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WHAT TO DO IF THERE IS A PROBLEM OR INCIDENT? (Unanticipated Problem or Adverse Event)



Report a Problem: https://vprnet.research.c olostate.edu/RICRO/irb/r eport-a-problem/ Call: 491-1553



You have received approval from the IRB, and your research is proceeding as approved, until an incident occurs. With a bewildering array of IRB-specific terms and acronyms like UP, AE, SAE, it can be difficult to sort out what needs to be reported, who needs to be informed of the incident, and when to submit to the IRB. This guidance document aims to provide you a quick summary to help you understand what, when, and how to ethically manage and report problems. Remember that you can reach the IRB Coordinators and IRB Chair to report a problem quickly via our “Report a Problem” button on our website: https://vprnet.research.colostate.edu/RICRO/irb/report-a-problem/, and the Coordinators can be reached at: 491-1553. Key Terms to know: Adverse Event (AE) =This term is actually not used in the regulations, but this is the term commonly used by IRBs to describe any untoward or unfavorable 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 the subject’s participation in the research). Adverse events may also be psychological in nature. Examples include: Bruising at the site of a blood draw; Syncopal episode (fainting) during blood draw; Allergic reactions to latex; Emotional distress during an interview; participant having a dizzy spell unrelated to research. Note: HHS and FDA consider an AE to be a medical occurrence. RICRO has expanded the definition to encompass any unfavorable occurrence that requires intervention. This may include counseling. Serious Adverse Event (SAE) = Any 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 occurs); 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. Unanticipated Problems (UP) = Unexpected occurrences frequently happen in research. Let’s divide these UPs into two types: UPs that are NOT Adverse Events. Examples include: Participant missed scheduled follow up interview but reschedules out of the “window” specified by the protocol; Participant completes part of an interview but must reschedule the continuation due to unanticipated circumstances. UPs that ARE Adverse Events that may Involve Risk to Participants or others. This would be an incident, experience, or outcome that meets ALL of the following criteria: The event is: 1.



Unexpected (unforeseen by the researcher or the research participant) in terms of nature, severity, or frequency, given the research procedures and the subject population being studied and



2.



Related or probably related to participation in the research, or if the event or problem probably or definitely affects the safety, rights and welfare of current participants and



3.



Suggests that the research places subjects or others at a greater risk of harm (including physical, psychological, economic or social harm) than was previously known or recognize
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The Venn diagram below (from OHRP) illustrates the three main types of problems encountered in the conduct of research. You can see that the vast majority of Adverse Events (AE) that occur are not Unanticipated Problems (section A below). Please refer to the table below for reporting requirements associated with each of the three types of problems.



Adverse Events that are NOT Unanticipated Problems



A



Adverse Events that ARE Unanticipated Problems



Unanticipated Problems that are NOT Adverse Events



B



C



WHAT DO I DO???? Yes, you will report all of these to the IRB!! This table outlines WHEN you report! SAE* Report to IRB within 48 hrs (may require ongoing communication) for determinations by IRB. Reference in Renewal as event. AE that are Notify IRB Coordinators or IRB Chair within 48 hrs; Report UPs* (B) within 5 days. Reference in Renewal as event. UPs that are Report to IRB within 48 hrs (may require ongoing not AEs* (C) communication) for determinations by IRB. Reference in Renewal as event. AEs that are No need to report until continuing review. AEs happen in not UPs (A) research, but if expected or unrelated, just report at renewal **If you notice increased frequency of AEs; report upon discovery. There may be procedural or other issues that need to be addressed. *It is acknowledged that investigations that require final reports may take longer than 5 days; the initial report is required and ongoing communication with the IRB on outcomes and discoveries will be ongoing until final reporting. Did you know? If you are required to report anything to a sponsor, you should report it to the IRB. Identifying whether an event needs to be reported can be difficult sometimes. Trust your instincts. Sometimes that gut feeling that something isn’t right is very helpful. Of course, you can contact our office at any time with your concerns by using our “Report a Problem” button on our website: https://vprnet.research.colostate.edu/RICRO/irb/report-a-problem/, and the Coordinators can be reached at: 491-1553.
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Event Fainting during a blood draw. Expected; listed as possible risk on consent. Bruising during blood draw, but 18th event of 20 participants. Expected; listed as possible risk on consent; BUT FREQUENCY OF EVENT IS MORE THAN EXPECTED



This would be considered a… AE not a UP-Section A



When should this be reported? No need to report until renewal.



AE and UP-Section B: The frequency is above what is expected; concerns on procedures may be increase the risk of participants.



Participant in a psychology study that places participants in a small room for research activities experiences claustrophobia. This was a single event. This was listed as a risk in the consent form. During the completion of a survey, a student experiences a transient psychological reaction manifested by sadness and a depressed mood that resolved later that day. The protocol and consent did not describe any risk of a negative psychological reaction. Laptop with research data on it is stolen or lost



AE not a UP-Section A



Notify IRB within 48 hours of discovery (could be at 18th event) & report within 5 days. Consider whether you need to make any amendments to eligibility and protocol/consent to include newly discovered risks. No need to report until renewal.



AE and UP – Section B This was 1) unexpected; 2) related to participation in research; 3) suggests an increase of risk of psychological harm that was previously not known or unrecognized.



Notify IRB within 48 hours & report within 5 days. Consider whether you need to make any amendments to eligibility and protocol/consent to include newly discovered risks.



UP-Section C



Report within 48 hours & at renewal.



Other Important Terms: 
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Noncompliance: Failure to adhere to regulations, policies, procedures or special conditions related to the conduct of research. Examples of such noncompliance include, but are not limited to, failure to obtain/maintain approval for research; coercion of human subjects; performing unapproved procedures; and conducting research at unapproved sites. (See also: Simple (Minor) Noncompliance and Serious and Continuing Noncompliance) Report to the IRB? Yes, notify IRB Coordinator or Chair via phone or email with 48 hours; Report within 5 days. Serious Noncompliance: Noncompliance that adversely affects the rights or welfare of participants. Report to the IRB? Yes, notify IRB Coordinator or Chair via phone or email with 48 hours; Report within 5 days. Simple (Minor) Noncompliance: Failure to comply with the requirements of an applicable law, regulation, or institutional policy pertaining to the protection of human subjects, and/or with the requirements or determinations of an IRB. Does not pose any risk to participants. Report to the IRB? Yes, notify IRB Coordinator or Chair via phone or email with 48 hours; Report within 10 days. Protocol Deviation: Protocol Deviation is any departure or change from the protocol that has not been approved by the IRB. Examples of a Protocol Deviation may be scheduling a required procedure outside of the time frame specified in the protocol, or a higher rate of response to a survey than had been expected or approved. A Protocol Deviation that DOES NOT have a major impact on the subject's rights, safety or well-being, or the completeness accuracy and reliability of the study data is considered a minor deviation. Report to the IRB? Yes, can report at continuing review Protocol Violation: A Protocol Violation is a Deviation that MAY AFFECT a subject's rights, safety or wellbeing, and/or the completeness, accuracy and reliability of the study data. Examples include: failing to obtain informed consent prior to study-related procedures; enrolling subjects that do not meet the entry criteria without prior permission; asking your participant to sign a non-approved version of your consent document



Report to the IRB? Yes, notify IRB Coordinator or Chair via phone or email within 48 hours; Report within 10 days.
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Use this tool to carry with you! SAE*



Report to IRB within 48 hrs (may require ongoing communication) for determinations by IRB. Reference in Renewal as event.



AE that are UP* UPs that are not AEs* AEs that are not Ups



Notify IRB Coordinators or IRB Chair within 48 hrs; Report within 5 days. Reference in Renewal as event. Report to IRB within 48 hrs (may require ongoing communication) for determinations by IRB. Reference in Renewal as event. No need to report until continuing review. AEs happen in research, but if expected or unrelated, just report at renewal. **If you notice increased frequency of AEs; report upon discovery. There may be procedural or other issues that need to be addressed.



RESEARCH INTEGRITY & COMPLIANCE REVIEW https://vprnet.research.colostate.edu/RICRO/irb/reporta-problem/ [email protected] RICRO (970) 491-1553 Evelyn Swiss, CIP Tammy Felton-Noyle, CIP



Resources “Guidance on Reviewing and Reporting Unanticipated Problems Involving Risks to Subjects or Others and Adverse Events,” http://www.hhs.gov/ohrp/policy/advevntguid.html “Guidance for Clinical Investigators, Sponsors, and IRBs: Adverse Event Reporting to IRBs—Improving Human Subject Protection,” http://www.fda.gov/downloads/RegulatoryInformation/Guidances/UCM126572.pdf 21 CFR 56.108(b) IRB functions and Operations 45 CFR 46.103(b)(5) Assuring Compliance with this Policy



Questions? Contact the IRB staff or IRB Chair with any questions Report your problem here: https://vprnet.research.colostate.edu/RICRO/irb/report-a-problem/. NOTE: If you wish to report a problem or event that may be serious, related to your research, and may have placed a participant at risk, contact the IRB immediately: Evelyn Swiss/Tammy Felton-Noyle: 491-1553; [email protected]; Matthew Hickey, Ph.D., IRB Chair, [email protected]
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