
   

Section XIX: Reporting Unanticipated Problems that May Involve Risks to 
Subjects or Others 

 
19.1  Definition 
 

Anticipated (expected) problems are those that are already described as potential 
risks in the consent form, listed in the Investigator's Brochure or part of the underlying 
disease.  Anticipated problems do not meet the definition and need not be reported within 
the 10 day time frame, unless the frequency of such problems is greater than the 
frequency anticipated in the research protocol.  Adverse events occurring at rates 
anticipated in the protocol, regardless of whether serious or related should be reported in 
summary form only at the time of IRB continuing review.  For example, if death is 
expected to occur in 10% of enrolled research subjects, deaths should only be reported as 
unanticipated problems if the cumulative number of deaths exceeds the expected number 
of deaths by an amount that would be unlikely to occur due to random variation. 
 

An “Unanticipated Problem” is defined as any problem or event which in the 
opinion of the local investigator was unanticipated, serious and at least possibly related to 
the research procedures. Federal regulations require the IRB to ensure that investigators 
promptly report “any unanticipated problems involving risk to subjects or others”. 
Principal Investigators must report to the IRB any unanticipated event in summary form 
and “Form 10” within 10 days. 
 
The IRB will make the determination of whether the unanticipated problem meets the 
criteria outlined. The following events would meet the IRB’s definition and should be 
reported within the 10 day time frame: 

 Any serious event (including on-site and off-site adverse events, injuries, side 
effects, deaths or other problems) which in the opinion of the local 
investigator was unanticipated, involved risk to subjects or others, and was 
possibly related to the research procedures; 

 Any serious accidental or unintentional change to the IRB-approved protocol 
that involves risk or has the potential to recur;  

 Any deviation from the protocol taken without prior IRB review to eliminate 
apparent immediate hazard to a research subject; 

 Any publication in the literature, safety monitoring report (including Data 
and Safety Monitoring Reports), interim result or other finding that indicates 
an unexpected change to the risk/benefit ratio of the research; 

 Any breach in confidentiality that may involve risk to the subject or others; 
 Any complaint of a subject that indicates an unanticipated risk or that cannot 

be resolved by the research staff; or  
 Any other serious and possibly related event which in the opinion of the 

investigator constitutes an unanticipated risk. 
 
19.2  Roles and Responsibilities with Respect to Unanticipated Problems  
 
a.  Naval Academy Superintendent 



   

 
1.  The Superintendent, as the Institutional Official (IO) for the Naval 

Academy, assumes on behalf of the institution the obligations and responsibilities 
directed by federal regulations, DoD and DON requirements, and the SECNAV 
instructions for the protection of human subjects and the data about them. 
 

2.  Per reference (i) of Enclosure (1), the Institutional Official: 
 

•  must be informed by the Director of the Academy’s HRPP office 
of all unanticipated problems that may involve risks to subjects or 
others in studies involving human subjects and/or the data about 
humans subjects that are conducted at USNA, or involve USNA 
personnel as participants in the research as collaborators or as 
investigators. 

 
•  shall review, and if appropriate, recommend action on any 

unanticipated problems in studies involving humans subjects 
and/or the data about human subjects at USNA. 

 
•  shall report to the Director of the DON-HRPP and to the 

appropriate sponsors of the study, any unanticipated problems that 
may involve risks to subjects or others 

 
b.  The Academy’s HRPP Office 
 

1.  The Academy’s Human Research Protection Program (HRPP) must be 
notified within 10 days of all unanticipated problems, with respect to projects directly or 
indirectly involving human subjects and/or the data about them. 
 

2.  The Academy’s IRB and the Director of the Academy’s HRPP office will 
review all unanticipated problems with respect to human subject protection, consistent 
with reference (i) of Enclosure (1). The HRPP Director will immediately notify the 
Superintendent of any unanticipated problems with respect to human subject protections.  
 
c.  The Academy’s IRB 
 

In the event of an unanticipated problem the IRB will review the notes of an 
incident, experience, or outcome and they will require 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 or others. 
Some recommendations are as follows:  

• changes to the approved research protocol designed to eliminate apparent 
immediate hazards to subjects or to ameliorate continuing risks; 

• modification of inclusion or exclusion criteria to mitigate the newly identified 
risks; 

• implementation of additional procedures for monitoring subjects;  



   

• suspension of enrollment of new subjects; 
• suspension of research procedures in currently enrolled subjects; 
• modification of informed consent documents to include a description of newly 

recognized risks; and  
• provision of additional information about newly recognized risks to 

previously enrolled subjects. 
 
d.  Principal Investigators and Collaborators 
 
 To determine whether an adverse event is an unanticipated problem, the following 
questions should be asked:   
 

• 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 the HRPP office within 10 days. 
 
19.3  Concerns 
 

When reporting and reviewing unanticipated problems in specific cases, all 
involved persons should be concerned with: 
 

 
 
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). 
 


