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Background
Investigators and the Institutional Review Board (IRB) are required to promptly report: (1) unanticipated problems/adverse events involving risks to subjects and others; (2) serious or continuing noncompliance; and (3) suspensions and/or terminations of previously approved research to appropriate institutional officials and departmental or agency heads [Office of Human Research Protections (OHRP), The Food and Drug Administration (FDA).  See 45 CFR 46.103(a), 38 CFR 16.103(a) and 21 CFR 56.103(a). 
Reporting procedures for research that also fall under the regulations of the Department of Veterans Affairs (VA) is different from standard reporting regulations. This policy describes the reporting responsibilities and procedures for VA research as outlined in the VHA Handbook 1058.01.  
Wayne State University (WSU) limited the scope of its Federalwide Assurance (FWA) to federally funded research. Research projects that present no more than minimal risk to human participants are eligible for flexible review and oversight.  Federally sponsored studies, projects with FDA-regulated components, projects with prisoner participants, and projects with contractual obligations or restrictions that require adherence to federal regulations are not eligible for flexible review and oversight. Refer to the WSU IRB “Flexible Review and Oversight of Research Not Covered by Federalwide Assurance” Policy for information about flexibility in the reporting of unanticipated problems, suspensions, terminations, and non-compliance.
Authority: At Wayne State University (WSU), the Institutional Official has delegated authority to the Assistant/Associate Vice President for Research (AVPR) for reporting these situations and is responsible for providing administrative oversight concerning all research involving human participants at WSU.  The oversight duties of the AVPR include review and reporting of: (a) unanticipated problems involving risks to participants or others; (b) serious or continuing noncompliance with federal regulations or the determinations of the IRB’s; and (c) any suspension and/or termination of IRB approval to other institutional officials, supporting agencies and/or regulatory authorities.
Scope 
In general, when there are unanticipated problems, serious or fatal adverse events, serious or continuing non-compliance or any for-cause suspension or termination of a protocol, the person who receives the initial report notifies all appropriate members of the IRB. The Associate Vice President of Research (AVPR) notifies appropriate institutional officials and regulatory officials when appropriate as a part of the reporting process. This IRB Policy and Standard Operating Procedure defines these reportable events, and IRB reporting requirements of all VA research conducted at WSU or any of its affiliate institutions.   

Definitions 
Continuing non-compliance: Non-compliance (serious or non-serious) that has been previously reported, or a pattern of ongoing activities that indicate a lack of understanding of human participation protection requirements that may affect research participants or the validity of the research and suggest a potential for future non-compliance for future non-compliance without intervention. Examples of continuing non-compliance may include but are not limited to the following: repeated failures to provide continuation reports resulting in lapses of IRB approval, inadequate oversight of ongoing research, or failure to respond to or resolve previous allegations or findings of non-compliance
Serious Non-Compliance – a failure to comply with regulations, requirements, or determinations of the IRB and Federal regulatory agencies that involves or could result in one or more of the following: 

· Harm to research participants; 

· Exposure of research participants to a significant risk of substantive harm; 

· Compromised privacy and confidentiality of the participants; 

· Damage caused to scientific integrity of the data that has been collected; 

· Willful or knowing non-compliance on the part of the investigator; 

· An adverse impact on ethical principles. 

Suspension – A suspension occurs when the AVPR, IRB Committee or IRB Chair places a temporary hold on research that had previously been approved so that no new participants can be accrued, no research interventions may occur (unless necessary for the safety and well-being of the enrolled participants) and no follow-up can be conducted unless it is in the best interest of the participant and approved by the IRB. 
Termination of a previously approved protocol – Termination of a previously approved protocol occurs when the IRB withdraws approval or stops all research activity permanently.  No new participants may be enrolled and no additional research interventions can occur.  However, future follow-up may be conducted with the approval of the IRB to monitor the well being of and any potential risk to participants enrolled prior to termination. 

Termination of activities that have never received prior review and approval -On the occasion when research activities have occurred that did not receive prior review and approval from the IRB, the IRB shall stop all such activities permanently.  None of the data collected in this activity can be used in any future publication or presentations. 

Unanticipated Problems involving risk to participants or others: Unforeseen events that suggest participants, research staff, or others are placed at greater risk by the research than previously expected. 

Unanticipated: Any incident, experience or outcome that is not expected (in terms of nature, severity, or frequency) given the research procedures that are described in the study-related documents, such as the IRB-approved research protocol/research plan, any applicable investigator brochure, and informed consent documents; and the characteristics of the subject population being studied. 

Note: The mention of a potential risk in study materials does not exclude an issue or event from being considered Unanticipated. For example, potential risks to confidentiality are mentioned in most consent documents, but the actual occurrence of a breach is Unanticipated and must be reported and managed.

Adverse Event.  For the purposes of these policies and procedures, an adverse event (AE) is any undesirable and unintended (although not necessarily Unanticipated) occurrence in a human subject, including any abnormal sign (for example, abnormal physical exam or laboratory finding), symptom, or disease, temporally associated with the subject’s participation in the research, whether or not considered related to participation in the research.  Adverse events encompass both physical and psychological harms.  They occur most commonly in the context of biomedical research, although on occasion, they can occur in the context of social and behavioral research.

IRB Procedures: 
VA employees (including Without compensation (WOC) and Inter-personnel Act (IPA) employees) must notify the IRB in writing of serious unanticipated problems involving risks to participants or others within five business days after becoming aware of reportable incidents. Serious unanticipated problems involving risks to participants or others include:

· Interruptions of participant enrollments or other research activities due to concerns about the safety, rights, or welfare of human research participants, research staff, or others. 

· Any VA National Pharmacy Benefits Management (PBM) Bulletins or Communications (sometimes referred to as PBM Safety Alerts) relevant to one or more of the VA facility’s research projects. 

· Any data monitoring committee, data and safety monitoring board, or data and safety monitoring committee report describing a safety problem. 

· Any sponsor analysis describing a safety problem for which action at the VA facility might be warranted. 

· Any problem reflecting a deficiency that substantively compromises the effectiveness of the VA facility’s HRPP. 

· Local unanticipated serious adverse events.

· Within five business days of becoming aware of any local (i.e., occurring in the reporting individual’s own facility) unanticipated serious adverse events in VA research, members of the VA research community are required to ensure that the serious adverse event has been reported in writing to the IRB. 
· This requirement is in addition to other applicable reporting requirements (e.g., reporting to the sponsor under FDA requirements). 
· The unfounded classification of a serious adverse event as “anticipated” constitutes serious non-compliance. 

Local Research Deaths: VA personnel, including WOC and IPA appointees must ensure oral notification of the IRB immediately upon becoming aware of any local research death that is both unanticipated and related to the research.
1. The IRB must alert ORO by e-mail or telephone within 2 business days after receiving such notification and provide relevant information as requested. The VA facility Director and the ACOS/R&D must receive concurrent notification. 
2. Within 5 business days after receiving written notification of the death, the IRB Chair or designee must determine and document whether any actions are warranted to eliminate apparent immediate hazards to participants. 
3. The IRB must review the death and the determination of the IRB Chair or designee at it’s next convened meeting and must determine and document that:
a. The death was both unanticipated and related to the research; or 
b. There is insufficient information to determine whether the death was both unanticipated and related to the research; or
c. The death was not unanticipated and/or the death was not related to the research. 
4. Regardless of the determination, the convened IRB must also determine and document whether any protocol or informed consent modifications are warranted. If modifications are warranted, the convened IRB must determine and document whether or not investigators must notify or solicit renewed/revised consent from previously enrolled participants; and if so, when such notification or consent must take place and how it must be documented. 
5. The IRB must notify the VA facility Director and the ACOS/R&D of its determinations within 5 business days of the determinations. 
Serious Adverse Events (SAE) and Unanticipated Problems (UP):
Within 5 days after receiving written notification of an SAE or UP the IRB Chair or designee must determine and document whether any actions are warranted to eliminate apparent immediate hazards to participants. 

1. The IRB must review the incident and the determination of the IRB Chair or designee at its next convened meeting and must determine and document that:

a. The incident was serious and unanticipated and related to the research; or

b. There is insufficient information to determine whether the incident was serious and unanticipated and related to the research; or

c. The incident was not serious, and/or the incident was not unanticipated, and/or the incident was not related to the research. 

2. Regardless of the IRB determination, the convened IRB must also determine and document whether any protocol or informed consent modifications are warranted. If modifications are warranted, the convened IRB must determine and document whether or not investigators must notify or solicit renewed, revised consent from previously enrolled participants; and if so, when such notification or consent must take place and how it must be documented. 

3. The IRB must notify the VA facility Director and the ACOS/R&D in writing within 5 business days after its convened meeting if:

a. Actions were taken to eliminate apparent immediate hazards to participants; or 

b. The IRB determined that the incident was serious and unanticipated and related to the research, or there was insufficient information to make the determination; or

c. Protocol or informed consent modifications were warranted.
VA Reporting Responsibilities and Procedures:

Apparent Serious or Continuing Non-Compliance: 

VA personnel must ensure that the IRB is notified, in writing, within 5 business days after becoming aware of any apparent serious or continuing noncompliance with IRB or other human research protection requirements. 
Note: Any HIPAA Privacy Rule violations including uses and disclosures of PHI for research without legal authority (e.g., without a valid authorization or waiver of authorization) are to be reported according to serious or continuing noncompliance reporting requirements. HIPAA Privacy Rule violations must also be reported to the facility Privacy Officer. 

1. The convened IRB must review any such notifications at the earliest practicable opportunity, not to exceed 30 business days after the notification. The IRB Chair may take interim action as needed to eliminate apparent immediate hazards to participants. 
2. The convened IRB must determine and document whether or not serious or continuing noncompliance actually occurred. 

3. If the IRB determines that serious or continuing noncompliance occurred:

a. An IRB document that describes the IRB’s determination with any remedial actions being taken to ensure present and/or future compliance must be provided to the VA facility Director and the ACOS/R&D within 5 days after making its determinations. 

b. If the apparent serious or continuing noncompliance was identified by an RCO audit, the IRB must notify the RCO within 5 business days after its determinations, regardless of outcome. 

c. The IRB must track serious and continuing noncompliance determinations made for use in the VA facility Director Certification. 

Other Apparent Noncompliance: The IRB must be notified of, and review other apparent noncompliance not covered in paragraph 3 above in accordance with IRB policy 15-01: Identifying, Defining, and Managing Non-Compliance in Human Research. 
External Suspensions/Terminations of Research:

VA personnel must ensure that the IRB is notified, in writing, within 5 business days after becoming aware of any suspension or termination of VA research by, or at the direction of, any entity external to the facility. 

1. The convened IRB must review the suspension/termination at the earliest practicable opportunity, not to exceed 30 business days after notification, to determine whether the suspension/termination:

a. Resulted from a local adverse event(s), local noncompliance, or other local issue(s); or

b. Requires local action (in addition to the suspension/termination) to ensure that the safety, rights, or welfare of local human research participants, personnel, or others or the effectiveness of the local HRPP.

i. If the IRB determines that either 1(a) or 1(b) above applies, the IRB must notify the VA facility Director and the ACOS/R&D within 5 business days after the determination.
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