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Background

Investigators are required to promptly report unanticipated problems involving risks to participants and others to the IRB. 

An Institutional Review Board (IRB) is required to promptly report unanticipated problems involving risks to participants and others, to the IRB, appropriate institutional officials, and departmental or agency heads.
At Wayne State University (WSU), the Institutional Official has delegated authority to the Assistant/Associate Vice President of Research (AVPR) for reporting these situations to supporting agencies and appropriate regulatory authorities.  When following DHHS regulations, the report of an unanticipated problem involving risks to participants or others will be sent to OHRP.  When the research is FDA-regulated, the report of unanticipated problems involving risks to participants or others will be sent to the FDA.

Scope

This IRB Policy and Standard Operating Procedure applies to all research conducted at WSU or any of its affiliate institutions. Note: For Veterans Affairs research, please go to the Veterans Affairs Reporting Responsibilities and procedures policy.
1. Definitions

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.

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.
Non- Compliance: Failure (intentional or unintentional) to comply with applicable Federal regulations, state or local laws, the requirements or determinations of the IRB, or WSU policy regarding research involving human participants. Non-compliance can result from action or omission. Non-compliance may be non-serious (minor), or serious, and may also be continuing.

Related: Associated or having a timely relationship with; a reasonable possibility exists that an outcome may have been caused or influenced by the event in question. Related events may be definitely, probably, or possibly related. 

Serious Adverse Event (SAE): An adverse event temporally associated with the subject’s participation in research that meets any of the following criteria:

1. Results in death;

2. Is life threatening (places the subject at immediate risk of death from the event as it occurred);

3. Requires inpatient hospitalization or prolongation of existing hospitalization;

4. Results in a persistent or significant disability/incapacity;

5. Results in a congenital anomaly/birth defect; or 

6. Any other adverse event that, based upon appropriate medical judgment, may jeopardize the subject’s health and may require medical or surgical intervention to prevent one of the other outcomes listed in this definition (examples of such events include allergic bronchospasm requiring intensive treatment in the emergency room or at home, blood dyscrasias or convulsions that do not result in inpatient hospitalization, or the development of drug dependency or drug abuse).

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. 
Unanticipated Adverse Event: Any adverse event occurring on one or more participants in a research protocol, the nature severity, or frequency of which is not consistent with either:
1. The known foreseeable risk of adverse events associated with the procedures involved in the research that are described in 

a. Protocol related documents such as the IRB approved research protocol, any applicable investigator brochure, and the current IRB approved informed consent. 

b. Other relevant sources of information, such as product labeling and package inserts or

2. The expected natural progression of any underlying disease, disorder, or condition of the subject(s) experiencing the adverse event and the subject’s predisposing risk factor profile for the adverse event. 
Unanticipated adverse device effect: Any serious adverse effect on health or safety, or any life-threatening problem or death caused by, or associated with, a device if that effect, problem, or death was not previously identified in natured, severity, or degree of incidence in the investigational plan or application (including a supplementary plan or application), or any other unanticipated serious problem associated with a device that relates to the rights, safety, or welfare of participants.
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2. Events Requiring Prompt Reporting:

Investigators and research staff are responsible for reporting unanticipated problems involving risks to participants or others and non-compliance to the IRB. 

2.1 Unanticipated Problems Involving Risks to Participants or Others

The following events may be characterized as unanticipated problems involving risks to participants or others and should be promptly reported to the IRB:

· Adverse device effects that are serious, unanticipated, and related (related events may be definitely, probably, or possibly related)
· Adverse events or injuries that are serious, Unanticipated, and related

· Local Deaths - regardless of relationship to study treatment or procedure or device implant, during the duration of study treatment and for up to 30 days after the last dose of study treatment or procedure or device implant, or a death that the PI feels is significant and requires reporting.
· Note: Deaths that are expected as a result of natural disease progression are not required to be reported.

· Any Breach of confidentiality 

· Sponsor directed reporting: Event that requires prompt reporting to the sponsor according to the protocol, or funding agency, sponsor-imposed suspension for risk

· New information indicating an Unanticipated change in risks or potential benefits such as literature/scientific reports or other published findings, Data and Safety Monitoring Board (DSMB) reports, interim analyses, or other oversight committee/monitoring reports

· Protocol deviations, violations, or other accidental or unintentional changes to the protocol or procedures involving risk or with the potential to recur. For example:

a. Failure to draw safety labs
b.  Participant enrolled who does not meet enrollment criteria

· Complaint of a participant when the complaint indicates unanticipated risks or cannot be resolved by the research team.

· A change in FDA labeling or withdrawal from marketing of a drug, device, or biologic used in a research protocol.

· Change to the protocol taken without prior IRB review to eliminate an apparent immediate hazard to a research participant.

· Change in vulnerable populations (e.g., enrollment or inclusion of vulnerable populations without prior IRB approval, or when an existing subject becomes a member of a vulnerable population when the study does not have prior IRB approval for inclusion of the vulnerable population such as the incarceration of a participant in a protocol not approved for the enrollment of prisoners)
· Audit findings, inquiry, or written report by a Federal agency (e.g., FDA Form 483)
· Research conducted without prior WSU IRB approval
· Other problem or finding (e.g., loss of study data) that an investigator believes could impact the safety of the research. 

Note: AAHRPP requires the following events must be reported within 48 hours after becoming aware of the event. See section 4.2 of this policy for more information. 
· Any negative actions by a government oversight office, including, but not limited to:

· OHRP determination letters

· FDA warning letters

· FDA 483 inspection reports

· Any corresponding compliance actions taken under non-US authorities related to human research protections

· Any litigation, arbitration, or settlements initiated related to human research protections

Any negative press coverage (including but not limited to radio, TV, newspaper, online publications) regarding conduct of the research

2.2 Unanticipated problems that are protocol deviations
Events that can be characterized as unanticipated problems that are protocol deviations and should be promptly reported to the IRB.
Examples of events to be reported in the Unanticipated Problems and Reportable Events section of the form (Section D):

· Lapse in IRB Approval

· Non-IRB approved personnel conducting research activities

· Deviations from IRB recruiting and consenting policy and procedures. Examples include:

· Omissions of signatures, dates, initials.

· Consent documented on outdated or consent documents without the presence of an IRB approval stamp

· Exceeding the IRB approved enrollment numbers

2.3 Minor Protocol Deviations and General Reports

Minor protocol deviations that do not involve risks to participants or others should not be reported to the IRB. Examples of minor protocol deviations include: a scheduled follow up visit that occurred outside of the designated window of time defined in the protocol, or minor errors in documentation. 

The IRB recommends documenting the minor deviation in a note-to-file. The note-to-file should include the date the note was written, a description of the minor deviation and why it occurred with justification for why it did not involve risks to participants or others, and the date the error was discovered. The note-to-file should be signed by the key personnel who drafted the note to file and the PI. The note-to-file should then be filed away with the document error. This will ensure a smooth audit for sponsors, the IRB, and any other agencies who have authority to audit study records. 

When there is a minor protocol deviation or general report that requires IRB acknowledgement by the sponsor or funding agency, the event can be reported in section E of the Unanticipated Problem and Event Reporting form.

Examples of events to be reported in the General Report section of the form (Section E):

Note: General reports do not require reporting to the IRB unless required by the sponsor or funding agency.

· Audit, inspection or inquiry by a federal agency that does not indicate unanticipated risks or non-compliance

· Written reports of study monitors

3. Investigator Reporting Procedures:
Principal investigators must report all unanticipated problems as described above to the IRB as soon as possible, but in all cases within 5 business days after the investigator first learns of the event using the Unanticipated Problem and Event Reporting Form.
4. IRB Review Procedures:

The designated Unanticipated Problem (UP) reviewer will review the UP report to determine if it meets the following criteria:
1.   The event is unforeseen; and
2.  The event indicates that participants or others are at increased risk of harm

If needed, the designated UP reviewer may request additional information from the investigator, sponsor or others (including study committees, such as data monitoring committees, data safety monitoring boards, or steering committees). 

If the event meets both criteria, then it will be forwarded to a convened IRB for review.
If the event does not meet both criteria because it is either expected, or no harm or risk of harm occurred then no further action will be taken unless it is determined that serious or continuing non-compliance has occurred (see “Identifying, Defining, and Managing Non-compliance in Human Research” in IRB Policies/Human Research Protection Program Manual).  
The Unanticipated Problem Checklist is used by all of the reviewers throughout the process.
Prior to the next convened meeting, IRB Administration Office staff will provide the primary reviewer, the IRB Chair, and the committee members with:

1. The Unanticipated Problem reporting form including any interim actions that may have been taken;

2. Appropriate sponsor reports or memos (e.g., Data Safety Monitoring Board (DSMB) reports MedWatch);

3. IRB file/research protocol (if appropriate);

4. Informed consent document; and

5. Any supplemental information deemed necessary by the reviewer.

The IRB Chair, designated IRB reviewer, committee members, and/or IRB Administration will determine if it is necessary to take any of the following actions:
· Suspension of enrollment of new participants

· Suspension of research procedures in currently enrolled participants

· Suspension of the research

· Termination of the research

· Notification of participants when such information may relate to current participants’ willingness to continue to take part in the research or there is a risk to the health or safety of the past or current participants

· Request additional information or clarification from the PI and/or data safety monitoring committee

· Require changes in the protocol, consent form or other protocol documents

· Require current participants to be re-consented to protocol with the changes in the informed consent

· Require the submission of a Follow Up Unanticipated Problem Report

· Note the occurrence of the Unanticipated Problem, but take no action

· Accept report as submitted pending amendment with consent form changes
· Require a change in the continuing review period

· Require additional monitoring by the IRB

· Request a for-cause audit of the protocol, if not already done, and/or a follow-up audit

· Request further inquiry into other protocols utilizing the experimental drug/device/intervention or procedure in question

· Determine if a detailed plan for safe withdrawal of participants form the research must be developed to protect their rights and welfare of participants

· Require that this plan be submitted to the IRB for review and approval

· Require that appropriate federal regulatory agencies, sponsors, and institutional officials be notified of any Unanticipated adverse reactions or Unanticipated events involving risks to participants or others according to WSU IRB policy 13-2: IRB Institutional Reporting of Unanticipated Problems, Suspensions and Terminations, Serious & Continuing Non-Compliance
· No other action required
· Additional information needed from PI

· Other action

4.1 Institutional Reporting
If the IRB determines that an event is an unanticipated problem involving risks to participants or others, serious and/or continuing noncompliance, or if the committee suspends or terminates approval of research in response to Unanticipated serious harm to participants, the appropriate internal and external persons and/or agencies will be notified of the determination and the reasons for the IRB’s action(s) according to WSU IRB policy 13-2: IRB Institutional Reporting of Unanticipated Problems, Suspensions and Terminations, Serious & Continuing Non-Compliance and the Institutional Official’s Responsibilities and in accordance with the Wayne State University’s Federalwide Assurance. The content of the report will comply with OHRP requirements for incident reporting. 

4.2 Reporting to AAHRPP

Wayne State University’s Human Research Protections Program is accredited by the Association for the Accreditation of Human Research Protection Programs (AAHRPP).  In addition to the information that WSU routinely provides to AAHRPP in annual reports and the re-accreditation application, AAHRPP requires that any of the following are reported to AAHRPP asap but generally within 48 hours after the organization or any researcher (if the researcher is notified rather than the organization) becomes aware:

· Any negative actions by a government oversight office, including, but not limited to, OHRP Determination Letters, FDA Warning Letters, FDA 483 Inspection Reports with official action indicated, FDA Restrictions Placed on IRBs or Investigators, and corresponding compliance actions taken under non-US authorities related to human research protections; 

· Any litigation, arbitration, or settlements initiated related to human research protections; and/or

· Any press coverage (including but not limited to radio, TV, newspaper, online publications) of a negative nature regarding WSU’s HRPP.

The HRPP Director (or designee) is responsible for ensuring that such reports are made to AAHRPP and for informing appropriate organizational officials.  Investigators, research staff, HRPP/IRB staff, IRB members, and other organizational officials or offices (e.g., the IO, Compliance, Legal, etc.) are responsible for informing the HRPP/IRB office as soon as they become aware of any of the above so that these reporting obligations may be fulfilled.
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