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Purpose:  

The purpose of this policy is to establish the reporting requirement and types of adverse events and unanticipated problems that an investigator must report to the IRB to ensure prompt reporting or unanticipated problems involving risks to study participants or others.
policy
Federal regulations (21 CFR 56.108(b)(1) and 45 CFR 46.103(b)(5) require the IRB to ensure that investigators promptly report “any unanticipated problems involving risks to subjects or others”. There has historically been confusion about what needs to be reported. Therefore, it is important to delineate the definitions that form reporting requirements. In particular, it is important to understand the difference between “adverse events” and “unanticipated problems” because many adverse events are not reportable. OHRP and FDA have issued guidance that clarifies what should be reported to the IRB, and this policy is based on this guidance. The federal guidance clarifies that investigators need only report unanticipated problems. Adverse events that are not unanticipated problems are not required to be reported to the IRB.
1. Definitions:

Adverse Event: An undesirable and unintended event as a result of therapy or other intervention (ex: headache following spinal tap or intestinal bleeding associated with aspirin therapy)
or

Any untoward or unfavorable medical occurrence in a human subject, including any abnormal sign (ex: abnormal physical exam or laboratory finding) symptom or disease, temporally associated with the subjects participation in the research, whether or not considered related to the subjects participation in the research (Office of Human Research Protections – OHRP).

Serious Adverse Event: Any untoward medical occurrence temporally associated with a subject’s participation in research that meets any of the following criteria: 
· results in death, if related or possibly related to the research; 

· is life threatening (places the subject at immediate risk of death from the event as it occurred);

· requires or prolongs hospitalization; 
· causes persistent or significant disability or incapacity;
· results in congenital anomalies or birth defects; or

· based upon an investigator’s medical judgment, may require medical or surgical intervention to present one of the other outcomes listed in this definition (ex: allergic bronchospasm requiring intensive treatment in the emergency room or at home).
Protocol Deviation: Generally do not have a major impact on subject welfare or data integrity. Examples of a protocol deviation may include: 

· Scheduling a required procedure outside of the time frame specified in the protocol

· Failure of subject to return study medication

· Implementation of unapproved recruitment procedure

Protocol Violation: Affect a subject’s rights, safety or well-being or integrity of the data being collected. It may also affect the primary safety or efficacy endpoints of the study. Examples are:
· Enrolling subjects who did not meet entry criteria without prior permission

· Failing to obtain informed consent prior to any study-related procedures

· Failure to treat subjects according to protocol procedures that specifically relate to primary safety or efficacy endpoints.

Unanticipated Problem: The phrase “unanticipated problems involving risks to subjects or others” is used in the HHS regulations at 45 CFR 46 but not defined. OHRP considers unanticipated problems, in general, to include any incident, experience or outcome that meets all of the following criteria:

1. UNEXPECTED (in terms of nature, severity, or frequency) given (a) the research procedures that are described in the protocol-related documents, such as the IRB approved research protocol and informed consent document; and (b) the characteristics of the subject population being studied;

2. RELATED or possibly related to participation in the research (possibly related means there is a reasonable possibility that the incident, experience, or outcome may have been caused by the procedures involved in the research); 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 recognized.
External adverse event: From the perspective of one particular institution engaged in a multicenter clinical trial, external adverse events are those adverse events experienced by subjects enrolled by investigators at other institutions engaged in the clinical trial.

Internal adverse event: From the perspective of one particular institution engaged in a multicenter clinical trial, internal adverse events are those adverse events experienced by subjects enrolled by the investigator(s) at that institution. In the context of a single-center clinical trial, all adverse events would be considered internal adverse events.

Causality assessment: An evaluation performed by a medical professional concerning the likelihood that a therapy or product under study caused or contributed to an adverse event.

Not related: The experience is clearly related to other factors such as the patient’s clinical state, therapeutic intervention or concomitant therapy.

Unlikely: Does not have a temporal relationship to the intervention; and (must have 2)
· Could readily have been produced by the subject’s clinical state

· Could have been due to environmental or other interventions

· Does not follow known pattern of response to intervention

· Does not reappear or worsen with reintroduction of intervention

Possible: (Must have 2)

· Has a reasonable temporal relationship to intervention

· Could not readily have been produced by the subject’s clinical state

· Could not readily have been due to environmental or other interventions

· Follows a known pattern of response to intervention
Probable (must have 3)

· Has a reasonable temporal relationship to intervention

· Could not readily have been produced by the subject’s clinical state or have been due to environmental or other interventions

· Follows a pattern of response to intervention

· Disappears to decreases with reduction in dose or cessation of intervention

Definite: (must have all 4)

· Has a reasonable temporal relationship to intervention

· Could not readily have been produced by the subject’s clinical state or have been due to environmental or other interventions

· Follows a known pattern of response to intervention

· Disappears or decreases with reduction in dose or cessation of intervention and recurs with re-exposure
2. Procedures

A. Responsibility
The IRB relies on the Avera researcher to provide an assessment of whether local Unanticipated Problems involving Risks to Subjects or Others (UP) criteria are met for a given event. As the person most familiar with and ultimately responsible for the conduct of the study, the researcher should provide his or her informed opinion of whether an event meets UP criteria. The IRB will then review the researcher’s assessment of the event to determine if any changes to the approved study should be made as a result of the report.
Only Unanticipated Problems need to be reported. Although the Guidance also refers to Adverse Events, an Unanticipated Problem may or may not be an adverse event and an Adverse Event may or may not be an Unanticipated Problem. Only Adverse Events that meet the criteria of an Unanticipated Problem are reportable to the IRB.
B. Reports for problems and adverse events that do not require prompt reporting:
1. For internal adverse events that are expected and related and are consistent with the frequency and severity listed in the informed consent document, the principal investigator keeps a summary of the events that have occurred within the last approval period and submits the summary at the time of continuing review using an event tracking log.


2. For external adverse event reports that do not require prompt reporting to the IRB are reviewed, initialed and dated by the principal investigator and filed with the research regulatory documents. This record is to be made available to the IRB upon request. 

C. Reporting
1. Reporting Local SAEs: All local SAEs should be reported to the IRB by using the Serious Adverse Event/Unanticipated Problem Report Form (Attached) and provide all available information within 10 working days of the date that the study staff became aware of event. Any sponsor specific SAE Report Forms may accompany the completion of the IRB Form. 
2. Any other Unanticipated Problem should be reported to the IRB within 14 working days of the investigator becoming aware of the problem.   
3. The IRB will not accept a Local SAE Reporting Form without a signature from the PI. This signature attests that the PI has reviewed the SAE and its safety implications and has assessed the relationship to the study intervention of the SAE. It also attests to the accuracy of the information presented on the form


4. Reporting External SAEs: Individual IND safety reports from external sites are generally not reportable to the IRB, because their implications for the study cannot be understood. External events should not be reported to the IRB unless accompanied by an aggregate analysis that establishes their significance and a corrective action plan that addresses the problem. 

Relevant supporting documentation issued by the sponsor (CIOMS, MedWatch or SUSAR (Suspected, Unexpected Serious Adverse Reaction) report forms) must be retained by the PI. 

5. Reports from a Data Safety Monitoring Board (DSMB)/Data Monitoring Committee (DMC) or other independent safety monitoring group should be provided to the IRB on a regular basis, generally at least as often as the study undergoes continuing review. Reports should include findings from local adverse events and recommendations derived from data and safety monitoring. 
D.
Deciding if an event meets the criteria for unanticipated problem 
1. Is it unexpected?
An event is unexpected if it occurs in one or more subjects or others participating in a research protocol, and the event’s nature, severity, or frequency is not consistent with either: 

· the known or foreseeable risk of adverse events associated with the procedures involved in the research that are described in (a) the protocol-related documents, such as the IRB-approved research protocol, any applicable investigator brochure, and the current IRB-approved informed consent document, and (b) other relevant sources of information, such as product labeling and package inserts; or 

· 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. 
2. Is it related or possibly related to a subject’s participation in the research?

Events that related or possibly related to participation in the research may be caused by one or more of the following: 

· The procedures involved in the research;

· An underlying disease, disorder or condition of the subject;
· Other circumstances unrelated to either the research or any underlying disease, disorder or condition of the subject.
In general, events that are determined to be at least partially caused by the procedures in a study would be considered related to participation in the research, whereas events determined to be solely caused by the subject’s condition or state of illness or other circumstances clearly outside of the study would be considered unrelated to participation in the research. 

3. Does it suggest that the research places subjects or others at greater risk of harm than was previously known or recognized?  


Adverse events that are unexpected, related or possibly related to participation in research, and serious are the most important subset of adverse events representing unanticipated problems, because such events always suggest that the research places subjects or others at a greater risk of physical or psychological harm than was previously known or recognized. These events warrant consideration of substantive changes in the research protocol or informed consent process/document or other corrective actions in order to protect the safety, welfare, or rights of subjects. 

Other adverse events that are unexpected and related or possibly related to participation in the research, but not serious, would also be unanticipated problems if they suggest that the research places subjects or others at a greater risk of physical or psychological harm than was previously known or recognized. These events should also be reported, for consideration of changes or corrective actions. 

E. IRB and Institutional responsibilities
The chair or designee(s) of the Avera IRB will review all reports of unanticipated problems. If a reported event poses serious risk to subject safety, the chair or designated subcommittee may immediately suspend the study. In most cases, the IRB will review a corrective action plan with the PI in order to resolve the immediate scenario and prevent future occurrences. 

Any unanticipated problem involving more than minimal risk(s) to participants or others will be reviewed by the convened IRB. For unanticipated problems referred to the convened IRB, all members will receive the report form, a revised consent form, as appropriate, and materials describing the unanticipated problem as well as any correspondence with the investigator to date. 

1. Adverse event reports are evaluated by comparing information provided in the informed consent with information in the submitted adverse event report.


2. After primary review by a board member. The member will recommend one of the following:
a. Concur with PI and accept report as presented, or
b. Request additional information from the PI 

3.
The IRB will determine if any actions to mitigate harm to participants need to be taken. These may include the following:

a. Require project specific corrective action
b. Require a plan for corrective action, based on the type and nature of the issues

c. Require education of the investigators and research team

d. Require that subjects be re-contacted and provided with updated information or consent

e. Terminate the study

f. More frequent intervals of continuing review

g. Other actions as determined by the IRB


4.
The determination and vote will be reported in the minutes and the investigator will be notified.


F.
Notification
1.
No further Action Required:  If the Board concurs with the PI’s report of the event, the investigator will be sent a letter indicating that the IRB has received the report and no further action is required.

2.
Follow-up requested: If the board does not concur with the PI’s report of the event, the Investigator will be send a letter requesting additional information to assist with the Board’s determination of the causality of the SAE.

3. scope

This policy applies to all human subject research conducted under the Avera Institutional Review Board’s Purview.
4. responsibility

IRB Manager is responsible for notifying, if appropriate individuals and agencies of the event.
IRB Physician Member is responsible for primary review of all Serious Adverse Event Reports submitted for full board review.

IRB members are responsible for determining if the event represents a Serious Adverse Event or unanticipated problem involving risks to subject or others.

IRB manager is responsible for correspondence with investigators and other appropriate individuals involved with the study.

5. applicable regulations and guidelines

45 CFR 46.103(b)(5)
21 CFR 56.108(b)(1)

OHRP Guidance Document, ―Adverse Event Reporting Requirements,  January 15, 2007 

FDA Guidance for Clinical Investigators, Sponsors, and IRBs, ―Adverse Event Reporting-Improving Human Subject Protection, April 2007 

WHO categories of causality

6. references to other applicable sops
This SOP Affects All Other SOPs.
7. attachments

Serious Adverse Event/Unanticipated Problems Report
Third party safety reporting form
8. procedures employed to implement this policy

	Who 
	Task

	IRB Manager
	Initial review of Local Adverse Event Report form and assignment to IRB Agenda

	IRB Physician Mbr
	Review facts and concur with report or request additional information on review at full board meeting

	IRB Member
	Review report and make determination based on Physician member recommendation

	IRB Manager
	Prepare appropriate correspondence consistent with Board SAE outcome determination.


Appendix A:
Understanding the Relationship Between Adverse Events and Unanticipated  Problems.

Many sponsor and investigators, particularly in clinical research, have historically focused on the reporting of adverse events rather than unanticipated problems.  This appendix provides additional insights into the relationship between Adverse Events and Unanticipated Problems.

The Venn diagram below, provided by the Office of Human Research Protection (OHRP) summarizes the general relationship between adverse events and unanticipated problems:

[image: image1.emf]
The diagram illustrates three key points:

· The vast majority of adverse events occurring in human subjects are not unanticipated problems (area A).

· A small proportion of adverse events are unanticipated problems (area B).

· Unanticipated problems include other incidents, experiences, and outcomes that are not adverse events (area C).

The key question regarding a particular adverse event is whether it meets the three criteria

described in section 1 (Definitions) and therefore represents an unanticipated problem

· Is the adverse event unexpected?

· Is the adverse event related or possibly related to participation in the research?

· Does the adverse event suggest that the research places subjects or others at a greater risk of harm than was previously known or recognized?

If the answer to all three questions is yes, then the adverse event is an unanticipated problem and must be reported to appropriate entities under the HHS regulations at 45 CFR 46.103(a) and 46.103(b)(5).

Appendix B – Examples of Unanticipated Problems
Examples of Unanticipated Problems include, but are not limited to, in addition to certain Adverse Events, breaches of confidentiality, errors in the dosing of medication (regardless of whether the dosing error was more or less than the prescribed amount, and safety monitoring procedures that were not conducted or their results lost or inadvertently destroyed.

For further guidance in determining whether an event is an Unanticipated Problem, and/or an Adverse Event, use the Appendix: “Understanding the Relationship between Adverse Events and Unanticipated Problems.”
The FDA recommends that there be careful consideration of whether an AE is an unanticipated problem that must be reported to IRBs. In summary, FDA believes that only the following AEs should be considered as unanticipated problems that must be reported to the IRB. 

· A single occurrence of a serious, unexpected event that is uncommon and strongly associated with drug exposure (such as angiodema, agranulocytosis, hepatic injury, or Stevens-Johnson syndrome). 

· A single occurrence, or more often a small number of occurrences, of a serious, unexpected event that is not commonly associated with drug exposure, but uncommon in the study population (e.g., tendon rupture, progressive multifocal leukoencephalopathy). 

· Multiple occurrences of an AE that, based on an aggregate analysis, is determined to be an unanticipated problem. There should be a determination that the series of AEs represents a signal that the AEs were not just isolated occurrences and involve risk to human subjects (e.g., a comparison of rates across treatment groups reveals higher rate in the drug treatment arm versus a control). The FDA recommends that a summary and analyses supporting the determination accompany the report. 
· An AE that is described or addressed in the investigator’s brochure, protocol, or informed consent documents, but occurs at a specificity or severity that is inconsistent with prior observations. For example, if transaminase elevation is listed in the investigator’s brochure and hepatic necrosis is observed in study subjects, hepatic necrosis would be considered an unanticipated problem involving risk to human subjects. The FDA recommends that a discussion of the divergence from the expected specificity or severity accompany the report.  

· A serious AE that is described or addressed in the investigator’s brochure, protocol, or informed consent documents, but for which the rate of occurrence in the study represents a clinically significant increase in the expected rate of occurrence (ordinarily, reporting would only be triggered if there were a credible baseline rate for comparison). The FDA recommends that a discussion of the divergence from the expected rate accompany the report. 

· Any other AE or safety finding (e.g., based on animal or epidemiologic data) that would cause the sponsor to modify the investigator’s brochure, study protocol, or informed consent documents, or would prompt other action by the IRB to ensure the protection of human subjects. The FDA recommends that an explanation of the conclusion accompany the report. 

Appendix C:
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Office for Human Research Protections (OHRP):  Guidance on Reviewing and Reporting Unanticipated problems Involving Risks to Subjects or Others and Adverse Events; January 15, 2007
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