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Un i q u e n e s s  o f  Pe d i a t r i c  Tr i a l s

Pediatric clinical trials are considerably inimitable
compared with adult trials. Moreover, the complexities of
the approval and consenting process for pediatric trials
qualify them as a unique entity in the clinical research
discipline.1 There are explicit federal regulations that an
Institutional Review Board (IRB) employs to determine
risk in pediatric studies.The IRB must possess the ability
to be sensitive to those issues specific to the pediatric
population. As a result, an IRB that comprises both
clinical personnel and the lay community, who serve as a
voice for children and their families, is imperative. Many
characteristics of a clinical trial are scrutinized when the
IRB assigns a risk category. For instance, some areas of
concern are the type of study, whether the benefits to the
patient are greater than the risks, whether healthy
volunteers are part of the study, or whether it is a
treatment or genetic study. Pediatric consent forms
require readable lay language; most IRBs require that the
consent form not exceed the sixth grade reading level.
Since parents/guardians are customarily the consenting
authority to enroll their child into a research study, it is
important for them to understand what they are
consenting to and why. Assent may be obtained from a
child who is able to understand the trial and is of a specific
age that is predetermined by the local IRB. Some parents
may be content to allow their child to participate in a
clinical trial for the sake of advancing medical knowledge
in a specific discipline, which is considered an indirect
benefit.However, this perception is notional and,ergo, the
exception; most parents prefer something more concrete.
Consequently, more parents/guardians are likely to enroll
their child in a clinical research trial if there are obvious
direct benefits.2, 3

De t e rm i n a n t s  o f  R i s k

There are concerns in pediatric trials that are
unfathomable in adult trials. For instance, to recruit
healthy pediatric subjects into a trial, it must be
determined by the IRB that the proposed study poses no
additional risk to that which would normally be
encountered in everyday life.The determination may be
dependent upon a number of issues; one IRB may

interpret risk differently than another. Some may
compare it with riding in a car,while others may compare
it with crossing the street.A drive in a vehicle may be very
safe in the Midwest, but risk assessment may be
significantly altered if the same scenario were evaluated in
a big city on the East Coast.The same holds true with
crossing a street.These analogies reiterate the point that
the composition of an IRB be representative of both lay
and clinical staff. Lay persons are a critical component of
the IRB; they address practical issues that clinicians may
not have considered or perhaps have overlooked.

Impo r t a n c e  o f  Pe d i a t r i c  Tr i a l s

Phase I trials in pediatrics are important, given that they
provide fundamental data for pediatric drug labeling. By
providing accurate dosing to children there is a potential
for more effective treatments, which may reduce hospital
stays and, ultimately, insurance costs. According to the
Code of Federal Regulations (CFR), pediatric trials with
greater than minimal risk must confine research to
children who have a condition or disorder, and the trial
cannot pose any additional risks than would normally be
encountered in their clinical care.4 Pediatric studies
involving healthy subjects are generally more difficult to
recruit because there is usually no direct benefit associated
with this type of study.1, 5

From an ethical perspective, there are important facets of a
phase I trial that demand consideration. Serial blood
samplings, blood drawing access, and trial design are
specific topics of concern. It is important that parents
plainly recognize this when informed consent is obtained.
Blood drawing access is another substantial issue—if it is a
requisite for a two-year-old to have a peripheral
intravenous (PIV) catheter placed for blood drawing, this
will necessitate stabilization to avoid multiple PIVs. This
procedure is replete with ethical issues. Consequently, an
IRB may define the number of sticks permissible per
subject.When a phase I trial is designed, blood volumes
need to be considered, especially for children less than two
years of age. Many sites obtain consent, but are largely ill
equipped to entertain a two-year-old subject for 8–12
hours in the interest of adherence to a pharmacokinetic
sampling schedule.The protocol should also be designed
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to address the needs of today’s family. Childcare may be
required, the subject may miss school, or a parent may
need to take a day off from work to be with their child.
Time, travel, and sundry expenses that might not be
incurred if the child were not a participant in a clinical trial
are vital issues that need to be broached.

I n f o rmed  C o n s e n t  a n d  C h i l d  A dvo c a c y

Informed consent in the pediatric setting is more
complex than the adult consent process. If it is an out-
patient study, visit schedules and time commitments
are crucial, particularly for school-age children or
families with multiple siblings. Pediatric studies are
expensive to conduct because in some ways you are
not only consenting an individual, you are consenting
an entire family unit, and any additional demands on
them should be considered carefully. The subject is a
patient first, particularly for disease-specific studies;
clinical issues cannot be ignored. As a result, it is
imperative that the clinical research team carefully
assesses whether or not to approach a subject. The
family may be emotionally devastated as a result of
clinical circumstances, which may in turn affect the
candidate viability. This could be perceived as an
auxiliary burden on the family.

There are also several other ethical considerations
indigenous to pediatric studies. The importance of
timing cannot be over-emphasized.The research team
must be sensitive to the family’s state of mind.Another
area of concern is the clinical team caring for the child.
When there are multiple clinically indicated
procedures performed on a child, it is imperative that
the research team be considerate of the demands
already placed on the family. The research team is
obliged to ensure that parents/guardians understand
the procedures that are clinically indicated, and that
being approached about a clinical trial may cause
undue stress and confusion.5 With a pediatric study it is
easy to overlook the child, since the parents/guardians

are usually the decision-makers. When designing a
study, feasibility and logistical considerations for
obtaining samples are compulsory. Scheduling blood
samples around normal blood draws for clinically
indicated labs or creating a pharmacokinetic study that
reduces the number and volume of blood samples are
essential components of a successful trial. It is
imperative that the voice of a child, who may be afraid
of needles or blood draws, is heard.1 

During pediatric trials it is important to continually
reiterate the procedures, schedules, and commitments.
Many families may be preoccupied by the clinical
issues; consequently, participating in a clinical trial may
not be a priority. After enrollment many parents/
guardians appreciate a study co-ordinator who
continually reminds them of the details of the study,
which may include upcoming procedures, visits and
expected time commitments. It is important to be
proactive with families, anticipate their needs and
concerns, and allow them the opportunity to reconsider
and/or withdraw at any time, or refuse procedures that
may cause discomfort to their child. It is the study
team’s responsibility to assist the family in determining
when enough is enough. It is imperative to support the
research subject’s family but it is absolutely essential to
become the subject’s advocate, regardless of age.6

Con c l u s i o n  

In summary, there are many aspects of pediatric trials
that make them unique. The IRB’s determination of
risk sets the stage for the clinical trial. The IRB
establishes how many parental/guardian signatures are
required as a result of the assigned risk category. They
decide whether the knowledge gained outweighs the
risks. Once IRB approval is granted, it is up to the study
team to uphold the determinations, and to abide by the
protocol. Due to the unique nature of pediatric trials, it
is essential that all of the aforementioned scenarios be
considered when designing a trial. ■
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