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Abstract

Background: Psychiatric treatment for children and adolescents with clinically significant aggression is common and often
involves the use of antipsychotic medications. Increasingly, pediatricians are initiating or managing such treatments despite
limited evidence on optimal diagnostic, psychosocial, and medication approaches for pediatric aggression.

Aims: The objective of this study was to gather clinicians’ and researchers’ expertise concerning the treatment of maladaptive
aggression, using expert consensus survey methods to aid the development of guidelines for pediatricians and psychiatrists on
the outpatient treatment of maladaptive aggression in youth (T-MAY).

Methods: Forty-six experts (psychiatrists, pediatricians, and researchers) with >10 years of clinical and/or research expe-
rience in the treatment of pediatric aggression completed a 27-item survey (>400 treatment alternatives) about optimal
diagnostic, psychosocial, and medication treatments. Data were analyzed using descriptive statistics and confidence intervals.
Results: Expert consensus methodology clearly differentiated optimal versus nonoptimal treatment strategies for mala-
daptive aggression. In contrast to current practice trends, results indicated that experts support the use of psychosocial
interventions and parent education and training before the use of medication for maladaptive aggression at every stage of
medication treatment, from diagnosis to maintenance to medication discontinuation.

Conclusion: Overall findings indicate that evidence-informed strategies for outpatient treatment of pediatric maladaptive
aggression, guided by systematically derived expert opinions, are attainable. In light of the gap between the research literature
and clinical practice, expert consensus opinion supports specific practices for optimal outpatient management in children and
adolescents with severe and persistent behavioral difficulties.

Introduction disruptive behavior problems, the development of treatment
guidelines for pediatric aggression in primary care and psychiatry
outpatient settings has been largely neglected.

Although several reviews have examined the role of antipsy-
chotics in the treatment of inpatient aggression and related co-

morbid conditions (Schur et al. 2003; Pappadopulos 2006; Findling

PSYCHOTROPIC MEDICATIONS, especially second-generation
antipsychotics (SGAs), are often prescribed to children and
adolescents with clinically significant aggression and other co-
morbid psychiatric conditions (Pappadopulos et al. 2003; Schur

et al. 2003; Patel et al. 2005b; RUPP Autism Network 2005; Jensen
et al. 2007a; Olfson et al. 2010). Epidemiologic data suggest that
nearly one third or greater of antipsychotic prescriptions are asso-
ciated with visits to nonmental health providers such as pediatri-
cians and nurse practitioners (Cooper et al. 2004). Although
pediatricians are often the first to identify and possibly treat

et al. 2008), significant gaps exist in the availability of published
randomized, controlled evidence regarding the efficacy, safety, and
long-term use of SGAs in pediatric outpatient populations (Findling
et al. 2004; Reyes et al. 2006; Findling et al. 2009; Patel et al. 2005a;
Ratzoni et al. 2002), which would provide data applicable to primary
care and outpatient psychiatry treatment providers. The lack of
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consensus on ‘‘best practice’” approaches in the identification, as-
sessment, and management of clinically significant pediatric ag-
gression may be at the source of high treatment variability—
including inappropriate or overprescribing—that may lead to poor
outcomes often seen in this population (Jensen et al. 2007b).

In an effort to fill the gaps in the existing literature in terms of
accurate assessment, psychosocial interventions, and short- and
long-term psychopharmacology, the present study employs a sys-
tematic survey used for gathering of expert consensus opinion to
provide an effective, data-informed way to identify practices
thought to achieve the best outcomes for children and adolescents
with clinically significant aggression with a specific focus on the
types of cases that could be effectively managed in primary care
and psychiatric outpatient settings.

The results of the expert consensus survey reported here were
used to inform the development of treatment recommendations for
monitoring and managing clinically significant aggression in pe-
diatric primary care and outpatient psychiatry settings (see the
Treatment of Maladaptive Aggression in Youth [T-MAY] articles;
Pediatrics, in press). These survey data were systematically gath-
ered prior to the consensus conference, as a part of an initiative of
the Rutgers Center for Education and Research on Mental Health
Therapeutics (CERTs-Mental Health). The survey was believed to
be an essential step in guideline development, because members of
the T-MAY Steering Committee (SC) recognized that the extant
clinical trials literature was sparse and that, in many areas, data
concerning optimal medication practices might not be available for
many years, if ever. In an effort to consider the risk—benefit ratios of
various current clinical practices, SC members (see Appendix)
concluded that the final T-MAY consensus recommendations
should not remain silent about critical clinical management issues
where children’s safety and health might be at stake. As a result, the
questions developed for the survey were intended to address the
apparent wide variation in practices among outpatient prescribers
as to what constitutes appropriate prescribing behaviors, focusing
particularly in areas where no or insufficient controlled clinical trial
data were available.

The resulting survey posed many important clinical questions to
survey respondents (who later were conference attendees), to effi-
ciently consolidate expert opinion on common clinical challenges
that are not directly answered in clinical trials or the existing lit-
erature. Thus, the ultimate goal of the survey was to generate data
that might identify outpatient prescribers’ optimal decision-making
processes, by examining a range of management options that might
be suggested in an expert consultation and in reviewing the range of
options, to offer clinicians much needed practical guidance on the
specific steps for optimal assessment and management of pediatric
aggression.

Methods
Study procedures
Phase 1. We conducted interviews with members of the SC,

consisting of an expert panel of clinicians and policy makers in-
cluding child and adolescent psychiatrists, pediatricians, psychol-
ogists, and mental health service administrators in the public and
private sectors in the states of New York, California, and Texas (see
Appendix). Participants were asked to generate key concerns and
decision points related to the effective assessment, treatment, and
monitoring of aggression in school-age pediatric outpatient popu-
lations (~6-18 years). Responses were used to draft the survey
questions and responses.
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Phase 2. Using PsycINFO and Medline, we conducted se-
lective literature reviews of the child and adolescent literature on
the treatment of aggression, including controlled trials, open-label
studies, and case reports across psychosocial and medication
treatment (T-MAY CERTs Guidelines for Primary Care and
Mental Health Providers, I and II, Knapp et al., in press; Scotto
Rosato et al., in revision). Additionally, published articles on the
treatment challenges of aggressive youth and their families were
also examined to elaborate on policy and service-related issues.
These findings also informed the development of the consensus
survey.

Phase 3: Survey construction. Drawing upon the infor-
mation from the first two phases, the SC constructed a consensus
survey. The survey was organized to correspond to the different
phases of clinical treatment in primary care and psychiatric
outpatient settings. These included assessment and diagnosis,
psychosocial interventions, medication initiation and treatment
management. The survey had 27 items with over 400 treatment
options (adapted from Pappadopulos et al. 2003). Survey
questions presented clinicians with vignettes depicting various
assessment situations and treatment challenges commonly en-
countered in the treatment of youth with clinically significant
aggression.

Phase 4: Survey tool completion. Forty-six of 55 (83.6%)
research and clinical experts (i.e., psychiatrists, pediatricians, and
psychologists) with significant experience in treating psychiatric
disorders in children and adolescents completed the mailed survey
on optimal assessment, treatment, and management of clinical
aggression in children and adolescent. Data collection was com-
pleted in 2007.

Phase 5: Consensus recommendations develop-
ment. Subjects then participated in a 2-day consensus conference
on the development of expert consensus treatment guidelines on the
treatment of outpatient pediatric aggression. The survey results
were presented at this meeting to generate discussion and formulate
an initial draft of the treatment guidelines. Information derived
from the survey, consensus conference discussions, and subsequent
meetings were incorporated into the final T-MAY recommenda-
tions (Knapp et al. and Scotto Rosato et al., in press).

Respondents

The forty-six experts (72% male and 85% MDs) completed the
consensus survey on outpatient management of aggressive behav-
ior. The majority of these subjects (94%) participated in the follow-
up expert consensus conference that took place in 2007 in Dallas,
Texas. Thirty-eight of the 46 had prescribing privileges at the time
of the survey, and 8 of these individuals also participated in the
development of the survey.

Data analysis

On the expert consensus survey, experts rated possible treat-
ment alternatives on a 9-point Likert scale (Brook et al. 1986;
Khan et al. 1997) that contained the following anchor points and
descriptors: 9 =extremely appropriate: this is your first strategy of
choice, or standard of practice; 7-8 =usually appropriate: a first-
line strategy you would often use; 4—6 =equivocal: a second-line
strategy you would sometimes use (e.g., depending upon patient/
family preference, or if a first-line strategy is ineffective,
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unavailable, or unsuitable); 2—3 = usually inappropriate: a strategy
you would rarely use; 1 =extremely inappropriate: a strategy you
would never use; DK=don’t know: use only for items you cannot
score because of insufficient knowledge. Survey data were first
analyzed by calculating the mean (X), standard deviation (SD),
and confidence interval (CI) for each item. The Cl is a statistically
calculated range, which indicates a 95% chance that the mean
score would fall within that range if the survey were repeated with
a similar group of experts. Graphically, the CI is displayed as
horizontal bars within a particular rating category. We designated
a rating of first, second, or third line for each treatment, based on
the category into which the 95% CI of its mean score fell. First-
line strategies were those for which the mean response was at or
above 6.5 when survey responses were statistically aggregated,
indicating that experts felt these strategies were appropriate as the
initial treatment for a given situation. A “‘strategy of choice,”
“standard of practice,” or ‘‘treatment of choice” (TOC) is an
especially strong first-line recommendation that is rated *‘9°” by at
least half of the survey participants. The mean response and CI for
second-line strategies fell between 3.5 and 6.49, indicating po-
tential choices for patients who fail to tolerate or respond to first-
line strategies. They may also be selected as an initial treatment if
first-line options are unsuitable for a particular patient. Third-line
strategies (CI below 3.5) are typically inappropriate, even con-
traindicated, or used only when more favorable options have been
ineffective.
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Results
Survey

Here, we report the findings for critical issues in the areas of
assessment/diagnosis, family engagement and early treatment, psy-
chosocial treatment, and pharmacological management for school-
age children aged 6-18 years. For each of these four areas, we
present one to two of the questions and all response options for each
question in a figure format, the same format in which all findings
were reviewed by attendees at the Phase 5 consensus conference,
described earlier. Other key findings from these four areas are
summarized later in text format. (In view of space limitations, figures
and survey results for all 27 questions are available from the corre-
sponding author upon request.) Please note that each of the 27 survey
questions required multiple response options, of which none was
mutually exclusive. Thus, for any question, respondents might in-
dicate that multiple approaches were strategies of choice, or inap-
propriate, etc. Therefore, any conclusions about preferences for
particular approaches must be considered in the context of all other
response options for the particular stem question.

Initial assessment and diagnosis

Necessary assessments. In the area of assessment and
diagnoses, Figure 1 illustrates the expert ratings on a compre-
hensive list of clinical procedures that could be used during the

Treatment Options P23 43 789 Ist ~ 2nd - 3rd
X sd_| TOC* Line N
Screening for ADHD H 87| 07| 761 | 100.0 46
Screening for ODD/CD e 8.6 1.3 | 783 97.8 22 46
Interview with child/adolescent A 8.5 0.8 | 58.7 97.8 | 22 46
Screening for substance abuse Fe 8.4 0.8 | 56.5 100.0 46
Screening for anxiety/depression g 8.3 1.0 | 60.9 935 | 6.5 46
Screening for functional impairments Fe 8.3 09 | 56.5 | 100.0 46
Screening for bipolar disorder g 8.2 1.0 | 544 95.7 | 4.3 46
Interview with family/caregiver ng 8.2 1.0 | 522 935 | 6.5 46
Screening for academic problems/LD ng! 8.2 1.1 54.4 93.5 6.5 46
Unstructured psychiatric dx interview —o— 8.0 1.7 | 56.5 84.4 | 13.3 2.2 45
Parent psychosocial behavior checklist o 7.8 14| 35.6 84.4 | 133 | 22 46
School performance assessment o 7.7 14| 39.1 78.3 | 21.7 46
Youth psychosocial behavior checklist o 7.6 13| 273 81.8 | 159 | 23 46
Medical history and physical examination e 7.6 1.7 | 478 804 | 174 | 22 46
Obtain previous treatment records o 7.5 1.3 | 31.1 79.5 | 20.5 45
Consult w/child's other health providers —e— 7.2 1.8 | 39.1 69.6 | 283 | 22 46
Aggression rating scales e 6.5 1.7 | 13.0 533 | 422 | 44 45
Structured psychiatric diagnostic interview —e—i 5.5 1.9 6.8 32.6 | 51.2 | 16.3 44
Reliance on youth/parent complaint Ho— 3.8 1.9 0.0 8.7 | 435 | 47.8 46

ODD - Oppositional Defiant Disorder, CD — Conduct Disorder, LD — Learning Disability

*TOC — Treatment of choice, rated a 9 by at least 50% of participant. Bolded items depict TOC. sd = Standard deviation. ADHD = Attention/deficit Hyperactivity Disorder,

FIG. 1.
emotional-behavioral problems.

Appropriateness of each method as part of a general evaluation for a child/adolescent with aggression accompanied by other
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initial evaluation of a child with clinically significant maladaptive
aggression. Experts strongly endorsed several methods as part of a
general evaluation for a child/adolescent who presents with ag-
gression accompanied by other emotional-behavioral problems,
including screening for attention-deficit/hyperactivity disorder
(ADHD), oppositional defiant disorder (ODD)/conduct disorder,
substance abuse, learning disability, depression, and bipolar dis-
order, all TOC (i.e., selected as a ““9”” by >50% of respondents).
As seen in Figure 1, multiple other areas were considered “‘first-
line” strategies, whereas use of a structured diagnostic interview
was a second-line option and sole reliance on either parent or
youth complaints was generally considered inappropriate
(x=3.9).

Other items that are not usually collected in the clinical evaluation
but considered a first-line option by survey responders included the
evaluation of parental and child treatment preferences and readiness
and parenting skill (i.e., especially the use of harsh and inconsistent
punishment and adequacy of child supervision and monitoring)
(X range: 8.3 — 8.8). Also important was the consideration of parental
burden (x =7.8, SD 1.3) and psychopathology (X=7.8, SD 1.3) as well
as the child’s quality of life (x=7.8, SD 1.2).

Use of rating scales. When respondents were given the op-
tion of endorsing specific standardized rating scales for the purpose
of evaluating and monitoring maladaptive aggression, none of the
specific measures was endorsed as a strategy of choice. Except for
the clinician-completed Overt Aggression Scale (X=7.3, SD 1.5),
all measures considered for use as a first-line approach were more
general rating scales such the Connors Teacher and Parent Rating
Scale (x=7.6, SD 1.4), Child Behavior Checklist (x=7.4, SD 1.4),
and the Clinical Global Impressions Scale (X="7.0, SD 1.8). Finally,
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knowledge about specific scales was quite variable, with many
respondents either adding scales to the question or noting that they
had never heard of some of the scales.

Family engagement

Engaging the family in assessment and treatment plan-
ning. As seen in Figure 2, given the query of how best to enhance
parental and child/adolescent engagement in the treatment process,
experts endorsed multiple strategies of choice, including telling
parents they play a significant role in treatment, helping parents set
realistic treatment expectations, discussing family attitudes and
beliefs about medication and therapy, considering parent/family
preferences, and discussing treatment obstacles. First-line practices
related to confidentiality and providing written materials, whereas
having parents sign consent before each change to the treatment
regimen was the lowest-rated item in the group.

Psychosocial interventions

Optimal psychosocial interventions. Despite an exhaustive
list of possible psychosocial interventions for the treatment of
maladaptive aggression, only two items received a strategy of
choice rating: behavior therapy and patient/family education (Fig.
3). Some first-line approaches focused on managing the environ-
ment, consulting with teachers, and multisystemic therapy. Second-
line approaches included individual modalities such as cognitive
behavior therapy, supportive therapy, as well as group approaches
such as social skills training and anger management. Art therapy
and play therapy were seen as third-line choices, and proceeding
with treatment without therapy was rated as a nonviable alternative
(e.g., CI below 3.5).

. 123 45 789 st 2nd 3rd
Treatment Options )

X sd_| ToC* Line N
Tell parents they play significant role in - 3.6 0.7 727 977 23 a4
treatment
Help parents make realistic expectations of - 8.6 0.7 70.4 977 23 44
treatment
Ask caregiver al‘)out attitudes/beliefs of i 8.5 07 682 | 100.0 a4
meds/psychosocial treatment
Help chl!d/adolescent make realistic et 8.5 07 614 977 23 44
expectations of treatment
Consider parent preferences about 33 03 45| 977| 23 44
treatment
Discuss parents' concerns about causes of
child's difficulties — 8.3 1.2 614 | 932 | 45| 23| 44
Discuss obstacles to treatment such as . 32 10 s46| 955 45 44
money, etc.
Allow time to discuss parents other concerns i 8.2 1.1 546 | 909 | 9.1 44
Consider youth preferences about treatment i 8.2 0.8 409 | 955 | 45 44
A.eressiparent s feelings about child's . 8.1 1.0 55| 932 63 44
difficulties
Discuss confidentiality with child/parent L I 7.7 1.7 474 789 | 158 | 53| 19
PrOV{(i'e written ma}terl.als about child's — 75 16 296 750 | 205 45| aa
condition and medications
Ask about feelings of guilt or caregiver burden - 7.4 1.3 227 | 773|227 44
Parents sign c.onsents for each change in 56 26 33| 38113571262 | 42
treatment regimen
*TOC — Treatment of choice, rated a 9 by at least 50% of participant. Bolded items depict TOC. sd = Standard deviation

FIG. 2. Appropriateness of each method for enhancing parental and child/adolescent engagement in the treatment process.
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Treatment Options 1 2 3 4 56 7 8 9 Ist  2nd 3rd |
X sd__TOC* Line N
Behavior therapy o 8.3 1.0 544 935 | 65 46
Patient and/or family education o 8.2 1.1 50| 97.8 | 2.2 45
Parent management training o 8.0 1.1 37| 88.9 [ 11.1 45
Managing the environment o 7.8 1.1 32.6 | 86.0 | 14.0 43
Consultation with teachers [ 7.6 1.0 239 | 889 | 11.1 45
Family support and advocacy o 7.4 1.3 26.1 | 76.1 | 23.9 46
Multi-systemic therapy —e—] 7.2 1.7 244 674 302 | 23| 43
Cognitive behavior therapy (CBT) —— 6.7 1.6 152 ] 62.2 | 333 | 44| 45
Social skills training o 6.7 | vl4 6.7 60.0 | 37.8 | 22| 45
Anger management group e 6.3 1.9 152 51.1 [40.0 | 89 | 45
Individual counseling i 6.1 1.9 6.7 | 47.7 1409 | 114 | 45
Supportive counseling —— 5.8 1.9 4.4 | 435|435 | 13.0 | 46
Involve juvenile justice agencies —e—| 5.7 1.9 6.5 | 32.6 | 558 | 11.6 | 43
Group counseling —e—i 5.5 2.0 23| 372419209 | 43
Peer support, self-help group ——] 5.4 1.8 2.2 | 31.0 | 50.0 | 19.0 | 42
Interpersonal psychotherapy —eo— 4.8 2.0 0 200 575|225 | 40
Art therapy —o—1 4.0 2.0 6.5 | 11.1 | 37.8 | 51.1 | 45
Play therapy —e—| 3.4 2.1 0] 114|318 |56.8 | 44
Therapy usually not needed —o—] 1.8 1.5 0 26| 26949 | 39
*TOC — Treatment of choice, rated a 9 by at least 50% of participant. Bolded items depict TOC.  sd = Standard deviation

FIG. 3. Rating of how appropriate and essential these psychosocial treatments are for youth with maladaptive aggression.

Pharmacotherapy

Initiation of antipsychotic treatment. Several items were
scored as TOC indications for the initiation of antipsychotic
medication treatment after unsuccessful behavioral intervention,
including attacks others causing serious injury, inflicts major
injury on self or suicide attempt, bangs head, cuts, bruises or
burns self, and impulsively threatens violent injury (x range:
8.7 — 8.8; see supplemental tables available from the corre-
sponding author).

In terms of reasons to initiate antipsychotic pharmacotherapy,
clinicians felt that presence of psychotic symptoms was a standard
of practice reason (78.3%) for the initiation of antipsychotic
medication. Other symptoms of psychosis such as suspicious
thinking, odd or unusual behavior, and negative symptoms were
also highly rated as first-line reasons for antipsychotic use. In terms
of aggressive behavior, serious risk of physical aggression to others
or attacks without warning were considered appropriate first-line
reasons to initiate antipsychotic treatment when behavioral and
environmental interventions have failed. In contrast, relatively
minor conduct problems such as stealing and cursing were not
viewed as valid reasons to initiate antipsychotic treatment (see
Fig. 4).

Selection of medication. According to expert respondents,
the strategies of choice representing the standard of care for both
mild and moderate to severe aggression were similar; therefore, the
means are not presented here (please contact the corresponding
author for the complete survey findings). The strategies of choice

included establishing the presence of co-occurring symptoms/
diagnoses, providing parents with behavior management strategies,
and ensuring that the youth and family receive mental healthcare.
Simply monitoring symptoms at the next scheduled appointment,
starting pharmacotherapy, and making a referral to a crisis/
emergency service were deemed second-line considerations (scores
4-6). Not providing for follow-up treatment was considered con-
traindicated (scores 1-3).

Several questions probed about specific medication selections. For
example, in cases where stimulant treatment is ineffective in man-
aging a child with severe aggression and ADHD, experts endorsed
atypical antipsychotics (X=7.7, SD 1.5) and mood stabilizers/
anticonvulsants (X =6.8, SD 1.6) as first-line approaches. Also, given
the scenario that a child/adolescent is not responding to an adequate
trial of medication, experts endorsed all but one item as strategies of
choice before making any changes to the medication regimen, in-
cluding ensuring an adequate dose (Xx=8.9, SD 0.4) and duration
(x=8.9, SD 0.4), assessing for compliance problems (X=8.9, SD
0.3), and assessing side effects (X =8.5, SD 0.8) and drug interactions
(x=28.4, SD 0.1), among others.

Experts supported the use of stimulants (Xx=6.6, SD 2.3) as a
first-line treatment for patients with ODD and conduct problems
who continue to present with maladaptive disruptive psychopa-
thology despite an adequate trial of behavior therapy and parent
management training. Further, on a different question, experts rated
risperidone (X=7.9, SD 0.9), lithium (Xx=7.3, SD 1.1), and
divalproex/valproic acid (X=7.2, SD 1.1) as first-line treatment
considerations, with regard to the best combination of effectiveness,
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Treatment Options b2 1s6 780 Ist  2nd 3rd

X sd___TOC* Line N
Positive symptoms of psychosis [ 8.8 0.5 78.3 | 100.0 45
Suspicious/paranoid thinking —e—i 8.0 1.2 413 | 956 | 22| 22| 45
Aggression to other that poses a physical risk 7.6 1.7 413 | 80.0 | 15.6 | 44 | 45
Odd or unusual thinking or behavior —— 7.5 1.7 326 | 822 | 133 | 44| 45
Negative symptoms of psychosis H—— 7.4 2.0 304 | 844 | 89| 6.7 | 45
Previous good response to antipsychotic meds —eo—| 7.4 1.8 28.3 80.0 | 15.6 | 44 | 45
Attacks others with no warning ® 7.3 1.9 326 | 7271205 | 68| 44
Interpersonal aggressive behavior H—e 7.2 1.5 239 | 778 | 17.8 | 44| 45
Self-injurious behavior —lo—— 6.7 1.9 26.1 | 652|261 | 87| 45
Destruction of property —eo—1— 6.2 1.9 152 | 40.0 | 51.1 | 89 | 45
Sexually aggressive behavior —e—— 5.9 2.0 152 ] 38.6|523| 9.1 | 44
Family history of good response to medication —eo—H 5.8 2.0 44| 455 [38.6 | 159 | 44
Suicidal ideation/behavior —e—~r 5.4 2.3 159 | 31.8 409|273 | 44
Non-aggressive agitation —eo— 5.0 23 6.5 | 31.1 | 40.0 | 289 | 45
Hyperactivity —e— 4.6 2.1 22 17.8 | 44.4 | 37.8 | 45
Family/teacher requests patient to receive meds —eo— 43 1.9 0 11.1 | 48.9 | 40.0 | 45
Serious psychosocial stressors —o— 3.7 1.7 0 6.8 | 47.7 | 455 | 44
Non-compliance/oppositional behavior —e—i 3.7 1.6 0 6.7 | 444 | 489 | 45
Parental psychopathology —— 3.0 1.7 0 23 1326|651 | 43
Stealing et 2.9 1.5 0 31.8 | 68.2 | 44
Cursing —eot— 2.9 1.5 0 356 | 644 | 45
*TOC — Treatment of choice, rated a 9 by at least 50% of participant. Bolded items depict TOC. ~ sd = Standard deviation ~ AAP = Atypical Antipsychotic

FIG. 4. Rating of whether specific clinical symptoms warrant use of an AAP. AAP =atypical antipsychotic.

tolerability, and safety in the treatment of aggressive/disruptive
behavior in youth. In contrast, gabapentin (x=2.9, SD 1.5) was not
recommended based on the same criteria. All other medications were
endorsed as second-line options.

Polypharmacy. Figure 5 illustrates a single question and 20
response options for potential guiding principles on the use of
polypharmacy in children and adolescents with clinically signifi-
cant aggression. As seen in Figure 5, over 50% of respondents
considered the following four option strategies of choice that
should be employed when initiating polypharmacy: evaluate ad-
herence, track target symptoms to ensure benefits, wait after
making changes to one medicine, and avoid changing more than
one medication at a time. These options were statistically distinct
from the final four second-line options, indicating that experts did
not fully support these treatment approaches to polypharmacy:
switch rather than augment for a partial response, try polypharmacy
after two failed trials of monotherapy, discontinue cross tapers in
the event of midcourse improvements, and try polypharmacy after
one failed trial of monotherapy. Most subjects (59.5%) viewed the
use of polypharmacy after one failed trial of monotherapy as the
least favorable treatment option.

Medication discontinuation considerations. All response
options were considered either a strategy of choice or first-line

considerations as reasons to continue (i.e., to not discontinue)
medications for aggression in youth (x=7.9). Some of these in-
cluded the concern of relapse during previous discontinuation
(X=38.5, SD 0.8), history of very severe symptoms (X=28.1, SD 1),
and/or self-injurious behavior (x="7.7, SD 1.1). In contrast, reasons
to discontinue medications under the same clinical circumstances
focused on the risk for long-term side effects (x=7.5, SD 1.1) and
benign (x=7.1, SD 1.1) or provoked aggression (x=7.5, SD 1.5) in
the past. Stopping medications because the child wants to stop and
take control of his/her aggression without medication (X=5.7, SD
2.0) was rated as a second-line option.

Experts rated the following factors as the most important and
sufficient clinical justification for attempting to reduce or dis-
continue one or more medications: child is on three or more an-
tipsychotic medications (x=8.8, SD 0.5), symptoms could be due
to side effect or drug interactions (X=28.8, SD 0.5), or child is
taking six (x=8.8, SD 0.8), five (X=28.6, SD 0.9), or four (X=28.3,
SD 1.1) psychotropic medications with no evidence of substantial
benefit.

For those patients demonstrating no response to an atypical
antipsychotic and where a medication switch might be needed,
experts endorsed switching to another atypical antipsychotic
(Xx=7.7, SD 1.2) or anticonvulsant/mood stabilizer (Xx=7.9, SD
0.8) as a first-line approach. For a partial response to an atypical
antipsychotic for aggressive or destructive behavior, experts
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Treatment Options 1 2 3 4 5 6 7 8 9 - Ist  2nd 3rd

X sd  TOC* Line N
Evaluate adherence to monoRx before polypharmacy: o 87106 66.7 | 100.0 43
g;;c;(h?rﬁzi ;}:mptoms over time when using ot 85| 08 6221 976 24 0
:’Z’;\illtn ifl':er making changes to 1 med before changing ol 35106 533 | 100.0 53
Avoid changing more than one medication at a time t 85 0.7 53.3 | 100.0 43
Re-evaluate diagnosis before trying polypharmacy gl 82 1.0 46.7 | 953 | 4.7 43
Determine response that indicates med should be continued ngl 8.1 |12 444 927 73 41
Determine response that indicates med should be discontinued e 7.8 | 1.2 35.6 | 854 | 14.6 41
Avoid same class polypharmacy with two standing meds —— 7.6 | 1.8 341 | 829 | 98| 73|41
Do “wash out” if rationale for med regimen is unclear agl 75| 1.1 17.8 | 82.1 | 179 39
Avoid polypharmacy in pts who do not attend appts regularly o 74114 244 | 814163 | 23|43
Try polypharm after 3 failed trials of monoRx w/ a 1st agent —o— 73118 222 | 786|143 | 7.1 |42
Complete cross-tapers even with midcourse improvements —e—i 64|23 133 | 61.5|179 | 20.5 | 39
For partial response switch to monoRx w/ another 1st agent o 64 |15 0] 643|310 | 48|42
Use a slightly less effective simple regimen —o— 6.0 |19 11.1 | 429|429 | 143 | 42
For partial response augment w/other med rather than switch —o—{ 59| 1.8 22| 381 |524| 95|42
Try polypharm after 2 failed trials of monoRx w/ a 1st agent —o—i 55|21 22| 381429190 | 42
Discontinue cross-tapers when midcourse improvements —o—i 48|19 0| 21.1 52626338
Try polypharm after 1 failed trial of monoRx w/ a 1st agent —— 3518 0 4.8 | 357|595 | 42
*TOC — Treatment of choice, rated a 9 by at least 50% of participant. Bolded items depict TOC.  sd = Standard deviation, monoRx = monotherapy, appts = appointments

FIG. 5. Appropriateness of strategies as “‘guiding principles’” on the use of polypharmacy in children and adolescents.

endorsed adding a mood stabilizer (x=7.8, SD 1.1) as a first-line
approach. All other medication classes were either second line or
below. For conceptually similar questions, experts supported
switching to an atypical agent (X=28.2, SD 0.8) or another mood
stabilizer (X=7.1, SD 1.5) as a first-line treatment when a patient
has shown no response to a trial of a mood stabilizer. Further,
experts felt that the addition of an atypical antipsychotic (x=7.9,
SD 1.3) for a partial response to a mood stabilizer was a first-line
treatment.

Partial response considerations. As seen in Figure 6, for
patients displaying a partial response to an atypical antipsychotic
for aggressive-destructive behavior, clinicians regarded the addi-
tion of a mood stabilizer as a first-line treatment approach, whereas
the addition of another atypical was considered a second-line ap-
proach. Strategies such as the addition of conventional agents and
benzodiazepines were not recommended. Overall, clinicians did
not recommend within class polypharmacy.

Considerations warranting a medication switch. In terms
of clinical situations that might warrant a medication switch, four
items were rated as treatments of choice (Fig. 7): relapse despite
adherence (X=28.5, SD 0.8), marked increase in liver function test
(LFTs) (x=8.4, SD 1.1), persistent extrapyramidal symptoms
(EPSs) (x=8.4, SD 0.9), and neutropenia (Xx=8.4, SD 1.4). All
remaining items were in the realm of first-line treatment options
firmly for warranting an antipsychotic medication switch. Items
such as gynecomastia in boys/men (X=7.4, SD 1.7), sexual dys-
function in teens (X=7.3, SD 1.4), patient or family preference

((x=6.8, SD 1.2), and especially, isolated hyperprolactinemia
(Xx=6.1, SD 2.1) were less important indications.

Discussion

In the last 10 years, outpatient psychotropic prescribing to pe-
diatric populations in the United States has ballooned, with the
greatest increase seen in the use of atypical antipsychotics for off-
label uses, such as the management of persistent aggressive
behavior in children and adolescents (Martin and Leslie 2003;
Cooper et al. 2004; Olfson et al. 2006). At the same time, the use of
psychosocial and psychological interventions has declined, raising
significant concerns about the current overreliance on pharmaco-
therapy in the treatment of children and adolescents (Mojtabai and
Olfson 2008). In light of the gap between the research literature and
clinical practice, the current survey findings suggest that expert
consensus opinion can provide an alternative perspective and
support the development of best practice guidelines for optimal
outpatient management in children and adolescents with severe and
persistent behavioral difficulties. The usefulness of expert con-
sensus in developing treatment strategies for children and adoles-
cents has been demonstrated in other psychiatry initiatives, such as
Guidelines for Adolescent Depression in Primary Care (Cheung
et al. 2007) and Treatment Recommendations for the Use of
Antipsychotics for Aggressive Youth (Pappadopulos et al. 2003).
High degrees of consensus among survey responders suggest that
there is general agreement on optimal treatment strategies for
pediatric aggression.

In contrast to current practice trends, the results of this survey
show that experts strongly support the use of evidence-based
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Treatment Options 1 2 3 4 5 o6 7 8 9| _ 1% 2nd 3

X sd  TOC* Line N
Anticonvulsant/mood stabilizer ot 78 11 24.4 9205 | 95 42
Antidepressant —e—i 5.0 1.6 0 22.0 | 53.7 | 244 | 41
Alpha agonist —e—i 4.8 1.9 2.2 25.0 | 40.0 | 35.0 | 40
Beta blocker ——i 3.8 1.6 0 575 | 425 | 40
Another atypical antipsychotic —— 3.5 1.9 0 7.1 131.0 | 619 | 42
Conventional antipsychotic —e—i 3.0 1.5 0 24 | 341 | 63.4 | 41
Benzodiazepine —e— 2.5 1.3 0 19.5 | 80.5 | 41
*TOC — Treatment of Choice, rated a 9 by at least 50% of participants; AAP — Atypical Antipsychotic; sd = Standard deviation

FIG. 6. Assume a patient has had only a partial response to an AAP for aggressive-destructive behavior. Rate the appropriateness of

adding any of the listed medications.

psychosocial interventions (e.g., behavior therapy and parent
management training vs. play therapy and art therapy) and parent
education and training before the use of medication for maladaptive
aggression—at every stage of medication treatment from diagnosis
to maintenance to medication discontinuation. The fact that the
primary or coutilization of psychosocial interventions is not con-

sistently followed in clinical practice (Crystal et al. 2009) can be
due to a number of reasons, including lack of (quickly) available
therapy appointments, scarcity of resources, urgency/severity of the
problem, paucity of therapists using evidence-based psychotherapy
methods, desire for a “‘quick fix,”” and refusal to engage in non-
pharmacologic treatments. Further, much of what was endorsed by

Treatment Options 1 2 3 4 5 6 7 8 9 Ist  2nd  3rd | N
X sd TOC* Line

Relapse despite adherence to treatment HH 8.5 0.8 60.9 97.7 23 43
Marked increase in LFTs ma 8.4 1.1 63.6 97.6 24 41
Persistent EPS HH 8.4 0.9 53.3 95.2 4.8 42
Neutropenia = 8.4 1.4 60.9 [ 97.6 24 42
Other side effects that are hard to tolerate xal 8.3 0.8 40.5 97.4 2.6 38
Abnormal fasting glucose levels - 8.3 0.9 50 953 4.7 43
Persistent sedation Ral 8.2 1.0 4571 93.0 7.0 43
Abnormal ANC —o— 81| L6| 476| 941 29 29| 34
Significant weight gain aal 8.1 0.8 34.8 97.7 23 43
ECG changes mal 80| 1.1 457 88.1 11.9 42
Galactorrhea and amenorrhea in women mal 7.9 1.1 32.6 92.9 7.1 42
Persistence cognitive problems: o 7.9 1.4 44.4 85.7 11.9 2.4 42
To improve patient’s level of functioning o 7.7 1.4 39.1 81.4 16.3 2.3 43
Increased lipid profile = 7.7 1.3 32.6 85.7 14.3 42
Risk of tardive dyskinesia —o— 74 1.7 35.6 71.4 26.2 2.4 42
Gynecomastia in boys/men —— 74| 17 304 786 190 24| 42
Sexual dysfunction in teens o 73 1.4 18.2 82.5 15.0 2.5 40
Patient or family preference Bl 6.8 1.2 8.7 62.8 37.2 43
Hyperprolactinemia —— 6.1 2.1 109 | 488 | 415 9.8 41
#TOC - Treatment of choice, rated a 9 by at least 50% of participant. Bolded items depict TOC. sd - Standard deviation, LFT — Liver function tests, EPS — extrapyramidal symptoms,

ANC — absolute neutrophil count, ECG - electrocardiogram

FIG.7. Rate the appropriateness of each factor as a reason for switching a child/adolescent from one antipsychotic to another. Assume
an optimal therapeutic dose and the patient has been taking the agent as prescribed.
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experts appears to be consistent with the literature. For example,
with regard to the use of polypharmacy for aggression, survey re-
sponders agreed that monotherapy is preferable to polypharmacy
for most conditions, except for bipolar symptoms such as severe
mood lability. These findings suggest that a systematic model for
outpatient treatment of pediatric maladaptive aggression that is
informed by the systematically derived expert opinion and the lit-
erature is attainable.

These survey findings provide consistent evidence of expert
endorsement of strategies that emphasize the importance of be-
havioral interventions and talking to families about their treatment
preferences. However, in routine clinical practice, such behavioral
interventions are not often used (Mojtabai and Olfson 2008; Crystal
et al. 2009), suggesting that they should be done more regularly and
systematically.

Although clinicians endorsed the use of rating scales to assess
target symptoms, experts supported the use of more general mea-
sures of child psychopathology such as the Child Behavior
Checklist (CBCL), which may reflect familiarity rather than the
usefulness of a more specific measure. Further, this finding may
also reflect clinicians’ needs to balance convenience and time
constraints with the narrowness of any particular measure. Also of
interest was that clinicians did not strongly endorse the use of
measures of functioning or quality of life, even though this is the
ultimate focus of treatment. Experts seem focused on the more
immediate treatment issues and symptoms as opposed to the long-
term impact on functioning and quality of life.

Experts also strongly endorsed intervention strategies to help
build the therapeutic relationship. Such approaches can be easily
taken for granted and cannot be replaced by treatment consent
procedures that were not highly rated. Education and the use of
written materials were strongly endorsed, although it is unclear how
often patients and families actually receive handouts. Experts
seemed aware of the constraints in busy practice settings and
concentrated on interventions that would not be too time consum-
ing or otherwise unrealistic because of excessive burdens on cli-
nicians.

The use of psychosocial interventions at every phase of treat-
ment was strongly endorsed by clinicians and never considered
inappropriate. Yet, Mojtabai and Olfson (2008) have shown that
the use of psychosocial interventions has been significantly cur-
tailed in child and adolescent psychiatric care. Although behavior
therapy was rated highly and is strongly supported by the litera-
ture (Scotto Rosato et al., submitted), environmental interventions
and parent education were more strongly supported than group
interventions for the child, such as anger management and social
skills training.

In terms of pharmacological interventions, experts supported
the use of medication for patients with high risk for interpersonal
harm or psychosis. Additionally, ratings of other items indicate
that, generally, expert opinion does not support the use of medi-
cations for difficult children to address symptoms that are limited
to minor aggression, such as persistent cursing, mild temper
outbursts, or stealing. Expert ratings did support pharmacological
interventions that focus on the underlying symptoms or primary
diagnosis rather than chasing symptoms. The importance of
evaluating and treating co-morbid symptoms was also strongly
endorsed.

Experts endorsed the use of atypical antipsychotics and mood
stabilizers as first-line strategies for treating clinically significant
aggression. Interestingly, levels of expert support for use of atyp-
ical antipsychotics and use of mood stabilizers were similar. Un-
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fortunately, however, to date, studies are lacking that could provide
support for choosing one class of agents over another. Moreover,
comparative effectiveness evidence is missing, which would pro-
vide information about the relative efficacy and safety of different
agents, even within each medication class. When medication
treatments were not working, experts strongly supported the as-
sessment of patient compliance before changing the medication
regimen. They noted the importance of only changing one medi-
cation at a time to fully realize the benefits or costs of any particular
agent in the regimen. The use of within class polypharmacy was
viewed with some degree of skepticism.

It is interesting that experts supported the use of a stimulant in
cases of failed behavior therapy for conduct disorder. Although
the initial use of stimulants in youth with behavioral problems and
ADHD has been strongly endorsed before (Pliszka et al. 2006),
there appeared to be emerging consensus that stimulants may be
appropriate even in the absence of clear-cut ADHD symptoms,
most likely because they would offer the quickest response with
the least potential for dangerous or unexpected side effects. This
finding remains an important area for future investigation. Finally,
experts were cautious about discontinuing successful pharmaco-
therapy in light of a history of persistent symptoms or relapse
during discontinuation. Although doctors emphasized the im-
portance of preventing another relapse during adherence with a
given medication, life-threatening side effects such as neu-
tropenia and a marked increase in LFTs were also justifications for
change. It is important to note that fasting glucose abnormalities
and significant weight gain were also first-line reasons to switch
medications along with persistent sedation, abnormal ANC (ab-
solute neutrophil count), and ECG (electrocardiogram) changes.
Respondents rated gynecomastia in boys/men and sexual dys-
function in teens relatively less important within the context of the
treatment options presented in the question on switching. Such
items may not be as critical to clinicians who are trying to manage
very serious and at times dangerous aggressive symptoms; how-
ever, these very items may be critical to child and adolescent
adherence with their antipsychotic treatment regimen. In contrast,
consistent with current recommendations for the monitoring
and management of antipsychotic-treated youth (Correll 2008),
isolated prolactin elevations had the lowest justification for
switching antipsychotics.

Conclusions

Overall findings indicate that evidence-informed strategies for
outpatient treatment of pediatric maladaptive aggression, guided by
systematically derived expert opinions, are attainable. In light of
the gap between the research literature and clinical practice, expert
consensus opinion supports specific practices for optimal outpatient
management in children and adolescents with severe and persistent
behavioral difficulties.

A shortcoming of the survey was that it did not attempt to
identify the minimal professional competencies required to manage
youth with dangerous behavioral dyscontrol or those who require
complex medication regimens. Therefore, primary care doctors
who elect to treat children with behavioral problems involving
aggression should consider based on the severity, treatment non-
response, negative functional impact, and dangerousness, whether
a referral to a child psychiatrist or a more restrictive treatment
setting is needed. In rural settings or locations where child psy-
chiatrists are in short supply, a professional consultation may be
very helpful.
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By way of caution, expert opinion may be informative, but does
not substitute clinical trial evidence. Although we aimed to include
experts representing as broad and diverse a range of expertise,
experience, and professional backgrounds as possible, the selection
of the experts was not based on systematic sampling procedures and
may not capture the full range of expert opinion. As noted in the
Disclosures section, some of the authors have received significant
support from pharmaceutical manufacturers, although none was an
industry employee at the time the work was conducted (the first
author is currently employed by Pfizer). We also did not attempt to
restrict the expert survey respondents to individuals who had not
received industry support.

Clinical Significance

Although expert opinion does not substitute for empirical evi-
dence, expert consensus provides added insight into clinical prac-
tices and treatment nuances that may never be addressed in
controlled studies. Practicing clinicians are encouraged to use such
data in light of their own clinical judgment as well as of the
available and emerging knowledge from the literature. As the
treatment of youth with clinically relevant aggression is an im-
portant and evolving area in child and adolescent psychiatry, ad-
dressing the needs of these youth will continue to be a challenging
issue for clinicians, regulators, stakeholders, and policy makers,
and it will be important to inform practice with insights both from
the evolving evidence base and from experts’ assessment of the
available evidence.
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