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Abstract

Introduction Psychoactive drug prescription for pre-
schoolers has increased over the past decade and has been
a controversial topic for those who prescribe, regulate, and
research the use of psychotropics in this population.
Children and adolescents are deemed vulnerable popula-
tions, at risk of being harmed by unethical or suboptimal
practice and research and are in need of special protection.
Historically, preschoolers have been therapeutic and re-
search “orphans,” excluded from pharmacological studies
so that the evidence base for their treatment has to be
extrapolated from other ages. Within the past few decades,
several ethical principles guiding pediatric psychopharma-
cological research have been developed. The same princi-
ples could effectively guide the treatment of these patients.
Conclusion Further studies are needed to elucidate the
safety and effectiveness of psychotropics, and sound ethical
guidelines for their involvement in psychiatric research are
needed. This article reviews some challenges facing mental
health care providers involved in prescribing or researching
the use of psychoactive drugs in preschoolers. Some of
these challenges are general to medical treatment and
research with children, and others are particular to child
psychopharmacological treatment and research.
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Introduction

The use of psychotropic medications in children and
adolescents with psychiatric problems has been increasing
steadily over the past few decades, leading to a need for an
empirical research evidence base and specific ethical
guidelines for both prescribing and investigating psycho-
tropics in the pediatric population.

The ethics of medical practice and research have long
been a subject of debate and dialogue among health care
providers, philosophers/ethicists, lawmakers, and state
agencies. Several documents including “The Nurnberg
Code,” The “Declaration of Helsinki,” the “Belmont
Report,” and the “International Ethical Guidelines for
Biomedical Research Involving Human Subjects” have
identified five ethical dimensions for undergoing human
research: human rights, validity, distributive justice, benef-
icence/nonmaleficence, and respect for autonomy/justice
(Yan and Munir 2004). To a great extent, the same
principles also apply, with appropriate modifications, to
clinical practice.

In fact, research ethical principles obviously derive
partly from practice ethics, and this is appropriate because
research subserves effective practice and derives its
justification from that supporting role. Beauchamp and
Childress (1994) used four of these five research principles
in developing a framework to define ethical practice
(Table 1).

The ethics of treating and doing research with psychiatric
patients in general and children and adolescents with
psychiatric disorders in particular are even more complex
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Table 1 Ethical principles that may apply to defining ethical medical practice

Ethical principles

Respect for

Acting in such a way as to enable the patient in understanding and consenting to treatment; respecting the patient’s wish for
confidentiality; educating the patient about any limits to autonomy; adjust application of autonomy principle to a child’s

Acting in such a way as to ensure fair treatment and fair distribution of research benefits and risks

autonomy
developmental stage
Justice
Beneficence Acting based on the wish to “do good” or “prevent harm”

Nonmaleficence

Acting always in a way that first avoids harm (“primum non nocere”), always balancing benefits versus side effects

given these patients’ status as “vulnerable populations,” their
developmental status of dependency, and the developmental
aspects of judgment and decision-making (Table 2).

Vulnerability in psychiatric pediatric patients with special
relevance to preschoolers; developmental aspects
of judgement and decisions

Many ethicists are concerned about the impairment of
mental capacity and judgment resulting from disorders
causing severe cognitive impairment, including severe
psychiatric disorders. Some (Lehrman and Sharav 1997)
imply that such patients may be incapable of giving
informed consent and require a close evaluation of the
particular vulnerabilities resulting from the psychiatric
comorbidities oftentimes presenting in combinations unique
to the patient. Roberts and Roberts (1999) cite a research
showing that although such patients have impairment of
decision-making capacity while acutely ill, after treatment,

they begin to resemble nonimpaired comparison groups.
Roberts et al. (2000) found that patients with schizophrenia
had “discerning views” and manifested more altruism than
psychiatrists expected. In another study, the severity of
psychopathology and global indices of dementia severity
did not predict decisional capacity, which must be assessed
case by case.

By definition patients with psychiatric illnesses have
symptoms consisting of changes/impairment in the way
they feel, think, and relate to their environment compared
with people of similar background who do not have a
psychiatric illness. Therefore, it may be reasonable to
assume that even experiences or events of daily normal
life may be perceived differently by patients with psychi-
atric illness, making it difficult to evaluate “minimal risk”
and “minor increase over minimal risk” in this population
(Kopelman 2004).

In 1994, the Food and Drug Administration (FDA)
revised the pediatric labeling rule to address the issue of
“orphaning clauses” in prescription drug labeling (e.g.,

Table 2 Examples of ethical issues in child psychiatric research resulting from subject age, psychiatric patienthood, and the combination

Belmont (1979)
ethical principle

General research with children

Psychiatric research with
any age

Child psychiatric research

Respect for person;
autonomy
principle

Beneficence

Justice, equity

Children’s developmentally limited
ability to consent/assent

Developmental aspects of decision-
making; suggestibility

Parents’ rights and natural protective
role

Coercive inducement; child’s view of §
amount

Conflict between need for placebo
control and the right to best proven
treatment

Need for research with children to help
“research orphans”

Children’s vulnerability

Fair reimbursement for research burden
of parents

Questions about cognitive
processing and
suggestibility

Emotional influence on
decision making

Paternalism of caregivers,
guardians, state

Dependence on therapist/
physician

Placebo discontinuation
trials in chronic disorders

Vulnerability of mental
impairment

Informed consent doubly limited: cognitive
immaturity and impaired cognitive processing

Both developmental and emotional impact on
decision making

Parents’ protective role colored by emotional
stress of disturbed child

Coercion from both harassed parent and
reimbursement

Need for placebo to determine effective
treatment when no or poor evidence base

Need for child psychopharmacologic research to
guide ongoing psychopharmacotherapy for
children

Double vulnerability: children and mental
impairment
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“safety and efficacy not established for children™). “The
1998 Pediatric Rule” (National Archives and Records
Administration 1998) was introduced and required premar-
keting testing in children for certain classes of drugs. The
Food and Drug Administration (1997) Modernization Act
provided an incentive to drug companies to conduct studies
in children (a 6-month patent extension). The National
Institutes of Health (1998) issued a policy requiring
inclusion of children in research on treatments for con-
ditions that may affect children. The response to such
multisource federal initiatives has focused increased atten-
tion on the ethical problems of implementation (Twomey
2000).

The Guidelines for the Ethical Conduct of Studies to
Evaluate Drugs in Pediatric Populations (American
Academy of Pediatrics—Committee of Drugs 1995)
define “vulnerable populations” as those who may be at
increased risk for abuse and exploitation such as
handicapped or institutionalized children, those who are
in life-saving emergency care or are dying, and those
with chronic progressive or potentially fatal diseases but
with no mention of psychiatric disorders. Because of the
status as “vulnerable populations™ historically, there was
an increased reluctance to expose children and adoles-
cents to unnecessary risk during research trials, leading
to a scarcity of data on the effectiveness, safety, and
pharmacokinetics of psychoactive agents at this age.
Within the past few decades, although, pediatricians and
others involved in caring for children argued that
children have been “therapeutic orphans” because of the
usage of most drugs in children having to be extrapolated
from adult data. Trying not to keep potentially helpful
treatments away from children and adolescents struggling
with severe psychiatric symptoms, physicians were
treating pediatric patients by prescribing psychotropics
“off label.”

Off-label prescribing of medications is a wide spread
practice (Beck and Azari 1998). Some estimate that up to
60% of all drug prescriptions in the US written over a
l-year period are off label, and a big part of them target
pediatric patients. Because the FDA has no authority to
regulate the practice of medicine, it is up to the physician to
make the decision as to whether to prescribe a medication
off label. When doing so, physicians must balance the
principle of beneficence (that implies the physician’s duty
to use their best professional judgment to treat patients with
the goal to decrease the impairment caused by the illness
and improve the patient’s health and quality of life) with
the principal of nonmaleficence and the regulatory objec-
tive of protecting patients from unsafe or ineffective
treatments. In children, and in preschoolers in particular,
this process is complicated by the lack of efficacy and
safety studies in this age group.

Research with children to meet children’s needs (e.g.,
Gordon et al. 2000; Chesney 2005) became an ethical
imperative based on the principle of justice, which requires
equitable sharing of the burdens and fruits of research. This
is especially true for preschoolers who have been the most
neglected age group for psychopharmacologic research.
Under the principle of justice, the ethical imperative favors
well-planned preschool research in balance with the
beneficence/nonmaleficence principle (Greenhill et al.
2003).

Children and adolescents with psychiatric disorders
pose a double challenge, because of considerations of
both their psychiatric illness and their developmental
level, when assessing their decisional capacity. Both
children and “the mentally disabled” are defined as
“vulnerable populations” because of their developmen-
tal status of dependency and limited judgmental and
decisional capacity, and therefore, they are considered
in need of special protection from abusive treatment
and research practices (National Archives and Records
Administration 1991; Solyom and Moreno 2005). Most
of the more common disorders of younger children
(ADHD, ODD, conduct disorder, anxiety) do not cause
the degree of cognitive impairment (relative to a normal
child’s cognitions) that psychoses do. With a few
exceptions (e.g., autism, mental retardation), the psychi-
atric disorder is usually not as impairing to the younger
child’s decisional capacity as is cognitive immaturity.

However, autonomy and decisional capacity vary by
age and do not undergo a quantum leap at legal majority.
At about age 7 and at puberty, children undergo
qualitative and quantitative improvements in cognitive
capacity, and by age 14, minors show the same risk—
benefit reasoning as adults; 9-year-olds reach the same
conclusions as adults and adolescents but by different
strategies. Based on the principle of respect for autonomy,
most experts recognize that older children and adoles-
cents can participate in the consent process to varying
degrees and should be allowed to do so to protect them
from being subjected to treatment or research procedures
against their will.

Preschoolers present an increased ethical challenge given
that their brains have yet to undergo many critical stages of
brain development (Vitiello 1998, 2003) and present the
possibility of physiological and even anatomical vulnera-
bility, with possible long-term detrimental effects of the
interaction between psychoactive drugs and brain develop-
ment. There is little knowledge on the long-term safety of
psychotropic agents on the developing brain. There have
been almost no pharmacokinetics studies and very few
safety and efficacy studies in preschoolers to determine
appropriate dosage and metabolism of different pharmaco-
logical agents. Because of the rapid pace of developmental
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changes at this age, it is also difficult to predict side-effect
profile and drug response based on known responses in
older children.

Given the significant neurobiological changes that are
part of the maturation process, the brains of preschoolers
represent a different neurological milieu than school-age
children. The recent availability of methods of brain
imaging such as positron emission tomography, magnetic
resonance spectroscopy, and single photon emission com-
puted tomography, together with the development of more
specific ligands for brain neurotransmitter receptors, should
make it possible to further study the unique structural and
functional characteristics of the brain at this stage of
development. More research is needed to better understand
the short- and long-term impact that psychopharmacologi-
cal agents have on the structure and functioning of the brain
in preschoolers.

There is only limited understanding of normal and
abnormal behavior at this age, making it difficult to
diagnose psychiatric illness in preschoolers. In the case
of preschoolers, such developmental phenomena as
normal separation anxiety, negativism, developmental
hyperactivity, and imaginary playmates obfuscate the
usual boundaries of psychopathology at this age. In-
depth knowledge of normal development and careful
and detailed history taking and direct observation by
trained clinicians in various settings are of paramount
importance to the complex process of diagnosing
psychiatric illness at this age. The development of
new, age-appropriate clinical rating scales could further
facilitate the process of diagnosing psychiatric illness
in preschoolers.

Because normal development at this age proceeds at a
rapid pace, it may be more difficult to separate treatment
effectiveness from the process of emotional and behavioral
maturation. In this age group, studies so far have confirmed
the validity of the diagnoses of attention deficit hyperac-
tivity disorder, oppositional defiant disorder, and conduct
disorders (Lahey et al. 1998; Keenan and Wakschlag 1998).
More studies are needed to confirm the validity of other
diagnoses in preschoolers, as the lack of a reliable diagnosis
will, of course, preclude any study regarding that condition
in this population.

The preschool child’s participation in the consent
process is also more problematic because of a very
immature level of autonomy and their normal stage of
egocentric, magical, animistic, alogical, and pre-operational
thinking. Normal preschool cognition does not allow
decentering from details to assess such overall concepts as
risk/benefit ratio, nor does it support the perception of
another’s view and the fact that someone may have a
hidden agenda or priorities other than the child’s. There-
fore, a preschooler is not capable of assent. However, some
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ethicists consider preschoolers capable of dissent. In fact,
some have proposed that subjects incapable of consent
should nevertheless be able to decline research participa-
tion by indicating dissent in any way, verbal or
nonverbal.

All minors should be evaluated as both individuals and
as children of their parents, who have a crucial role in
advocating for their children and arranging for them to
receive treatment or participate in research. The parental
role is even more critical in preschoolers compared with
older children. The parents are assumed to advocate for the
child’s best interests. Unfortunately, some parents may not
be able to carry out this advocacy role fully, either because
of their own limitations or because the child’s symptoms
have stressed them so much. The treating physician or the
investigator and associates must accept increased ethical
responsibility for the child in the treatment of preschoolers
and their involvement in research. This usually is not much
of a problem for studies deemed to provide direct benefit to
the child greater than the risks and discomforts, but for
studies without direct benefit, especially those of more than
minimal risk, additional safeguards must be implemented to
carefully assess parental motivations and assure the child’s
protection.

Consistent with the principle of respect for persons, from
which the autonomy principle flows, respect for the person
of a child or adolescent should include appreciation of
developmental characteristics and needs (one of which is
the right for the parent to take responsibility for the
preschooler). Therefore, children and adolescents warrant
a developmentally sensitive approach to obtaining assent/
dissent and a careful evaluation of the parental capability to
act in the preschooler’s best interest. This may include the
assistance of a consent monitor with clinical background in
child development who could assess parental motivations
and the strength of the positive attachment to the child, with
the objectives to:

1. Honor dissent from children whose decision-making
skills are judged meaningful and whose dissent is not
just a manifestation of the disorder being treated (e.g.,
oppositional-defiant disorder)

2. Have the parent’s consent override the child’s dissent in
research with direct subject benefit at least as great as
the risks and discomforts (judged by Institutional
Review Board [IRB])

3. For studies with less benefit than risk, have child
dissent at the beginning exclude the subject, and dissent
later in the study require approval of an IRB-appointed
neutral clinician to continue

In practice, for studies with obviously greater benefit
than risk, the consent monitor may be an unnecessary
expense.
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Ethical issues in the psychopharmacological treatment
of children and adolescents

Increasing psychoactive drug administration to children and
adolescents and especially preschoolers precipitated a
national concern over such medications being used without
an adequate evidence base to support the practice.

When treating psychiatric disorders in children and
adolescents and especially preschoolers, one has to care-
fully consider the impact of development on the clinical
presentations, response to treatment, and safety risks.

Drug-safety issues

The importance of carefully evaluating drug safety and the
impact of these drugs on the immature, developing brain of
the preschoolers cannot be underestimated. A significant
body of evidence points to an increased risk of administer-
ing psychopharmacological agents to children and adoles-
cents compared to adults. For example, there is evidence
that drug toxicities may be age dependent (see the classic
examples of toxicities induced by early exposure to oxygen,
tetracyclines, aspirin, etc.). Early treatment with Phenobar-
bital may have long-lasting negative effects on cognition.

Safety issues in treatment with stimulants

Animal studies suggest that administration of stimulants
induces a state of sensitization of the brain that may lead to
later substance abuse (Vitiello 2001a,b). Such sensitization
has not been demonstrated in humans, and there is no
published clinical evidence that early treatment with
stimulants predisposes to later substance abuse, but this is
more an absence of evidence than evidence of absence.
Another concern relates to the effects of treatment with
stimulants in children who may be at risk for mania,
depression, or psychotic disorders. Adolescents with these
disorders frequently have a history of attention deficit
hyperactivity disorder treated with stimulants in early
childhood. More research is needed to clarify whether
chronic treatment with stimulants can affect the presenta-
tion of other psychiatric disorders. Stimulant use has also
been linked with slight growth inhibition and a risk of
cardiovascular side effects in patients with underlying
medical issues.

Safety issues in treatment with selective serotonin inhibitors

Recent studies have documented powerful effects of
gestational exposure to selective serotonin inhibitors
(SSRIs) on neonatal behavior and health including a higher
rate of irritability, shivering, agitation, hypotonia, and an
increased risk of persistent pulmonary hypertension of the

newborn (Nulman et al. 1997; Sivojelezova et al. 2005;
Cissoko et al. 2005; Chambers et al. 2006). There is also
some evidence suggesting long-term behavioral changes in
preschoolers exposed in utero to psychotropic medications
(Nulman et al. 2002; Misri et al. 2006).

Animal studies have shown that transient administration
of SSRIs in early life produced abnormal emotional
behaviors in adult animals (Ansorge et al. 2004). Rodents
administered with SSRIs prepubertally develop an in-
creased density of serotonin transporters in the frontal
cortex that persists into adulthood (Wegerer et al. 1999),
and their prepubertal (as opposed to adult) response to
serotonergic probes is dramatically different (Carrey et al.
2002). Although it is difficult to extrapolate such findings
to developing humans, these studies emphasize the great
need for further research.

The developmental psychopharmacology of the SSRIs is
also of interest given the wide concern over possibly SSRI-
induced suicidality in adolescents.

In 2004, the FDA introduced a black-box warning to all
antidepressants including SSRIs to advise about the
increased risk of suicide upon initiation of treatment with
antidepressants in children and adolescents. This was based
on pooled analyses of 24 placebo-controlled studies
involving more than 4,000 pediatric patients (US FDA
2004a,b).

Suicide is the third leading cause of death in
adolescents 15-19 years of age, and fourth leading
cause of death among 10-14 year olds (Anderson
2004). And yet, epidemiological studies show that
although the antidepressant use in pediatric patients has
substantially increased, the overall youth suicide rates
have been declining (Olfson et al. 2003). Between 1990
and 2000 in US, for each 1% increase in antidepressant
use, there was 0.23 decrease in suicides per 100,000
adolescents per year (Kratochvil et al. 2006). Most
postmortem studies in suicide victims, whether adoles-
cents or adults, have found that a very high percentage of
depressed patients at the time of suicide were not taking
antidepressants. Literature from the preantidepressant era
suggests that depressed patients were more likely to
commit suicide as they were coming out of a depressive
episode. Therefore, the evidence at present is inadequate
to establish conclusively an association between the use
of SSRIs and suicide in adolescents, and more research is
needed.

The relationship between SSRI-induced behavioral acti-
vation, agitation, akathisia, and mania induction has not yet
been clarified. Although self-harm is a rather uncommon
phenomenon in preschoolers, the risk of other behavioral
side effects such as activation and hypomania is increased
and may be age-related, with children in the 5-9 age group
having a higher incidence of such adverse events (Martin et
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al. 2004). It is unclear whether activation or hypomania
reflects unmasking of an underlying bipolar disorder or just
an adverse effect on the developing brain. These behavioral
effects are not unique to the treatment of youth with
depression; they were also described in children taking
SSRIs for the treatment of obsessive—compulsive disorder
(March et al. 1998; Riddle et al. 2001).

Safety issues in treatment with antiepileptic drugs

Antiepileptic drugs (AEDs) are commonly prescribed in
pediatric patients to treat juvenile bipolar disorder. Somno-
lence, agitation, sleep disturbances are among the most
common side effects encountered with this medication
group. Phenobarbital by far has the worst side-effect
profile, and yet, it is the most widely prescribed antiepi-
leptic drug in children up to the age of 11 years (Kwan and
Brodie 2001), albeit not for bipolar disorder. Valproate,
which is commonly used for bipolar disorder, has been
associated with the development of polycystic ovary
syndrome in adolescent girls. Weight gain associated with
treatment with certain AEDs may increase the risk of
developing endocrine and metabolic problems that could
lead to life-long severe health problems.

Safety issues in treatment with antipsychotics

The use of antipsychotics in children and adolescents
within the past decade has also increased. Antipsychotics
have been prescribed to treat aggression, agitation, mood
dysregulation, psychosis, self-injury, etc. in this age group,
including preschoolers.

Long-term treatment with antipsychotics carries the risk
of inducing Tardive Dyskinesia, a condition that remains
difficult to treat. Other significant adverse reactions include
extrapyramidal symptoms, akathisia, cognitive and emo-
tional dulling, and irritability. Younger patients are more
susceptible to developing hyperprolactinemia. The most
worrisome side effect for the majority is the weight gain
and possible metabolic syndrome, which may lead to life-
long health problems. (Correll and Carlson 2006). The
FDA issued a black-box warning about the development of
diabetes in patients receiving antipsychotics.

Some studies also suggest that long-term treatment with
antipsychotics may induce sensitization of the dopamine
receptors that could be responsible for the antipsychotic
withdrawal syndrome labeled as “hypersensitivity psycho-
sis” that resolves quickly with the restarting of the
antipsychotic dosage.

Research on drug safety still faces multiple challenges
because of marked differences among trials in the methods
used to elicit, measure, and report adverse reactions
(Deveaugh-Geiss et al. 2006). More standardized methods
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of collecting safety data together with long term studies to
evaluate possible effects that emerge over time or are
caused by early exposure to medication during develop-
ment could greatly facilitate drug-safety research. The
development of a more centralized database of reported
side effects may also help, together with pharmacoepide-
miological studies of existent large naturalistic databases
such as those maintained by the FDA and the health
maintenance organizations. Increasing the emphasis in
animal research on developing animals could also prove
most helpful.

Given all the risks associated with prescribing pharma-
cological agents that can adversely affect the developing
brain, the development of effective nonpharmacological
therapies to treat psychiatric disorders in preschoolers
should be a major public health priority. There is a question
as to whether nonpharmacological treatments should
ethically be tried in preschoolers before initiating psycho-
pharmacological treatment or entering them in a psycho-
pharmacological protocol.

Several studies have already proven the effectiveness of
certain psychosocial approaches based on operant and
social learning theory in the treatment and prevention of
conduct problems (Kazdin and Wassell 2000; Wasserman
and Miller 1998; Shaw et al. 2006). Parent training in
behavior management (ambiguously referred to as parent
management training) has also resulted in significant
reductions in oppositional defiant behaviors and conduct
problems (Bor et al. 2002; Reid et al. 2004; Streyhorn and
Weidman 1989; Webster-Stratton et al. 2004).

Cognitive-behavioral therapy has successfully been
employed in the treatment of OCD symptoms and depres-
sion in young patients; relaxation training has been helpful
in managing anxiety symptoms and sleep difficulties.

Unfortunately, oftentimes, access to nonpharmacolog-
ical treatments is limited; the cost could be prohibitive
(although not necessarily a lot more expensive than
psychopharmacology, nonpharmacologic treatments are
often not as well covered by insurance) and/or the
families may have difficulties following through with the
recommendations.

There are still very few studies of psychotherapeutic
interventions in preschoolers. Recently, the National Insti-
tute of Mental Health (NIMH) Multisite Preschool ADHD
Treatment Study (Kollins and Greenhill 2006) included a
trial of parent training in behavior management and then
reevaluation before entering the pharmacology trial. Such a
strategy insures that no child is exposed to the research
drug risk without a chance to respond to a different
intervention. This is appropriate for preschoolers because
parent training is likely more effective at this age than with
older children (the parent has greater control over the child
and reinforcements, and the preschooler is still more
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attached to parents than to peers) and because the
preschooler is more developmentally plastic and not as
stably entrenched in pathology at this age. More research
on parental and behavioral interventions in this age group is
much needed.

Based on the principle of autonomy, physicians have a duty
to educate pediatric patients and their guardians about side
effects and other risks of treatment options or nontreatment to
assist parents in an informed treatment decision, obtain
consent from the children’s parents, and cultivate the child’s
assent to undergo a thorough evaluation that will result in
treatment recommendations. An ethical question is whether
physicians should inform about the off-label status of the
prescribed medications, given that off-label status does mean
that the use lacks some of the safety and efficacy data
available with an approved use. In the case of preschoolers,
there are very few FDA-approved psychopharmacological
treatments and the off-label use is more of the norm, making
research in this area a major priority.

Based on the principle of nonmaleficence, practitioners
dealing with a child’s refusal to cooperate have to weigh
the child’s ability to understand the process with the child’s
right to not have to be the subject of the evaluation against
his/her will versus the potential benefits of the evaluation
and future treatment and the parents’ ethical and legal right
to override a child’s dissent.

Eliciting the youngster’s cooperation and assent becomes
very important when treating adolescents older than 14 who
show the same risk—benefit reasoning as adults and who can
find ways to be noncompliant if they do not agree with the
treatment plan. When recommending treatment intervention,
practitioners have to balance the potential benefits with
potential adverse reactions/adverse outcomes (nonmalefi-
cence) and discuss these aspects with both the parent and
the child/adolescent to obtain informed consent and prefera-
bly assent from both (autonomy/justice). In doing so, they
have to put first the needs of the child and ensure the best
outcome by continuously balancing conflicting principles,
professional knowledge, and legal framework. Sometimes
parents’ natural right to advocate for their children conflicts
with the requirement to respect children’s right to decline
participation in research (principle of autonomy). Should a
negativistic toddler’s reflex “No” override the parents’
judgment about what is best for the child?

Practitioners treating children also have to coordinate the
care with other caregivers involved in the children’s life,
and in doing so, they have to always be aware of the
different degrees of involvement and legal authority these
caregivers have in making health-related decisions. They
have to protect confidentiality (the principle of autonomy)
and make sure that other decision makers protect the child’s
rights and put the child’s interests first. When clinicians
treating children have concerns that adults involved in

decision making do not put the child’s interest first (neglect
or abuse), they are mandated to report their concerns to the
appropriate agencies (beneficence/nonmaleficence; justice).

Above all, physicians have to respect the principle of
justice in making sure they provide fair care to all patients,
care based on their best judgment and care that meets
professional standards. Based on the same principle of
justice, physicians have to educate patients about treatment
alternatives, and based on the principle of beneficence/
nonmaleficence, they have to present the potential benefits
and adverse outcomes of the decisions patients and their
parents ultimately make when they accept or decline
(autonomy) the physician’s recommendations.

The recent warnings on the increased risk of suicide during
antidepressant treatment in adolescents and increased risk of
cardiac adverse reactions and even sudden death with
psychostimulant use have complicated the ethical dilemmas
around prescribing psychotropics in children and adolescents.
In the case of adverse events that are rare or only suspected, not
causally proven, the prescriber has to balance the risk of
unduly alarming the family (nonmaleficence) against the need
to provide full information. In research, of course, there is no
choice but to disclose all known risks and warn that there may
be unknown risks. This is best done in a calm, dispassionate
manner, putting risks in context and perspective and ending
with the assurance that the family should call the physician any
time if anything unusual happens that they are not sure about.

Ethical issues in pediatric psychiatric research

Within the past two decades, various agencies have worked
together to develop ethical and legal guidelines for
psychopharmacological research in children (e.g., NIMH
2000a,b; March et al. 2004: AACAP 2002 Research
Forum; etc.). Based on the principle of justice, children
and adolescents have the right to treatment based on
accurate, age-appropriate data that can only be obtained
by undergoing sound psychopharmacological research
trials. It is well agreed that there is a great need for more
psychopharmacological research in preschoolers particular-
ly (Minde 1998; Jensen 1998; Report of the Surgeon
General’s Conference on Children’s Mental Health 2000;
Vitiello 2001a,b).

The assessment of risk Based on the principle of non-
maleficence, this need has to be balanced with the children’s
right for protection from research risks. One way of
accomplishing this goal is by first determining whether the
proposed research has prospect of direct benefit to the
participant. “Direct benefit” assumes that only children with
psychiatric disorders will be included in treatment trials with
the expectation that the health of the child will improve as a
direct consequence of participation. Research protocols
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should be tailored to specific pathologies and the unique
vulnerabilities of the study populations. The involvement of
healthy volunteers should be avoided. Trials for toxicity and
pharmacokinetics should be carried out on patients who may
directly benefit from participating in the study. The risk/
benefit ratio must be in the child’s favor.

The Federal Regulation 45CFR46 sections 404-7
describe four risk categories in children that potentially
justifies research (Shah et al. 2004):

(1) Research that involves no greater than minimal risk to
children

(2) Research that involves greater than minimal risk, but
the risk is justified by the anticipated benefit to the
participant, and the relation of the anticipated benefits
to the risk is at least as favorable as that presented by
alternative approaches

(3) Research that involves greater than minimal risk and
no prospect of direct benefit to research participants,
but the risk represents only a “minor increase over
minimal risk;” or the research involves experience
reasonably commensurate with those inherent in the
child’s medical, dental, psychological, social, or
educational situation; or the research is likely to yield
generalizable and vitally important knowledge about
the child’s disorder or condition

(4) Research that is not otherwise approvable, but that is
determined by the IRB and a panel of experts as an
important opportunity to understand, prevent, or
alleviate a serious problem affecting children’s health
or welfare and will be conducted in accordance with
sound ethical principles

The interpretation of “minimal risk” and “minor in-
crease” in the minimal risk: patients with psychiatric
disorders may experience daily life events differently
because of the nature of the impairment caused by the
symptoms of their disorders. One way of improving the
risk/benefit ratio may be by carefully monitoring and
identifying children whose condition deteriorates during
their participation in the study and the provision for “rescue
procedures” to promptly address their worsening symptoms
(Vitiello 2003). Specially qualified (and possibly certified)
investigators should evaluate high-risk protocols (such as
hypothetical preventive treatments, challenges to provoke
symptoms, invasive studies, etc.).

The use of placebo-controlled trials Placebo controls in
treatment studies have come under fire at times on the basis
that they deprive the subjects of effective treatment. The
principle that research subjects should receive “the best
proven diagnostic and therapeutic method” was articulated
in the Declaration of Helsinki (World Medical Association
1964) and subsumed under the Belmont principle of
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beneficence (National Commission for the Protection of
Human Subjects of Biomedical and Behavioral Research
1979). This principle developed in response to such
situations as leaving patients untreated or withdrawing
effective treatment to study the natural progression of a
disease (e.g., the notorious Tuskegee study, in which
syphilitic patients were left untreated even after discovery
of penicillin). It has received increased attention partly
because of notorious relapses in a study of withdrawal of
antipsychotic drug from stabilized, effectively treated
schizophrenic patients (Lehrman and Sharav 1997). World
Medical Association (WMA 2000) General Assembly
revised the 1964 Declaration of Helsinki and in “paragraph
29” it states that “the benefits, risks, burdens, and
effectiveness of a new method (of treatment) should be
tested against those of the best current prophylactic,
diagnostic, and therapeutic methods. This does not exclude
the use of placebo, or no treatment, in studies where no
proven prophylactic, diagnostic, or therapeutic method
exists.” In October 2001, the WMA further clarified its
position by affirming that “extreme care must be taken in
making use of a placebo controlled trial and that in general
this methodology should only be used in the absence of
existing proven therapy. However, a placebo-controlled trial
may be ethically acceptable, even if proven therapy exists,
under certain circumstances: a) where for compelling and
scientifically sound methodological reasons its use is
necessary to determine the efficacy or safety of a
prophylactic, diagnostic, or therapeutic method, or b) where
a prophylactic, diagnostic or therapeutic method is being
investigated for a minor condition and the patients who
receive placebo will not be subject to any additional risk of
serious or irreversible harm” (World Medical Association
2001). The US FDA did not endorse the Paragraph 29 of
the 2000 revision (FDA 2001) although, overall, the FDA
regulations pledge to abide by the Helsinki Declaration.
Placebo-controlled studies are, in fact, required by the FDA
in the process of drug approval.

The criticism of placebo is based on the assumption that
there is an evidence-based effective treatment that is
already established, and the argument is that a new
treatment should be compared to the established standard
treatment, not a placebo. However, in the case of children,
few psychiatric disorders have well established, evidence-
based treatments (notable exceptions are attention deficit/
hyperactivity disorder and obsessive—compulsive disor-
der), and in preschoolers, the evidence base is even more
limited.

Therefore, the ethical objection to placebo control should
not apply to preschool research and only sparingly to older
children, unless one argues that common usage establishes
a treatment as accepted even in the absence of evidence for
safety and efficacy. Such an argument would appear
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ethically counterproductive, condemning children to un-
known risks of “accepted” treatment of unknown efficacy.
Placebo is needed to determine whether the commonly used
psychoactive drugs are truly benefiting the children or
merely subjecting them to useless risk for a placebo effect,
and this is especially so for preschoolers. Some have made
the argument that even for disorders with well-documented
effective treatment the use of a placebo arm in a study of a
new drug is more ethical by exposing fewer subjects to the
unknown risks of the new drug (Young and Annable 1997).
Without placebo, more subjects would have to be tried on
the new drug in comparison to the old to demonstrate
effect, and the principle of minimizing risk would seem to
require the more efficient placebo-controlled study. Strin-
gent application of the no-placebo argument would prevent
much therapeutic research on such problems as allergy,
headaches, and hypertension and would favor settling for
the minimally effective treatment in most disorders. It
seems more reasonable to judge each protocol on its
individual merits, considering the severity of the disorder,
the risks of delaying treatment, the adequacy and risks of
the current accepted treatment, and the fact that placebo
effect is often substantial.

The AACAP 2002 Research Forum on placebo and
alternatives to placebo concluded that the use of a placebo
arm in a pediatric psychopharmacological study can be
justified under certain conditions when there is negligible
risk associated with placebo: (a) when there is no widely
accepted standard-of-care treatment, and the study can
identify a true treatment effect; (b) to differentiate a true
tie from lack of effect when two or more active treatments
fail to separate; (c) when, although a drug standard of care
exists, the inclusion of a placebo arm will answer an
important question; (d) when a proven treatment carries
with it significant risks, and the study examines the safety
and efficacy of a new treatment that offers a more
favorable safety profile. The Research Forum also
delineated situations in which a placebo is justifiable
despite minimal or more than minimal risk: (a) when the
risk of placebo is appreciably lower than that of standard
treatment; (b) to elucidate the efficacy of effective
treatment when there is a documented large placebo
effect; (c) to help identify placebo responders during a
placebo “run in” and further enroll only those who do not
respond to placebo in the active treatment/further placebo
phases; (d) when the study aim is to identify a more
effective treatment with better side-effect profile than the
existent standard of care; (e¢) when the study is aimed to
identify improved treatments with higher probability of
compliance and therefore efficacy; (f) to determine long-
term efficacy of a treatment when only short-term
efficacy is proven, and the delay of treatment does not
result in adverse consequences; (g) when comparison

with standard-of-care treatment is impractical; (h) when
the aim of the study is to identify more cost-effective
treatments when the cost of standard-of-care treatment is
prohibitive; (i) when the risk is deemed minimal, and the
study duration is short even when there is a standard-of-
care treatment.

A placebo arm is deemed inappropriate when withhold-
ing a proven effective treatment increases the risk of more
than minor harmful consequences or when withholding
effective treatment causes irreversible damage.

The need for informed consent/assent is affected by
children’s level of understanding, both having to do with
the principle of respect for persons and their autonomy. In
this regard, one question is how much the parent should be
allowed to influence the child’s assent decision. The
investigator administering informed consent should allow
the parent to give advice, give permission, or reassure the
child while closely monitoring for any parental attempts at
exerting pressure or bribing, at which time the investigator
has to intervene and make sure that both the child and
parent agree voluntarily. Based on the principle of respect
for autonomy, the investigator has to consider carefully the
child’s dissent even in the case of preschoolers. Based on
the principle of beneficence, the investigator has to make
sure that the study participants do not unwittingly deprive
themselves of the opportunity for a new treatment through
misunderstanding (Wadman 1998).

Reimbursement The ethical requirement (of Justice) to ease
the research burden on families who cooperate with
research conflicts to some extent with the Autonomy
requirement for freedom from coercion. Justice requires
family reimbursement for time, inconvenience, and expense
but Autonomy requires that such reimbursement not be so
attractive as to constitute “coercive inducement.” There are
few guidelines or federal regulations for IRBs to follow to
evaluate reimbursement proposals (Grady 2005). One of the
quandaries is that what would be fair and noncoercive
reimbursement for a middle-class family, where a parent
must take time off from work for research appointments (or
go to the extra expense of a restaurant meal because there
was not time to cook), might be overly attractive induce-
ment to a welfare family. On the other hand, it does not
seem fair to pay the welfare family less.

Justice also suggests that the child should have some
direct recompense for nuisance and discomfort, but this is a
rather controversial issue as some ethicists argue that the
child should have no recompense at all to guard against
undue influence. Most experts and IRBs agree that some
small amount for the child, usually in the form of a small
prize, is appropriate. Another challenge in pediatric
research trials encompassing a wide age range is that
younger children are more influenced by a small amount of
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money than are older adolescents, but older adolescents
may, like parents, deserve some reimbursement for lost
time. It appears that child recompense should be graduated
by age to some reasonable degree.

A further complication for very young children is that at
the more suggestible younger extremes, where consent
capacity is in most question, a child may be psychologically
coerced by a parent who covets an attractive research
reimbursement (Arnold et al. 1999), constituting indirect
coercive inducement. The ultimate risk for this indirect
inducement may occur with preschool children. On the
other hand, it would seem we do not need to worry about
direct coercive inducement of preschoolers themselves,
who are incapable of assent, making direct inducement
(by the payment offered) irrelevant.

One kind of subject/family compensation that would pose
no risk of coercive inducement and seems consistent with all
three Belmont principles would be insurance against any harm
that results from the research. Such insurance appears so apt
that it is difficult to understand why it has not become
standard procedure, especially for children, where unknown
long-term sequelae are most possible.

Other nonpharmacological screening-phase treatments In
a review focused on ADHD treatment (Arnold 2002),
several “alternative” or “complementary” treatments were
noted to have convincing evidence of efficacy or controlled
pilot data that looked promising for very young children,
including: elimination or oligoantigenic diets had eight
placebo-controlled trials showing behavioral benefit for a
small subgroup; importantly, the most likely responders
appeared to be preschoolers; massage has controlled studies
showing favorable effect on hyperactivity, on-task behavior,
and anxiety (Arold 2002); vestibular rotary stimulation has
controlled pilot data showing a moderate behavioral effect,
most noted in the younger subjects.

These alternative treatments could serve as a placebo
washout (possibly coupled with a single-blind placebo pill),
refining the sample by preemptively purging it of placebo
responders as well as responders to the alternative treatment
and thereby improving both the science and ethics. At best,
such screening trials could also efficiently generate pub-
lishable open pilot data for the alternative treatment while
insuring that no preschooler is unnecessarily exposed to the
study drug.

Conclusion
Further research is needed in child psychopharmacology,

especially in the preschooler group, to develop effective
and safe treatments. Some nonpharmacological treatments
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are also effective and have to be studied separately or in
combination with psychopharmacological interventions.
Issues specific to the preschooler complicate the develop-
ment of ethical guidelines for the treatment of psychiatric
disorders and psychopharmacological research in this age
group. The ethical principles of respect for autonomy,
justice, beneficence, and nonmaleficence that already guide
human research can also be applied to the treatment of
pediatric psychiatric disorders.
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