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Unanticipated Problems and Adverse Events in Research 

In general, any event that is unexpected, related or possibly related to participation in the research, and suggests that the research places subjects or others at greater risk, including physical, psychological, economic, or social harm, must be promptly reported to the Institutional Review Board (IRB) within 5 business days. 

An unanticipated problem is not defined in the Federal regulations, but the Office of Human research Protection (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 (in this guidance document, 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.

Examples of an unanticipated problem include, but are not limited to: difficulty recruiting subjects, higher than expected adverse events, higher than expected subject drop-out rate, higher than expected protocol deviation rate, loss of multiple staff members, injury to a staff member while conducting study-related procedures, or subject difficulty understanding the informed consent. 

The term adverse event, in general, is used very broadly and includes any event meeting the following definition: Any untoward or unfavorable medical 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 (modified from the definition of adverse events in the 1996 International Conference on Harmonization E-6 Guidelines for Good Clinical Practice). 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. 

The following form is available for notifying the IRB of such problems or events. 

Content of reports of unanticipated problems submitted to IRBs 

OHRP recommends that investigators include the following information when reporting an adverse event, or any other incident, experience, or outcome as an unanticipated problem to the IRB: 

(1) appropriate identifying information for the research protocol, such as the title, investigator’s name, and the IRB project number; 

(2) a detailed description of the adverse event, incident, experience, or outcome; 

(3) an explanation of the basis for determining that the adverse event, incident, experience, or outcome represents an unanticipated problem; and 

(4) a description of any changes to the protocol or other corrective actions that have been taken or are proposed in response to the unanticipated problem. 

For additional guidance on this topic, please visit the Office of Human Research Protections (OHRP) at 

http://www.hhs.gov/ohrp/policy/AdvEvntGuid.htm 

For questions regarding this area, please contact the Director of Research Integrity at 765-285-5070 or irb@bsu.edu.
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