I. Adverse Events, Other Unanticipated Problems, and Protocol Violations 

I. Unanticipated Problems Overview

The IRB is obligated to ensure that “any unanticipated problems involving risks to subjects or others” are promptly reported to the IRB, appropriate institutional officials, and/or government oversight agencies [45 CFR 46.103(5)].  

Oftentimes, these unanticipated problems qualify as “adverse events.” However, other unanticipated risks and problems can occur. This section is designed to explain when unanticipated problems need to be reported and the method for submitting them to the IRB. 

I. Definitions

The following definitions are based on guidance from ORHP issued on January 15, 2007 (http://www.hhs.gov/ohrp/policy/AdvEvntGuid.htm).  Please keep these terms in mind when reviewing this section.  

I. Unanticipated Problems
Unanticipated problems, in general, include any incident, experience, or outcome that meets all of the following criteria:

I. unexpected (in terms of nature, severity, or frequency) given (i) the research procedures that are described in the study-related documents, such as the protocol and consent form; and/or (ii) the characteristics of the subject population being studied;

I. related or possibly related to participation in the research (e.g. there is a reasonable possibility that the incident, experience, or outcome may have been caused by the procedures involved in the research); and

I. 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.

I. Adverse Events

An adverse event is any untoward or unfavorable medical occurrence, 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. 

I. Serious Adverse Event



A serious adverse event is any adverse event that:

· results in death;

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

· results in inpatient hospitalization or prolongation of existing hospitalization;

· results in a persistent or significant disability/incapacity;

· results in a congenital anomaly/birth defect; or

· 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). 

I. Unexpected Adverse Event

An unexpected adverse event is any adverse event occurring in one or more research subjects for which the nature, severity, or frequency is not consistent with either: 

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






or 

I. the expected natural progression of any underlying disease, disorder, or condition of the subject in question and the subject’s predisposing risk factor profile for the adverse event.

I. Possibly Related 

Possibly related means there is a reasonable possibility that the incident, experience, or outcome (including adverse event) may have been caused by the procedures involved in the research. 

I. External vs. Internal Adverse Events

In the context of multicenter trials, adverse events can be categorized as either internal adverse events or external adverse events. For an institution participating in a multicenter clinical trial, internal adverse events are those adverse events experienced by subjects enrolled by the investigator(s) at that institution. External adverse events are those adverse events experienced by subjects enrolled at other institutions participating in the clinical trial.  In the case of a single-center clinical trial, all adverse events are internal adverse events.
I. Adverse Event Reporting Criteria

I. When to Submit Adverse Event Reports
I. Internal Adverse Events

Reports of internal adverse events that qualify as unanticipated problems should be submitted to the IRB.  That is, an adverse event must be reported if it is serious, possibly related, and unexpected.  In addition, all deaths should be reported.  Investigators should use the definitions provided above to determine if the event is serious, possibly related, and unexpected. 
However, investigators do not need to report deaths for patients on observational, database, or registry studies.  Exceptions only should be made if the investigator determines that death is related to the research (extremely rare).  

If there are questions about whether an adverse event needs to be reported, investigators should contact the IRB first for guidance or submit the report. 

I. External Adverse Events

When an investigator receives an external adverse event, the following questions should be answered to determine if the event needs to be reported to the IRB.  The investigator also can follow the flowchart located in Appendix 7. 

· Did the event occur on a study where CMH is a participating study site? 

If yes, the event may need to be submitted and investigators should proceed to the following three questions. 

If no, the event does not need to be submitted. Only events that occur on studies where CMH is a participating study site require IRB submission.

·  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? (Note: If the adverse event is serious, the answer is always “yes.”)
If the answer to all three questions is yes, then the adverse event is an unanticipated problem and must be reported.

If the answer to any of the three questions is “no,” then the event does not need to be reported to the IRB. 

I. Events That Do Not Meet Reporting Requirements

Adverse events that do not meet the reporting requirements, both internal and external, can be summarized at the time of continuing review. 
I. Submission of Adverse Event Reports

I. Submission Process
I. Internal Adverse Events
Submit the Internal Adverse Event Report form for each adverse event and attach copies of any supporting reports or other relevant documents.  Only one subject’s event should be reported per form.  The form asks the PI to provide specific information regarding the event and also confirm that it meets the reporting requirements. 

In addition, the PI should submit a copy of the current consent form so the IRB can determine whether information on the event needs to be added to the consent form (if applicable). If information on the event is being added to the consent documents as part of a future amendment, the investigator should also describe this point on the form.  

a. External Adverse Events

The investigator should complete and submit the External Adverse Event Report form and attach a copy of the safety report or other relevant documents.   Only one subject’s event should be reported per form.  

I. Reporting Timeframes

As previously noted, the IRB has the authority to suspend or terminate approval of research that, among other things, has been associated with unexpected serious harm to subjects.  In order for the IRB to exercise this important authority in a timely fashion, it must be informed promptly of those adverse events that are unexpected, related or possibly related to participation in the research, and serious. 

I. Internal Adverse Events
I. For deaths of CMH subjects, submit within two business days of the investigator’s knowledge of the event.  

I. For all other adverse events for CMH subjects that meet reporting requirements, submit within 7 business days of the investigator’s knowledge of the event.  

I. External Adverse Events

I. Within 15 working days of the investigator’s knowledge of the event.
I. Other Reporting Requirements

Please note that investigators also are required to report adverse events to the study sponsor and the Food and Drug Administration (for drugs, devices, and biologics), as per their reporting requirements. In addition, investigators should retain the AE/SAE reports and other documentation as per sponsor requirements. 
I. Reporting Other Types of Unanticipated Problems and Noncompliance

The IRB is asked to ensure prompt reporting of serious or continuing noncompliance with the federal regulations or the requirements and determinations of the IRB.  This includes protocol violations, which occur when the study departs from the IRB-approved protocol in any way without the investigator first obtaining IRB approval. Note:  Protocol violations do not include actions taken without IRB approval in order to eliminate immediate apparent harm to subjects.  Such actions should be described by the investigator in a memo to the IRB and, if necessary, an amendment should be submitted to revise the research plan to reduce the potential for future harm.  

In addition, the IRB must review any unanticipated problems, or incidents, experiences, or outcomes that are unexpected, related or possibly related to the research, and may place the research subject or others at a greater risk of harm (including physical, psychological, economic, or social harm). Oftentimes, in medical research, the unanticipated problem is an “adverse event,” or an untoward or unfavorable medical event that puts the subject at a greater risk of physical harm. However, some unanticipated problems (such as confidentiality breaches) do not fit the definition of an adverse event, but still need to be reported to the IRB.  

I. When to Report Unanticipated Problems and Noncompliance  
I. Investigators should report unanticipated problems or protocol violations that affect: a) the rights, safety, and/or welfare of subjects or others; b) integrity of the research data; or c) the willingness of subjects to continue in study.  
Examples of unanticipated problems or major violations that would need to be reported include (but are not limited to):
· failure to obtain informed consent (including lack of appropriate documentation of informed consent), or obtaining informed consent after the study procedures have begun; 
· enrollment of subjects after the study has expired or before IRB approval is granted; 
· use of an incorrect version of the consent form; 
· study visits conducted out of the required timeframe that may affect safety or data integrity; 
· inclusion of a subject not meeting eligibility criteria; 
· enrollment of a subject from a federally defined “vulnerable population” – children, prisoners, pregnant women, fetuses, and some neonates – without prior approval for including that group; 
· confidentiality breaches; 
· complaint from a subject that suggests unanticipated risk or cannot be resolved; or
· drug dispensing/dosing errors that may affect subject safety or data integrity. 
Investigators should report problems or violations that meet reporting requirements within 7 business days of the investigator’s knowledge of the problem or violation.  
I. Minor or administrative deviations that do not affect the rights, safety, or welfare of subjects or integrity of the research data do not need to be reported on this form. They instead should be summarized at the time of continuing review.  Investigators should contact the IRB if they are unsure whether the event in question needs to be reported using this form, or if it can be summarized during the renewal.
I. Submission Process
Investigators should complete the Other Unanticipated Problems and Protocol Violation Report form. On this form, investigators will provide the following information: a) information about the research protocol, such as the title, investigator’s name, and the IRB protocol number; b) a detailed description of the unanticipated problem or violation; c) 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 or violation; and d) a description of the preventative measures in place to ensure that the violation or problem will not happen again. As previously noted, this form should be submitted to the IRB within 7 business days of the investigator’s knowledge of the problem or violation.  
I. Unanticipated Problem and Adverse Event Review Process

I. The Chair or designated reviewer will determine if the event meets the requirements for reporting. 
I. If the event does not meet the requirement for reporting, this finding will be noted on the report and it will be sent back to the PI.  
I. If the Chair determines the events meets the requirement for reporting to the IRB, the Chair or his/her designee reviews the event report, decides what further IRB related action/review is indicated (as per guidelines earlier in this document), following which the IRB will return the form to the PI (See also point 4 below). 
I. For all events submitted, the IRB Chair reserves the right to request additional information to assist in making a determination or decision regarding the event and any revisions to the approved consent form(s).  In addition, the Chair may ask the Committee to review the adverse event at a convened IRB meeting. 

