
Standard 1: Consent and Recruitment

DILEMMA

A 4-year-old boywith a seriousmetabolic disorder is eligible for a trial of
a new enzyme replacement, the first potential option to treat this dis-
ease. His parents have little understanding of the disease or trial, even
with careful explanation, but eventually they consent to entry in the trial.
The treating clinician doubts whether their consent is valid.

Thisandsimilardilemmas facepediatricians inresearcheveryday.Many
of the therapeuticoptions forchildrenhavenotbeen testedwith therigor
applied to similar treatments in adults. This highlights the need for
research to improve the evidence base of children’s medicine, for more
pediatricians to undertake research, and for more children and fami-
lies to participate.1 Each of these components is more challenging when
research is proposed in vulnerable participants, such as children. Well-
designed consent procedures are vital for ethically sound recruitment.2

This article highlights some of the many ethical problems encountered
when considering clinical trials in children, provides recommendations
for practice (Table 1), and suggests directions for future research on
recruitment. We discuss (1) who should give consent to enrollment of
children, (2) information requirements, (3) recruiting in vulnerable
populations, (4) payment for participation, (5) the roles of clinicians
versus investigators, and (6) why eligible patients are sometimes not
approached.

GUIDANCE

1. Who Should Give Consent for Children in Research?

An8-year-oldchild isdiagnosedwithpneumoniaandasked toparticipate
in a trial of oral versus intravenous antibiotic treatment. The parents
consent, but the child says hedoesnotwant to take part becausehedoes
not like taking oral medicines. Should his view be considered?

Consent to research involving children is complex, providing a challenge
for researchers and for ethics review bodies,3 and guidance or legal
requirements on this topic vary between countries.4 Although adults
provide their own consent to participate in research, children depend
on others, usually parents or carers. Therefore, the person consenting
is not the one exposed to the risks, burdens, or potential benefits of the
research. Further, even when the parent’s or legal carer’s permission is
obtained for research, this process may be compromised by their level
of understanding, caregiver neglect, and in special settings of research
such as emergency care.5

Investigatorsalsohaveanethicaland legalobligation toobtain thechild’s
permission (assent) for participation in research.6,7 Assent is defined
as a child’s “affirmative agreement to participate in research. Mere
failure to object should not, absent affirmative agreement, be construed
as assent.”8 Although the process of seeking assent is not globally
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recognized, nor sufficient to autho-
rize participation in research,6 the
act of obtaining assent demonstrates
respect for children and reinforces their
importance in the process even when
they do not have decisional authority.9,10

When assent is given, it is important
to consider the voluntariness of a
child’s decision in the context of re-
search. Is a child really able to disagree
when his or her parents and doctors
are enthusiastic about a study?

A child’s dissent or objection should
clearly be respected,11 although it
may be difficult in practice to define
what constitutes true objection, and
in some countries, a child’s objection
is not considered binding.12 How can
we determine whether a child’s ob-
jection to procedure within a trial
represents true and meaningful dis-
sent to trial participation or is the
sort of response a child would nor-
mally have to the same procedure
outside a trial? As a general rule, it is
reasonable to suggest that a child
may be deemed to object if his/her
behavior clearly differs in nature or
degree from that normally displayed
by the child when confronted with di-
agnostic or therapeutic procedures.
Therefore, if the child would normally
object to taking oral medication, it
would be reasonable to assume that
his or her objection does not repre-
sent true dissent.

2. What Information Is Necessary
to Obtain Consent?

The parents and their 13-year-old
daughter, who has cystic fibrosis, agree
to her participation in a commercial,
placebo-controlled trial of a new anti-
biotic. They have had several days to
read information on the trial, which
spans 16 pages for the adult version
and an additional 10 pages for the child
version. After the consent form is
signed, the parents state that they
wanted to participate to get the “new
and better” antibiotic. The parents
have been informed about the trial but
do they understand?

There is a tension between providing
“enough” information about a trial in
adherence to local regulatory require-
ments and giving so much information
that a child and family are left confused
and overwhelmed. Information should
be provided not only to parents but
also in an age-appropriate manner to
children to demonstrate respect, pre-
serve trust, and facilitate cooperation.
However, developing age-appropriate
information further complicates the
extent, content, and format of the ma-
terial provided.

Comprehensive information describes
the protocol design and duration, what
it involves for the child including poten-
tialbenefits,discomfort, risks,payments,
plans for treatment or compensation if

harmed, the right to refuse or withdraw,
alternative treatments, sources of fund-
ing, conflicts of interest and the re-
searcher’s contact details. Guidance on
this content is provided within the Dec-
laration of Helsinki2 and national regu-
latory and ethics bodies.

Despite compliance with these existing
standards, parents and children may
still be left with a poor comprehension
of the research and its implication.13,14

This suggests the need to continue to
inform children and families about the
research process even after formal
consent has been given. This must be
balanced with the knowledge that ex-
cessive information undermines under-
standing and is negatively perceived
by families.15 Research on children’s
and families’ information preferences
highlights the need for brevity, age-
appropriate material (fifth- or sixth-
grade reading level) in friendly plain
language, and preferably consultation
with parents and families on the design
of this information.16–18 Parents’ com-
ments in 1 study assessing perception
of the consent process included terms
such as “a lot to read,” “wordy,” “in-
tense,” and “overwhelming.”19 Whether
adapting to these preferences af-
fect recruitment to studies remains
uncertain.

3. Research in Extra Vulnerable
Children: Equitable Opportunity or
Exploitation?

A placebo-controlled trial of a new
vaccine was conducted in a developing
country in Asia. Children in the trial had
easy access to the health center and
free medications; check-ups and labo-
ratory examinations were performed
as part of the protocol. Is this an eq-
uitable opportunity for the children to
access health care or exploitation in a
low-resource setting?

Twospecialcircumstancesmakechildren
particularly vulnerable to exploitation in
research: (1)children in institutions, such

TABLE 1 Recommendations for Practice

Investigators always have ethical and legal obligations to obtain consent and assent (when age-appropriate)
to undertake research. However, when a child objects to research participation, his or her dissent should
be recognized and taken in the context in which it presents (such as the clinical procedure).

Investigators should minimize decisions not to approach every eligible patient for trial participation and
when patients are not approached should justify their actions. The information provided for parents and
children should always be age-appropriate, clear, concise, and on-going.

Researchers should always ensure that the presentation of payments does not influence parents and children
to look upon payments or incentives as a benefit of the research. However, when payment is made to
vulnerable populations, ethics committees need to ensure that research payment will not lead families
to take unnecessary risks. In this situation, ethics committees and supporting communities need further
development and empowerment.

Clinicians acting as investigators should always clearly differentiate the roles and aspects of care that are
standard or part of research when approaching their own patients for research participation. In this
situation, the best option is for another researcher not involved in the care of the patient to obtain the
informed consent, although it may be the child’s clinician who explained the trial to the family.
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as medical or correctional facilities20,21

and (2) children in low-resource set-
tings, such as those in minority ethnic
groups, developing countries, and dis-
advantaged groups within developed
countries. Within medical institutions,
children in emergency or intensive care
settings are especially vulnerable due to
the urgency of their health care needs.22,
23 Similarly, in low-resource settings, the
perception of risk and benefit is com-
plicated by multiple compounding fac-
tors. The 2002 World Health Organization
Ethics Committee Report24 identified the
following as rendering children from
developing countries vulnerable to ex-
ploitation: (1) socioeconomic inequal-
ities, (2) limited access to health care,
(3) high burden of illness, (4) lower ed-
ucational attainment of caregivers, (5)
limited understanding of scientific re-
search, including language barriers,
and (6) cultural and gender norms.
A further disadvantage is the under-
development of local ethics committees
in developing countries. Recruitment of
children from these settings may be
considered resource-effective but rai-
ses ethical dilemmas. Is consent given
independently and voluntarily? Are the
benefits and risks of joining the study
appropriately presented and properly
weighted?

In low-resource settings, there should
be clear justification of the scientific
need to involve that population and an
equitable sharing of benefits and
risks among possible involved groups
and communities. Community con-
sultation can be helpful in appraising
the potential benefits, harm, and the
appropriateness of the study meth-
odology but does not replace the need
for individual consent. Local ethics
committees are critical in protec-
ting the rights of vulnerable chil-
dren25; their composition and expertise
should be strengthened. Existing in-
ternational guidelines to safeguard

vulnerable children in researchmust be
implemented and properly monitored.

To protect these vulnerable popula-
tions, ethics committees must take
extra measures to minimize the risk of
exploitation. Most national legislation26

and international guidelines have pro-
hibited conducting trials involving in-
stitutionalized children, except when
trials are of direct potential benefit to
the subjects or when the trials could
not be conducted without the partici-
pation of persons of the same category
as the subject. In these situations, extra
attention should be given to informing
parents or guardians to obtain true
consent. This could be realized by
separating the roles of investigator
and clinician in institutions when re-
cruiting (standard 5 below).

4. Payment for Research: Justified
or Unethical?

In a trial in a developingcountry, parents
of children eligible to be recruited were
told that they would receive a trans-
portation and meal allowance for each
visit that was 3 times theminimum daily
wage. Is this fair reimbursement or an
unfair incentive to recruitment?

Payment in research is common but
controversial.27 Financial and non-
financial payment can enhance re-
cruitment; however, it may also lead
participants to undervalue risks, thereby
compromising voluntariness. In re-
search involving children, the offer of
payment is doubly problematic because
often the person receiving payment is
the parent or guardian when it is the
child who is being exposed to the risk
and burden of the study.28

Some have argued that parents should
not receive monetary payments for their
child’s research participation,29 whereas
others believe that payment can re-
imburse research-related expenses and
failure to compensate for these expenses
may lead to the exclusion of poorer
families. Payment can also compensate

for time and inconvenience, act as a to-
ken of appreciation after children have
participated, or act as an incentive
to encourage participation.30 Wendler
et al30 write that reimbursement and
compensation are ethically acceptable,
whereas appreciation payments are un-
necessary and incentive payments gen-
erally indefensible. Such distinctionsmay
help ethics committees assess the ap-
propriateness of payments; however,
this sentiment is not embraced by all.31

Although payment of competent adult
research participants to compensate
them for engaging in higher-risk re-
search that does not directly benefit
them is sometimes permissible, pay-
ment for children’s participation in re-
search to compensate them for the risk
associated with research is not accept-
able.29 Excessive payment to parents
may unwittingly or intentionally distort
their decision-making, and payment to
children may also be problematic be-
cause they have limited experience with
money.30 Payment is particularly con-
troversial when offered to vulnerable
children and families (section 3 above).
Researchers offering payment or incen-
tives in these situations need to ensure,
in the context of their research, payment
will not lead to families taking un-
necessary risks.

Somestudiesprovidepayment,eg,movie
tickets, after a child’s participation is
complete, but this may still distort
decision-making about participation.
Families may learn of this and assume
they will receive something for partici-
pating.32 In the school setting, incentives
for return of a parental notification form
(rather than for consent for trial par-
ticipation) can help ensure that parents
are informed about the study without
distorting decision-making.33 The cur-
rent consensus is that incentives or
payments are acceptable except when
they lead participants or those deciding
for them to ignore, misunderstand, or
significantly undervalue serious risks.
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5. Can a Child’s Clinician Also Be
the Investigator?

Achief investigator is told thathisorher
research funding will end unless the
recruitment for his or her trial im-
proves within 2 months. The next day,
the chief investigator sees a child in his
or her clinic who is eligible; can the
investigator be objective?

A child’s clinician is usually a trusted
health professional to both the child
and the family. Can the roles of clinician
and researcher exist concurrently?
This depends in part on whether the
ethical issues in research are consid-
ered to be encompassed by those
governing clinical care or distinct.34

A key perspective is whether research
is regarded as an integral part of good
care (ie, as in oncology) or an “extra”
activity. These views have to be con-
sidered in the context where many
therapeutic options for children have
little evidence base.

Studies reveal that families trust their
doctors to explain research,35,36 and
engagement in research may suffer
when others are substituted to this
role. However, for the clinician to dis-
cuss a research study, there should be
“clinical equipoise” (genuine uncer-
tainty within the expert medical com-
munity) over the research question.37

For the clinician, his or her personal
equipoisemay also be influenced by his
or her culture, beliefs, experience, and
standard practice and the potential for
harm from participation as well as the
setting for research (ie, community, am-
bulatory or emergency department).38–40

An oft-quoted conflict relates to the
potential rewards available to the in-
vestigator. Thesemay be direct (financial
or promotion) or indirect (status), but the
perception of reward rather than their
true value is most relevant. Guidance on
the role of clinicians as investigators is
provided in the Declaration of Helsinki,2 in
Good Clinical Practice, and in national
bioethics guidelines (eg, United States).

These generally indicate the need for a
clear differentiation of roles and aspects
of care that are “standard” or part of
research. Although this is not always easy
when research is entwined in care,
clinicians should be open about their
dual clinician-investigator role when
discussing trials with children and
parents.41

6. They Were Eligible for the Trial
so Why Were They Not Invited?

An investigator screens her clinic lists
for a study of the impact of an educa-
tional and behavioral intervention for
chronicpain. In addition to theeligibility
criteria set in the study protocol, she
decides to exclude children with a sin-
gle parent because the study imposes
a significant burden on the carer. Is she
sensitive to the needs of her patients or
prejudicial to the success of the study?

Children may be eligible to participate
in a trial yet not be invited for many
reasons. Clinicians may think it in-
appropriate to ask particular families
because they are too distressed or un-
likely to be compliant with the research
protocol. There may be procedural
complexities, for example, in school-
based recruitment an invitation letter
may not even reach families. Clinicians
report the need to exercise discretion in
deciding who to approach, for instance
to avoid straining their relationshipwith
a family who could be upset by being
asked to consider a trial.42 However,
using criteria over and above those lis-
ted in the trial’s eligibility criteria com-
promises the applicability of the study
to all relevant patients. In some sit-
uations, preselection may also lead to
poor accrual and delays, particularly in
trials of treatments for rare diseases.43

Ethically, informal preselection poten-
tially leadstounfairnessinsharingof the
risks and benefits of research within
society. Families consistently say that
they want to be told when a trial is
available for their child, theydonotwant

clinicians to decide on their behalf.44,45

Existing guidelines reinforce this view
by advising clinicians to ensure re-
cruitment is “free from discrimination”
and that all reasonable steps are taken
to ensure that people eligible to partic-
ipate are given equal access.46 Never-
theless, families recognize the dilemmas
faced by clinicians in recruiting to trials,
reporting that in the case of “other”
more vulnerable families, they want
clinicians to exercise judgment and dis-
cretion in deciding which eligible fami-
lies to approach.44 Investigators have to
find a proper balance in recruitment;
achieving this takes time and requires
adequate resources.

RESEARCH AGENDA

This standard development group has
identified a number of areas for future
research. The highest priorities are as
follows:

! To identify and develop an assess-
ment tool of the criteria needed to
assess children’s decision-making
capacity.

! To identify and develop an as-
sessment tool to assess children’s
dissent or objection to research
participation.

! To identify and evaluate different for-
mats of presenting information on
research to parents and children.

! To explore in vulnerable populations,
parents’ and children’s perspectives
on being approached for research.

! To determine how payments or
incentives influence decisions about
children’s participation in trials.

! To evaluate whether the training,
specialty, and beliefs of clinicians
affect professional and patient par-
ticipation in research.

! To identify the evidence supporting
or refuting that preselection is
damaging to research.

! To explore what influences clinicians
to avoid approaching eligible patients.
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CONCLUSIONS

Few child health professionals would
argue against the need for more re-
search in pediatrics; the question is
how to do it better? Improving the
qualityof research inchildrenrelates to
the entire research path: from study
question, through design, recruitment,
and conduct to reporting and imple-
mentation of research findings.

Developing appropriate and ethical
strategies for recruitment, information,
and consent are key elements of any
research study but more challenging

for those involving children. Respond-
ing to this challenge is fundamental
to the success of a study. This means
going beyond the minimum standard
practice of obtaining consent and lis-
tening to the child’s decision on partic-
ipation. Recruitment information must
be tailored from the regulatory require-
ments to a format that is accessible to
the child and family. Investigators and
ethics committees must be aware of
these requirements and be vigilant to
potential conflicts of interest, particu-
larly in vulnerable groups or settings.

Research in children is challeng-
ing and requires that special time
and attention be devoted to appro-
priately educating all eligible children
and families. Pediatricians are highly
skilled in achieving these standards
in their clinical care, taking the time
to explain, ensuring the environment
is right for a child’s care, and adapting
treatments to their special needs.
We accept this as routine clinical
care, and we need to achieve simi-
larly high standards in research in-
volving children.
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