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Disclaimer

The views and opinions expressed in 

this talk are my own. They do not 

represent the position or policy of the 

NIH, or U.S. government.



Who is a Child?

 Legally and culturally who is considered 

a child varies from place to place.

 For the present talk, children are 

individuals under 18 years of age who 

legally cannot decide for themselves 

whether to enroll in research.



Ethical Pediatric Research

1. Is the research valuable?

2. Is there a compelling reason to enroll 

children (younger children)?

3. Is there potential benefit for subjects?

4. If not: are the risks acceptable?

5. Parental permission obtained?

6. Pediatric assent/dissent respected?



Is the Research Valuable?

 Some commentators regard the 

scientific/social value of clinical trials as 

irrelevant to ethics.

 In fact, scientific/social value is the first 

requirement of ethical research.



Compelling Reason to Enroll Children?

 Investigators should not enroll children 

in research that can be conducted 

equally well with adults.

 For instance, when assessing a new 

drug for epilepsy, investigators should 

begin with adults who have epilepsy.



Compelling Reason

 Some studies need to enroll children for 

scientific reasons.

 Once a drug proves useful in adults, 

investigators need to enroll children to 

assess whether it is safe for them.



When to Enroll Children

 Diseases unique to children: start pediatric 
trials after pre-clinical safety data.

 Diseases with no treatments and diseases that 
differ in children: start pediatric trials after 
phase II in adults.

 Diseases with sufficient treatment: start 
pediatric trials after phase III trials in adults.

Confederation European Specialists in Peds. Eur J Pediatr 2004; 163: 53-57



Ethical Challenge

 Consider a study that poses significantly 

lower risks in children than adults.

 Would it be acceptable to enroll children 

rather than adults to minimize the risks?



Is there Potential for Benefit?

 Children may be enrolled in research 

that offers them the potential for clinical 

benefit that justifies the risks they face.

 For instance, a phase II study of a drug 

for a condition that has no effective 

treatments.



Are the Risks Acceptable?

 Debate over the acceptability of 

pediatric interventions that do not offer 

the potential for clinical benefit (e.g. 

extra biopsy for research).

 Critics argue that ‘non-beneficial’ 

pediatric research takes advantage of 

children for the benefit of others.



Grimes v KKI

 Children should not be “placed in situations 
of potential harm, during non-therapeutic 
procedures, even if parents, or other 
surrogates, consent.”

 We hold that in Maryland a parent cannot 
consent to the participation of a child in 
non-therapeutic research.



Survey Data (N=100; RR=45%; N=89; RR=74%)

 Pediatricians and researchers: 47% in 

UK, 59% in Canada believe non-

beneficial pediatric research is unethical.
Sammons. Eur J Clin Pharmacol 2007;63:431-36

 Canadian medical students: 49% agree 

children “should only participate in trials 

from which they receive a direct benefit.
Wang. J Pop Therapeutics Clin Pharm 2007;18:e10-e16



Concerns

 These concerns may undermine 

society’s ability to conduct studies 

needed to improve pediatric care.

 To ensure pediatric research is 

appropriate and sustainable, it is 

important to address these concerns.



Charitable Activities

 Outside of research it is acceptable to 

expose children to risks  for unrelated 

others.

 This suggests non-beneficial pediatric 

research can be acceptable when risks 

are low, and it offers the potential for 

important benefit to others.



Why?

 Participation in pediatric research 

studies offers children the opportunity to 

contribute to valuable projects.

 Contributing to valuable projects can 

promote children’s own interests.



Two Views

 Non-beneficial pediatric research 

exploits children OR it offers them the 

opportunity to make valuable 

contributions.

 Which view do the data support?



81 Children (ages 7-14, RR= 69.2%)

 Children in research preferred to help 
other children by participating in non-
beneficial research than in a charitable 
activity (76.5% vs 23.5%; 95% CI, 0.56-0.97).

 The parents of these children also 
preferred their child help others by 
participating in research.

Wendler, Jenkins. Arch Peds Adol Med 2008; 162:9-14



177 Subjects (ages 13-17; RR= 95.2%)

 68.9% felt they were making an 
important contribution; 80.8% felt proud 
to be doing so.

 Respondents were equally willing to 
face risks to help others in research or 
in a charitable activity.

Wendler, Abdoler, Wiener, Grady. Pediatrics 2012; 130:692-699



Implications

 These findings support the view that 

non-beneficial research can offer 

children the opportunity to help others.

 Participating children can value and 

benefit from making such contributions.



Challenge

 This benefit is increased when children 

understand the contributions they make.

 This provides a reason to emphasize, 

NOT hide, the research aspects of 

children’s participation.



Are the Risks Acceptable?

 Most guidelines allow non-beneficial 

pediatric research when the risks are no 

greater than ‘minimal’.

 For instance, children may undergo a 

single needle stick for research.



What is a ‘Minimal’ Risk?

 U.S. regulations define “minimal” risks 

as risks that do not exceed the risks of 

daily life or routine tests.

 In some cases, U.S. regulations also 

allow IRBs to approve non-beneficial 

pediatric research that poses a ‘minor 

increase’ over minimal risk.



Children are not all the Same

 Most IRBs treat children ethically as one 
group.

 But, older children can understand a 
good deal and agree to participate on 
that basis. This makes their enrollment 
less problematic ethically.



Implications

 The difference in understanding 
suggests should enroll older children 
before younger children.

 This difference also supports different 
risk standards for older and younger 
children.

Wendler. Archives Pediatr Adol Med 2009; 163:115-118



Charitable Participation Standard

 To implement the minimal risk standard, 

IRBs can ask:

Would the level of risk posed to the 

participating children be acceptable in 

the context of an activity outside of 

research that was designed to help 

unrelated others?



Parental Permission

 Children should be enrolled in research 

only with the permission of their legal 

guardian, typically their parents.

 Most guidelines allow waiver of the 

requirement for parental consent in 

some cases (e.g. research on child 

abuse).



Children’s Assent

 Most guidelines also require the assent 

of children who are capable.

 Assent can be waived when research 

offers an important potential for medical 

benefit that is not available outside the 

research context.



Which Children Can Assent?

 Most guidelines do not specify which 

children are capable of assent.

 U.S. regulations stipulate only that the 

determination of assent should take into 

account the age, maturity and 

psychological state of the children.



Rule of 7s

 Academy of Pediatrics recommends 
assent be obtained from children age 7 
and above.

 Children over 7 can understand some 
aspects of research, and this is 
“consistent with the reported ability of 
children of school age to make 
decisions concerning their activities.”



IRB Practice

 54% of IRBs leave the decision of which 

children are capable of assent to the 

judgment of investigators.

 The rest use an age cutoff: 22% use 

seven; 9% use 5 or 6; 18% use 8-12.

Whittle, Shah, Wilfond, Gensler, Wendler. Pediatrics 2004; 113:1747-1752



Non-Maleficence

 The principle of non-maleficence implies 

that children should not be exposed to 

greater than minor distress or risk for 

the benefit of society.

 This justification implies that the dissent 

of all children should be respected, and 

sustained dissent should stop research: 

stop, assess, address/remove.



Information

 Typically, information is provided to 

research subjects as part of the 

consent/assent process.

 This raises concern that children who 

are regarded as unable to assent may 

not receive any information.

 Provide age appropriate information to 

all children.



Age of Assent

 If all children are informed as 

appropriate, and sustained distress 

stops the research, it is less important 

to obtain assent.

 This suggests should obtain assent at 

the point at which children understand 

research (12-14 years of age).



Some Additional Questions

 Obtain assent independent of parents?

 Ask minors to sign assent form?

 What information should be provided to 

parents about their children?



Summary

 Pediatric research is important. It also 

raises important ethical issues.

 Careful evaluation and effective 

communication can address these 

issues.


