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Presenter Notes
Presentation Notes
Today's presentation is on vulnerable populations, specifically children.
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Presentation Goals

• What is vulnerability in research and for this group?
• What are the regulatory guidance and requirements for protecting 

children in research?

Presenter Notes
Presentation Notes
Our goals for today are to look at what is vulnerability in research and specifically for this group of potential research subjects. And what did the regulations give us in terms of guidance and requirements for protecting children in research?



Definition of “Vulnerable”

1. capable of or susceptible to being wounded or hurt, as by a weapon: 
a vulnerable part of the body.

2. open to moral attack, criticism, temptation, etc.: an argument 
vulnerable to refutation; He is vulnerable to bribery.

3. (of a place) open to assault; difficult to defend: a vulnerable bridge
4. capable of being physically or emotionally wounded or hurt 
5. open to temptation, persuasion, censure, etc. 
6. liable or exposed to disease, disaster, etc. 
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Presentation Notes
First, let's look at a definition of what is vulnerable, specifically in terms of research setting. Definitions for five and six are the ones that apply most directly to the research setting. It's a situation where they are capable of being physically or emotionally wounded or hurt, open to temptation, persuasion or censure, and liable or exposed to disease and disaster. I think this fits in the research setting and why there is concern for how children are recruited into studies and what are the potential harms that could come to them.



The Federal Regulations:  Subpart D

Risk categories based on:
• Level of risk
• Potential for benefit 

Don’t forget: include your assessment on the checklist & record in 
the minutes!
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There are four levels of risk outlined in the regulations, each with requirements for the number of parent signatures needed for consent for the child in order to join the risk level. Both the risk level and the number of parents signatures are determined by the IRP through their discussion and vote.



Risk Categories of Child Research & ICF Parental 
Signatures Needed

§46.404 Research not involving greater than minimal risk.
• 1 or 2 parent signature as determined by the IRB

§46.405 Research involving greater than minimal risk but presenting the prospect of direct benefit to the 
individual subjects.  

• 1 or 2 parent signature as determined by the IRB

§46.406 Research involving greater than minimal risk and no prospect of direct benefit to individual 
subjects, but likely to yield generalizable knowledge about the subject's disorder or condition.  

• 2 parent signature required unless one parent is deceased, unknown, incompetent or not reasonably available or when only one parent 
has legal responsibility for the care and custody of the child. 

§46.407 Research not otherwise approvable which presents an opportunity to understand, prevent, or alleviate 
a serious problem affecting the health or welfare of children.  

• 2 parent signature required unless one parent is deceased, unknown, incompetent or not reasonably available or when only one parent 
has legal responsibility for the care and custody of the child. 
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There are four levels of risk outlined in the regulations, each with requirements for the number of parent signatures needed for consent for the child in order to join the risk level. Both the risk level and the number of parents signatures are determined by the IRP through their discussion and vote.



Risk Assessment of Child Research 

Risk Level Benefit Level Parental 
Consent

404 Minimal

405 Greater than minimal Prospect of direct benefit

406 Greater than minimal-but only 
minor increase over minimal

No prospect of direct benefit, but likely to generate 
generalizable knowledge 

407 Not otherwise approval Opportunity to understand, prevent or alleviate a 
serious problem affecting the health of children

* 2 parent signatures unless: Only 1 parent has custody or parent is deceased, unknown, 
incompetent, or not reasonably available

*

*

*
or
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This is a graphic table summarizing the risk level and number of signatures required for each risk benefit ratio level. If it is a minimum risk, one parent is sufficient. If the study poses greater than minimal risk, but above the prospect of direct benefit, the IRB can determine that one parent or two parent signatures are needed if it is greater than minimal risk, but with only a minor increase over a minimal risk and there is no prospect of direct benefit to the child but likely to generate generalizable knowledge, then the regulations require two parent signature.As with all regulations for two parent signatures, there is an exception. If only one parent has custody, a parent is deceased, unknown, incompetent or not reasonably available, then even though two parent signatures required, one parent will be sufficient.



Research not otherwise approvable which presents 
an opportunity to understand, prevent, or alleviate a 
serious problem affecting the health or welfare of 
children (45 CFR 46.407/21 CFR 56.407)
• Study must then be referred to the Secretary of Health & Human Services, a 

notice will be posted in the Federal Register a panel will be convened to 
review and make a recommendation.

• HHS/OHRP/FDA determination, and both parents or legally appointed 
guardian must give consent  

Presenter Notes
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However, risks level 407 is slightly different and needs additional consideration. This is research not otherwise approvable. But that presents an opportunity to understand, prevent or alleviate a serious problem affecting the health or welfare of children.This is a study that must be referred to the Secretary of Health and Human Services. A notice will be posted in the Federal Register that a panel will be convened to review and make a recommendation on whether this research should go forward or not.In this situation, both parents’ signature is required in order for the child to be involved in this research. Again, with the usual caveat for the exception of one parent, a set of children as outlined in the regulations.



Assent of Children

• A child's affirmative agreement to participate in research
• The ages, maturity, and psychological state of the children involved
• In general, at UNC ages 7-18 asked either verbal or written assent 

obtained. 
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Assent of children is outlined in the regulations. While the child is a minor and unable to give legal consent to be in a study and there are studies where you want to inform the child and ask them if they want to be in the study. It depends on the age, maturity and psychological state of the child involved in the research.The research may ask the child to give their assent to join. Generally at UNC, assent is asked of children between the ages of seven and 18.



NO means NO & When Parent(s) Can Overrule

Any child asked for assent and says no, then no means no.  

Unless…
• Child lacks capacity to give assent initially
• Research study holds only prospect for possible benefit for the child’s condition; 

then parent(s) can overrule their no.
• Use of information sheet/discussion with child recommended  in these 

situations. 
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However, be prepared that if they say no, no means no, don't ask for assent if you're not prepared to accept the no.Instead, use the situation of providing an information sheet to the child and to tell them about the study. But don't ask them to join the study if you're not ready to accept their no. The one exception is when the research holds the only prospect of possible benefit for the child. All other possibilities for treatment have been eliminated and the parents want the child to participate in this study and can overrule their rejection of the study.



Waiver of Assent Allowed When….

• Limited capability, both developmental stage & capacity

• The research intervention/procedure holds out a prospect of direct benefit 
that is important to the health or well being of the child and is available 
only in the context of the research (405)

• Waived under 45 CFR 46.116 – must meet same criteria as waiver of 
consent
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Assent can also be waived because of the limited capability, either the developmental stage or capacity of the child. For example, a four-month old infant or an older child with developmental delays would not be able to understand and give permission in any meaningful way.



Child Assent Summary

Age 0-6 Age 7-12 Age 12-17 Age 18+
Waived* X X X

Information 
Sheet

X X                           

Oral maybe X X

Signed X X

Signed Adult ICF X

*Waived:  
1. If child unable to  provide based on age, maturity or psychological state. 
2. Capability so limited that child cannot reasonably be consulted
3. Research holds only prospect of direct benefit  & not available outside research
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Here is a summary table of child descent waivers and again, when they could be accepted or not.



Re-consent of Children When They Reach the 
Age of Majority and Study Continues

Once a child subject reaches the age of majority – generally 18 –
they must be re-consented as a study participant using an adult 
consent form. 
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Finally, don't forget, once a child has their 18th birthday, they are now an adult and will need to be consented to continue participation in the research sstudy and to give permission if they want their data to remain in the study or be withdrawn.



Summary

• Children are a vulnerable population
• Evaluation of risk-benefit ratio
• Number of parent signatures based on risk

Presenter Notes
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Today we've talked about the inclusion of the vulnerable population of children in research and the guidance given by the Federal Regulations on evaluation of risk benefit ratio by the IRB and the number of parent signatures required based on the different levels of research risk.Good day!
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