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1. PURPOSE:  Risk assessment influences the mode of review (expedited vs. full board), 

whether or not a protocol can be approved, the frequency of review, and consent 
requirements. The purpose of this policy is to inform investigators and IRB members about 
how risk is assessed for any given study under review 

 
2. POLICY:  To approve the specific research under review, the IRB will determine: 

 • The probability and magnitude of potential research related risks. 
 • That risks to participants are minimized. 
 • That risks to participants are reasonable in relation to anticipated benefits, if any, to 

participants, and the importance of the knowledge that may reasonably be expected to 
result. 

 2.1. The highest risk identified for any procedure or arm of the study determines the overall 
risk of the specific research study under review. 

 
3. DEFINITIONS:  A glossary of terms and concepts found in the Nemours HSP policies and 

procedures is located on the NOHSP website. 
 3.1. Standard of care:  Procedures that research participants would receive for the treatment 

of their disease or condition even if not participating in the research. 
 3.2. Risk:  The probability, or likelihood, and magnitude (e.g., severity, duration, reversibility) 

of harm or discomfort anticipated in the research. 
 3.3. Minimal risk:  The probability, or likelihood, and magnitude (e.g. severity, duration, 

reversibility) of harm or discomfort anticipated in the research.  IRB Review is concerned 
with: 

  • The risks associated with the protocol directly related to the research, as opposed to 
those risks associated with the standard of care procedures that provide the 
framework for the research. 

  • The immediate or reasonable foreseeable risks of the research rather than the risks 
associated with the long-term outcome or consequences of applying the knowledge 
gained from the research. 
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 3.4. Minor increase over minimal risk:  The subjective finding of the IRB that a procedure 
does not meet the criteria for minimal risk, nor constitute more than a minor increase 
over minimal risk.  The IRB may use the following criteria to determine whether the 
probability and magnitude of harm is only a minor, or slight, increase over minimal risk: 

  • Any harms associated with the procedure(s) if they occur will be transient (restricted 
to time of procedure or short post-experimental period) and reversible (requiring no 
more than a short post-experimental clinical intervention); and 

  • There is no, or extremely small probability that the potential pain, discomfort, stress 
or harm associated with the procedure(s) which subject might experience will be 
severe.   

  • The investigator has presented sufficient evidence to the IRB that criteria above are 
met in consideration of the specific population, the measures in place to protect 
participants and minimize harm, and the qualifications of the research personnel. 

 3.5. More than minor increase over minimal risk:  The subjective finding of the IRB that a 
procedure that does not meet the criteria for minimal risk or minor increase over minimal 
risk. 

 3.6. Equipoise:  Genuine uncertainty among medical experts about the comparative 
therapeutic merits of each arm of a clinical trial or the relative merits of standard of care 
and the research intervention. 

 
4. PROCEDURES:

 Step 1:  Identifying and Evaluating the Research Risks
 4.1. The Investigator will: 

• Conduct a thorough review of the research prior to IRB submission.   
  • Assure that research-related risks are clearly identified and minimized.  This should 

include a wide range of risks.  For example:  physical or psychological harm, risk of 
worsening disease or death, and social, economic, legal or unknown risks. 

  • Provide the IRB with the information needed to assess the research-related risks 
by accurately completing the IRB Application and providing applicable package 
inserts, investigator brochures and literature via IRBNet. 

 4.2. The IRB will determine whether the proposed study meets the approval criteria by 
following the Checklist for IRB Review and by taking into consideration the questions 
posed in Reviewer Thinking Points.  

 4.3 For research involving children, the IRB will classify risks as ‘minimal’, or as ‘minor 
increase over minimal’ or ‘more than minor increase over minimal’.  

 Step 2:  Minimizing Risks
 4.4. • The IRB review will determine that risks to subjects are minimized by : 
  • Using procedures consistent with sound  research design that do not 

unnecessarily expose participants to risk, and 
  • Whenever appropriate, by using procedures that are already being performed on 

the participants for diagnostic or treatment purposes. 
 4.5. The IRB will review the protections that are in place to minimize potential harm, 

including, but not limited to: monitoring, resources and staff. 
 4.6. The IRB may require modifications to the research under review in order to diminish 

the risks to subjects.  For example, the IRB may require additional monitoring or may 
limit enrollment to participants at less risk. 
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 Step 3:  Risk to Benefit Analysis 

 4.7. The IRB will assess whether risks to participants are reasonable in relation to 
the potential benefits, if any, to participants, and the importance of the 
knowledge that may be expected to result.  (See HSP-024 Benefit Assessment) 

 4.8. For studies that involve comparisons of two or more treatments (possibly including 
placebo or standard care), there must be genuine uncertainty about which of the 
treatments is most effective (research equipoise). 

 4.9. The IRB may not approve research in which the risks are judged to be unreasonable 
in relation to the anticipated benefits. 

 Documentation
 4.10. Findings will be documented according to the applicable HSP policies. 

 
5. REGULATORY / GUIDANCE REFERENCES: 

 5.1. HSP-024 Benefit Assessment, HSP-027 Review of Research Involving Children, 
and Risk Assessment of Common Procedures. 

 5.2. OHRP Special Protections for Children as Research Subjects.
 5.3. University of Kentucky, Assessing the Research Risk.  Accessed 06/15/2006. 
 5.4. 45 CFR 46.402, 21 CFR 50.3, 45 CFR 46.111, and 21 CFR 56.111. 
 5.5. OHRP IRB Guidebook.  Chapter III.  Basic IRB Review.  Accessed 06/22/2006. 
 5.6. Report from NHRPAC, Clarifying Specific Portion of 45 CFR 46 Subpart D That 

Governs Children’s Research Accessed 6/19/2006 
 
6. AAHRPP STANDARD REFERENCES:  Standard II-4:  The Research Review Unit 

systematically evaluates risk to participants and potential benefits as part of the initial review 
and ongoing review of research. 
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