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The challenges of research participation by children

Frank H. Bloomfield'*

U ndertaking research in vulnerable populations has its own
unique challenges, and children are one such population;
those with impairments are another. In this issue, Hein et al.
(1) make an important contribution to our understanding of
why children may not participate in research. Previously, Hein
et al. reported that almost 40% of children aged between 6 and
17 y were judged incompetent to give consent, with age a key
determining factor (2). In this article, they address the reasons
children decline to assent—i.e., to provide affirmative agree-
ment to take part in research. Assent respects the child as a
person, without removing the protection of parental permis-
sion. However, this does not mean that the level of understand-
ing required to give assent is the same as that required to give
consent or parental permission. The National Commission
for the Protection of Human Subjects of Biomedical and
Behavioral Research recommended that subjects with limited
capacity should know what procedures will be performed,
choose freely to undergo these procedures, communicate this
choice unambiguously, and be aware of the option to withdraw
(3). These recommendations allow for considerable flexibility
in the tailoring of discussions for assent with children so that
they are developmentally appropriate given that the protection
of parental permission remains, although there remains sub-
stantial disagreement on this topic (4).

As the original study by Hein et al. was to validate a stan-
dardized competence assessment, the approach to each child is
likely to have been very structured and not tailored for devel-
opmental status or to the nature of particular study under con-
sideration. It is, therefore, perhaps not surprising that 60% of
children did not assent to take part in research, either because
they chose not to participate (39%) or did not make a decision
(21%). Interestingly, on multiple logistic regression analysis,
a greater degree of disease experience and increased level of
complexity and risk of the study in question were associated
with a greater likelihood of assent (1). Thus, lower risk and
less complex research had lower participation rates. As is rela-
tively common in research, due to the logistic and cost issues
of providing translators, not being a native language speaker
was an exclusion criterion. Fathers, parents with lower educa-
tion levels, and those with minority status have been reported
to perceive lesser degrees of voluntariness associated with
research decisions for their children (5). There is often a degree

of protectionism around the involvement of children with dis-
abilities in research, leading some to argue that this leads to
unequal access to the potential benefits of research (6).

These factors can combine to make embedding research as
part of clinical care in children very problematic: many of the
questions that need answering are simple, fundamental ques-
tions that have not been addressed in children, as reflected
by the fact that 70-90% of drugs prescribed in children are
off-label or unlicensed. Many of the studies that need doing
urgently are low risk and involve vulnerable populations and
minorities—precisely the factors outlined above that decrease
participation in research. Comparative effectiveness research
is low risk and provides evidence as to whether therapeutic
approaches currently in use are effective and efficacious. These
therapies are already in use as standard treatments—there
just is not the evidence that they work. The widespread use of
therapies that are not based on evidence as part of standard
clinical care has been described as a lottery (7) and as “random
care rather than randomized care” (8). Thus, in the vulner-
able population of children, standard therapy carries risks: the
treatment may not be effective, and it may even cause harm.
If comparative effectiveness trials are undertaken to address
this evidence gap, the risks of the standard treatment emphati-
cally are not risks of research, although they often are por-
trayed as such in the information and consent process.

So how to increase uptake of children (and other minori-
ties and vulnerable groups) into clinical trials? Alternative
approaches to providing information, such as illustrated con-
sent forms and community consultation, may be of use. There
is some evidence that although illustrated consent forms are
effective at conveying procedures involved in research, they are
less effective at conveying concepts such as voluntariness, con-
fidentiality, and the difference between research and clinical
care (9). Increased participation in research may result from
improved education of, and understanding by, the public, pol-
icy-makers, and funders that randomization to treatments that
are already in use as standard care but without the evidence
base to support their use is preferable to a choice of treatment
that is unproven and will vary among clinicians. But perhaps
the topic that really needs debate is whether, for true compara-
tive effectiveness trials, the time has come for opt-out rather
than opt-in (7) and for greater consideration of the use of
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deferred consent or waivers of consent (10) for treatments that
need to be started either in an emergency setting or shortly
after a very stressful admission/clinical situation, when some
have argued that truly informed consent is nothing more than
a nice idea (11).

An example of how the requirement for prior consent when
comparing two treatments commonly used and in equipoise,
without evidence of superiority for either approach, affected
recruitment bias and, therefore, the generalizability of the
results is provided by the Continuous positive airway pres-
sure (CPAP) Or INtubation trial (COIN-trial) (12). Of the
2,165 babies who underwent assessment for the COIN-trial,
only 28% were randomized. Consent was refused or babies
were not eligible in only 25% of babies assessed; thus, over
1,000 babies who were not enrolled might have been able to
participate in the trial (12). Furthermore, 94% of the babies
enrolled in the COIN-trial were exposed to antenatal corti-
costeroids, compared with only 85% of all babies of compa-
rable gestation (13), demonstrating bias toward babies more
likely to have had the opportunity to be exposed to antenatal
corticosteroids.

Clearly, insight into why children decide not to participate in
research is important and may lead to improved processes that
lead to better understanding and, therefore, greater uptake of
the opportunity to be involved in clinical trials. However, the
findings of Hein et al. also highlight the likelihood of biased
recruitment, even secondary to decisions made by the inves-
tigators for logistical reasons, such as language requirement.
Children have a right to medicines and treatments that are
evidenced based; they also have a right to appropriate pro-
tection due to their vulnerable status. Comparative effective-
ness research with modified, but still appropriately regulated,
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criteria for consent/assent can deliver the former without
compromising the latter.
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