Requesting Protocol Exception

In order to obtain approval for a protocol exception, the principal investigator must submit a written request to the IRB. This request should provide a description of the requested exception and the justification for deviating from the protocol. All approved protocol exceptions should be listed on the continuing review document. Only exceptions that could affect a subject’s safety, welfare, comfort or rights should be requested from the Carilion IRB. For example, a minor scheduling change does not need to be approved prior to implementation.

The Carilion IRB staff will process all protocol exception requests. Each request will be evaluated on a case-by-case basis by the IRB chair or designee. When appropriate, a protocol exception request will be reviewed by the convened IRB.
Investigators will be informed in writing of the IRB’s decision. No exception may be implemented without IRB approval. 

Reporting Protocol Violations
Major Protocol Violations:

All major protocol violations must be reported to the Carilion IRB within ten working days of discovery. 
Minor Protocol Violations:

All minor protocol violations involving informed consent, inclusion/exclusion criteria not followed, or dosing errors must be reported to the Carilion IRB within ten working days of discovery.  All other minor violations may be reported at the time of discovery or at continuing review. 
Additionally, any deviation necessary to eliminate apparent immediate hazards to the human subjects should be reported to the Carilion IRB within ten days.
It is the responsibility of the principal investigator to determine whether a violation is major or minor and to ensure proper reporting to the IRB. Reports of protocol violations should be submitted to the sponsor as outlined in the sponsor’s protocol.

Reports of protocol violations shall be reviewed by the IRB staff and the IRB chair. The IRB chair may initiate further inquiry or review, depending on the violation. If the violation proves to be serious, the IRB chair may choose to suspend or terminate the protocol. If review indicates that the violation is a result of non-compliance, the matter will be referred to the IRB Regulatory Affairs Administrator. When a protocol has been suspended or terminated due to a violation, the action will be reported to the institutional official, the department head, the sponsor, the Food and Drug Administration (FDA) if appropriate, and the Office of Human Research Protections (OHRP) if appropriate.

Investigators will be informed in writing of all IRB inquiries and determinations.
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