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1. PURPOSE:  The purpose of this policy and procedure is to assure that the Nemours IRBs 

apply a consistent method of review of research involving children. 
 
2. POLICY:  When reviewing research with children as participants, the IRB will: 

 2.1. Assure compliance with all applicable regulatory requirements for IRB review and 
approval; 

 2.2. Assess the potential benefits, risks, and discomforts of the research to children and 
assess the justification for their inclusion in the research; 

 2.3. Assess the circumstances of the children to be enrolled in the study, their health 
status, age, and capacity; 

 2.4. Apply a minimal risk standard relative to the risks of daily life that are familiar to the 
general population (i.e. healthy children); 

 2.5. Determine whether the research is approvable according to the regulatory 
requirements for the protection of children involved in research. 

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

procedures is located on the NOHSP website. 
 3.1. Child:  Persons (who may or may not be minors) who have not attained the legal 

status to consent to treatments or procedures involved in research (clinical 
investigations), under the applicable law of the jurisdiction in which the research will be 
conducted. 

 3.2 Legally Authorized Representative:  An individual or judicial or other body authorized 
under applicable law to consent on behalf of a prospective subject to the subject’s 
participation in the procedure(s) involved in the research.  Individuals who meet this 
definition, but are not parents and do not meet the DHHS and FDA definition of 
guardian, (are not authorized under applicable law to consent on behalf of the child to 
general medical care) may not grant permission for a child to take part in research.  

 3.3. Legal Guardian:  A person who has the authority to consent on behalf of the child to 
general medical care. 

  • Note that individuals who are designated as a “legal guardian” under state law, 
such as foster parents, may not have the authority to consent for a child’s general 
medical care and therefore cannot consent on behalf of the child to this research. 
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  • Note that individuals who are not designated as a “legal guardian” under state law, 
such as social service case worker, may have the authority consent for a child’s 
general medical care and therefore can consent on behalf of the child to this 
research. 

 3.4. Capacity:  Ability to understand the research. 
 3.5. 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 reasonably 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. 

 3.6. Minimal Risk:  The probability and magnitude of harm or discomfort anticipated in the 
research are not greater in and of themselves than those ordinarily encountered in the 
daily life of healthy individuals or during the performance of routine physical or 
psychological examinations or tests. 

 3.7. 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 an extremely small probability, that the potential pain, discomfort, 
stress or harm associated with the procedure(s) which the 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 subject population, the measures in place 
to protect participants and minimize harm, and the qualifications of the research 
personnel. 

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

 3.9. Prospect of direct benefit:  A reasonable expectation of improved health and / or well 
being of the participant as a result of research participation.  Financial inducements, 
incentives, and appeals to a participant’s altruism are not direct benefits of research 
participation. 

 3.10. Disorder or condition:  Generally, the concept of disorder or condition relates to a 
specific characteristic that describes a group of children, such as a physical or social 
condition affecting children or the risk of certain children developing a disease in the 
future based on diagnostic testing or physical examination.  For example: 

  • Prematurity, infancy, adolescence, poverty, living in a compromised physical 
environment, institutionalization, or having a genetic predisposition to future illness.

 3.11. Equipoise:  Genuine uncertainty among medical experts about the comparative 
therapeutic merits of each arm of a clinical trial or the merit of standard of care and the 
research intervention. 
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 3.12. Parental Permission:  The agreement of parents or guardians to the participation of 
their child or ward in research. 

 3.13. Assent:  A child’s affirmative agreement to participate in research.  Mere failure to 
object will not, absent affirmative agreement, be construed as assent. 

 
4. PROCEDURES: 

 4.1. The IRB expects that the investigator will have conducted a thorough review of the 
research prior to IRB submission.  By submitting the application to the IRB via IRBNet, 
the investigator is attesting to the appropriate inclusion of children in the specific 
research and that research procedures are consistent with sound research design and 
do not unnecessarily expose children to risk. 

 4.2. The IRB will first review the research for approvability. 
 4.3. The IRB will use the Checklist for IRB Review to assure that: 
  • Subpart D approval criteria are appropriately addressed in the Reviewer(s) 

presentation and IRB discussion. 
  • Inclusion of children is appropriate in the specific research under review. 
 4.4. In order to approve research involving children the IRB must determine that: 

• Adequate provisions are made for soliciting the assent of the children and the 
permission of their parents or guardians, and 

• The research meets the criteria for one of the following categories: 
 4.4.1. Research involving no more than minimal risk.  [45 CFR 46.404, 21 CFR 

50.51].   
 4.4.2. Research involving more than minimal risk but has the prospect of direct 

benefit to the individual participants involved in the research.  [45 CFR 
46.405, 21 CFR 50.52].  To approve research in this category, the IRB must 
determine that: 

  • The risk is justified by the anticipated benefits to the participants; 
  • The relation of the anticipated benefit to the risk presented by the study is 

at least as favorable to the participants as that provided by available 
alternative approaches. 

 4.4.3. Research involving a minor increase over minimal risk and no prospect 
of direct benefit to the individual participants involved in the research, 
but likely to yield generalize knowledge about the participant’s disorder 
or condition.  [45 CFR 46.406, 21 CFR 50.53].  To approve research in this 
category, the IRB must determine that: 

  • The risk of the research represents only a minor increase over minimal 
risk; 

  • The intervention or procedure presents experiences to the child 
participants that are reasonably commensurate with those inherent in their 
actual, or expected medical, dental, psychological, social, or educational 
situations; and 

• The intervention or procedure is likely to yield generalizable knowledge 
about the subjects' disorder or condition which is of vital importance for the 
understanding or amelioration of the subjects' disorder or condition 

 4.5. The IRB may not approve research involving children if the research does not fit one of 
the approval categories described above.   
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 4.5.1. However, if the IRB finds that the research presents a reasonable 
opportunity to further the understanding, prevention, or alleviation of a 
serious problem affecting the health or welfare of children it may defer the 
review pending referral to HHS and / or FDA for review.  [45 CFR 46.407, 21 
CFR 50.54].. 

 4.6. If the IRB finds that research does not meet the conditions for approval under Subpart 
D, the rationale for disapproval will be communicated in writing to the Investigator. 

 4.7. If disapproved, the Investigator is responsible for notifying the Sponsor. 
 4.8. The IRB will communicate its findings to other IRBs or institutions that rely on the 

Nemours FWA. 
 Documentation: 
 4.9. The IRB Coordinator will assure that findings are documented according to HSP Policy 

on Correspondence and Communication by using the Checklist for IRB Minutes.
 
5. REGULATORY / GUIDANCE REFERENCES: 

 5.1. HSP Policies on IRB Review, Parental Permission and Assent, Recruitment and 
Enrollment.. 

 5.2 OHRP Special Protections for Children as Research Subjects.
 5.3. University of Kentucky, Assessing the Research Risk.  Accessed 6/15/2006. 
 5.4. Protections for Children in Research, A Report to Congress in Accord with Section 

1003 of P.L. 106-310, Children’s Health Act of 2000.  Accessed 6/15/2006. 
 5.5. Report from NHRPAC, Clarifying Specific Portion of 45 CFR 46 Subpart D that 

Governs Children’s Research.  Accessed 6/19/2006. 
http://www.hhs.gov/orhp/nhrpac/documents/nhrpac16.pdf

 5.6. 45 CFR 46.402, 21 CFR 50.3, 45 CFR 46 Subpart D, 21 CFR 50 Subpart D. 
 
6. AAHRPP STANDARD REFERENCES:  II.4.C The Research Review Unit has and follows 

written policies and procedures for determining the risks to vulnerable populations as defined 
in applicable federal regulations, and specifically for determining the required risk categories 
in protocols involving children and prisoners. 
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