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Guide to Reviewing Unanticipated Problems  
Federal regulations require that the IRB have written procedures for ensuring prompt reporting to the IRB, appropriate institutional officials, and the Department or Agency head of any unanticipated problems involving risks to subjects or others. Below is a summary of the IRB SOP Addendum: Reporting and Review of Unanticipated Problems Involving Risks to Participants or Others.

Timeline for PI Reporting of Problems to the IRB  
· Internal problems that are fatal or life-threatening - Report within1 weekday of PI becoming aware of it 
· All other internal problems - Reported within 5 weekdays
· External problems - Reported within 30 days of their receipt by the PI
Problems require reporting to the IRB regardless of whether they occur during the study, after study completion or after participant withdrawal or completion 

[bookmark: OLE_LINK1][bookmark: OLE_LINK2]Definition of an Unanticipated Problem Involving Risks to Subjects or Others  
An unanticipated problem involving risks to participants or others (unanticipated problem) is any incident, experience or outcome that meets all of the following criteria:
(1)  unexpected (in terms of nature, severity or frequency) given  (1) the research procedures that are described in the protocol-related documents, such as the IRB-approved research protocol and informed consent document; and (2) the characteristics of the participant population being studied;  and 
(2)  related or possibly related to a participant’s participation in the research; and 
(3)  suggests that the research places participants or others at a greater risk of harm (including physical, psychological, economic or social harm) related to the research than was previously known or recognized.
IRB Review of Problem Reports 
· Does the problem meet the definition of an unanticipated problem?
· Is the problem unexpected?
· Is the problem related or possibly related to participation in the research (i.e., there is a reasonable possibility that the event may have been caused by the research)?
· Does the problem suggest that the research places participants or others at a greater risk of harm than was previously known or recognized?
· Does the event affect the IRB’s initial assessment of the risk/benefit ratio?   Does the event or problem:
· change the risk/benefit ratio of the study?
· increase risk to current or future participants?
· affect the rights and welfare of participants?
· represent serious or continuing non-compliance?
· Are other corrective actions needed in order to protect the safety, welfare or rights of subjects or others?
· After the IRB deliberates, a motion is needed that indicates:
· This event does not represent an unanticipated problem because ……      or
· This event does represent an unanticipated problem   and 
· The following actions must be taken…  or          ▪No action is necessary


Possible IRB Actions 
· If the problem is an unanticipated problem involving risks to subjects or others, what types of actions need to be taken by the investigator or IRB?  The IRB will consider the following possible actions:	
· No action necessary
· Modification to the protocol 
· Modification to the consent document(s) for future subjects
· Notification of current or past participants by phone, letter or addendum to informed consent document
· Modification to continuing review schedule
· Monitoring of research and/or the consent process
· Suspension of the research
· Termination of the research
· Referral to legal counsel, risk management or the institutional official 
· Other actions depending on the problem
· For a report of an accidental or unintentional deviation to the IRB-approved protocol that involved risks or has the potential to recur, the IRB will also consider if the event represents serious or continuing non-compliance according to SOP on the Handling of Allegations of Non-compliance.
· For a report of an emergency protocol deviation taken without prior IRB review, the IRB will consider if the changes were consistent with the rights and welfare of participants.
· If the IRB determines that the reported event or information does not meet one of the three criteria for an unanticipated problem, then the event or information will be considered not to represent an unanticipated problem involving risk to participants or others; and, no further action is required.

Reporting of Unanticipated Problems 
According to this IRB SOP on Reporting of Unanticipated Problems, Terminations, Suspensions, and Non-compliance, the IRB will promptly report to appropriate institutional officials and the Department or Agency head: 
1) any unanticipated problems involving risk to participants or others; 
2) any serious or continuing non-compliance with this policy or the requirements or determinations of the IRB; and 
3) any suspension and termination of IRB approval for any reason.  
This reporting will take place within 30 days of the completion of an investigation and/or determination. The Director of the HSPO prepares a letter that outlines the nature of the event, the findings of the organization and IRB, actions taken by the organization or IRB, reasons for the organization’s or IRB’s actions, and plans for continued investigation or action. The letter is sent for review and approval to the Institutional Official and the IRB Chair of the committee that made the determination. The letter is signed by the Institutional Official. 
The Director of the HSPO sends a copy of the letter to:
· IRB members of the applicable committee as an information item in the agenda packet;
· The Institutional Official;
· The Dean of the appropriate College;
· OHRP, if the research is federally funded;  and   FDA, if the research is subject to FDA regulation;
· Other “Common Rule Signatories” that may also require reporting if applicable;
· Study sponsor, if the research was sponsored (this includes NIH, NSF, and industry sponsors);
· The HMC Investigational Drug Service, if the research involves investigational drugs, if applicable;
· The Office of Sponsored Programs or Office of Research Affairs, if the research involves a grant or contract;
· The Department Chair or Supervisor of the Principal Investigator, if applicable;
· Institutional Officials at external sites where the research is conducted and PSU serves as their IRB of record;
· Legal Counsel, if appropriate;  and/or   Risk Management, if appropriate.
A copy of this letter is not sent to federal agencies if they have already been made aware of the event through other mechanisms, such as reporting by the investigator, sponsor or another organization.
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