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Specific responsibilities of the committee include the following:
¢ Review the literature on psychotropic medication best practice (e.g., AACAP) and
provide guidance to DCS, OMPP, I[USM and prescribing providers;
« Provide assistance to DCS in establishing a consultation program for youth in state
care who are prescribed psychotropic medications;
e Publish guidelines for the utilization of psychotropic medications among DCS-
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« Review DCS policies for requesting and obtaining consent to treat DCS-involved
youth with psychotropic medications and make recommendations for change to
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involved youth.
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Introduction:

[n an attempt to provide improved utilization of psychotropic medications and therefore
overall mental health care to Indiana’s children in the placement and care of the
Department of Child Services (DCS), DCS convened a work group in 2013 to lead this
effort. To guide Indiana’s prescribers, this work group, the Indiana Psychotropic
Medication Advisory Committee (PMAC) agreed to adopt the September 2013 version of
the Psychotropic Medication Utilization Parameters for Children and Youth in Foster Care
(“Texas parameters;” TP) developed by the Texas Department of Family and Protective
Services and The University of Texas at Austin College of Pharmacy (see Appendix I). To
consider the applicability of the Texas parameters, the PMAC tasked its Psychotropic
Advisory Subcommittee with a review of the Texas parameters. As a result of this review,
the Subcommittee recommended adoption of the Texas parameters with the following
modifications/clarifications and additions.

I. Modifications/Clarifications:
General Principles:

1. In the state of Indiana, a comprehensive evaluation prior to the use of medications
should be performed by a licensed professional or a qualified professional under the
supervision of a licensed professional.

2. To clarify, a physical examination is not typicaily completed by a child psychiatrist or
necessarily required for the use/start of psychotropic medications (excluding
evaluation for extrapyramidal or other movement side effects). If warranted, it is the
responsibility of the evaluating mental health professional to refer the child for a

~ physical examination.

3. A standardized trauma assessment (e.g., CANS, Trauma Symptom Checklist) is
preferred for clinical assessment of exposure of trauma and maltreatment. For
youth with more extensive trauma histories, a comprehensive trauma assessment
may recommended by DCS. The service standard for comprehensive trauma
assessments can be found at http://www.in.gov/dcs/3159.htm.

4. |n addition to the need to identify DSM-5 diagnoses to direct treatment, diagnoses
outlined in the relevant version of the International Classification of Diagnoses (e.g.,
ICD-10) are also appropriate.

5. In addition to diagnoses, benefits/risk, lab findings, adverse events, alternatives,
and risks of no treatment, informed consent should also include a discussion of
possible medication interactions.

6. If a non-child psychiatrist is treating a child and they are not improving TP
recommend referral to be initiated. We would like to clarify that the window for
expected improvement for most childhood psychiatric disorders is 3 months.

7. When treating youth with medication for aggression, TP recommend a slow taper
with discontinuation every 6 months. To clarify, youth with aggression resulting
from any of the following disorders should be given an opportunity for a taper:
oppositional defiant disorder, conduct disorder, disruptive mood dysregulation
disorder, developmental disabilities and autism spectrum disorder. We would like to
further note that such tapers may not be routine in current clinical practice, but they
are now highly recommended.




Medication-Specific Recommendations

1.

Although short acting alpha agonists for use in the treatment of ADHD and tics are
not FDA approved, they remain the recommended first line agents.

2. Tapering antipsychotics in children may require longer than a 4 week period.
3.
4. Routine lipid screening is recommended to be every year, rather than every 6

See Tables for additions

months, as outlined in the TP. If abnormal values are detected, more regular
monitoring {(every 3-6 months) are recommended.

Fasting lipids and glucose are recommended to be checked on every pediatric
patient prior to starting (or at first contact if medication has already been started)
medications known to impact these labs (e.g., antipsychotics).

Evaluation of blood pressure, heart rate, weight and height is recommended for
every medication monitoring visit and initial evaluation.

Clomipramine is only recommended for obsessive compulsive disorder if the child
or adolescent has failed to complete trials of serotonin reuptake inhibitors.

Due to concerns about the potential for cardiac conduction abnormalities citalopram
should not be prescribed at doses greater than 40 mg daily.

Orap should only be used for the treatment of tics if Haldol use was a failure or
intolerable.

Il. Additions:
General:

1.

Rating scales used to identify response to treatment can be identified in numerous
sources. A large number of evidence-based assessment tools are available free of
charge for provider use in the DSM-5
(www.psychiatry.org/practice/dsm/dsm5/oniine-assessment-measures).

We would like to call special attention to best practices for care of very young
children, particularly those laid out in Gleason et al, 2007 (see Appendix II).

Given problematic weight gain among youth on psychotropic agents, diet and
exercise counseling with referrals to primary care physicians, dieticians and
specialized pediatricians are recommended for any child with weight changes,
ideally early in the treatment course.

Criteria Indicating Need for Further Review of a Child’s Clinical Status

The following situations indicate a need for review of a patient’s clinical care. These
parameters differ from those set out in the TP and are intended to fully replace page 8 of
the 2013 TP. These parameters do not necessarily indicate that treatment is inappropriate,
but they do indicate a need for further review.

For a child being prescribed a psychotropic medication, any of the following
suggests the need for additional review of a patient’s clinical status:




o

. Absence of a complete DSM-V (or comparable ICD-10) diagnosis in the youth’s

medical record
Four (4) or more psychotropic medications prescribed concomitantly
Any psychotropic medication prescribed to a child less than one (1) year of age
Prescribing of:
Stimulants to a child less than three (3) years of age
Antipsychotics to a child less than four (4) years of age
Antidepressants to a child less than four (4) years of age
Mood stabilizers to a child less than four (4) years of age
The psychotropic medication dose exceeds usual recommended doses (FDA and/or
literature based maximum dosages).
The prescribed psychotropic medication is not consistent with the appropriate care
for the patient’s diagnosed mental disorder or with documented target symptoms
usually associated with a therapeutic response to the medication prescribed.
Psychotropic polypharmacy (2 or more medications) for a given mental disorder is
prescribed before utilizing psychotropic monotherapy.
Prescribing of:

o Two (2) or more concomitant stimulants™

e Two (2) or more concomitant antidepressants

¢ Two (2) or more lithium-based agents

« Three (3) or more concomitant lithium-based mood stabilizers or other mood

stabilizers (e.g., anticonvuisants)

» Two (2) or more antipsychotics

e Three (3) or more sedative-hypnotics

» Two (2) or more benzodiazepines

*The prescription of a long-acting stimulant and an immediate release stimulant
of the same chemical entity {e.g., methylphenidate) does not constitute
concomitant prescribing.
Use medications (in a particular age range, when specified) when no evidence
exists to support their use for psychiatric indications:

Stimulants and alternatives ‘
amphetamine aspartate/amphetamine sulfate/dextroamphetamine (< 3 yrs)
nortriptyline

Antidepressants

isocarboxazid (< 16 yrs)
phenelzine sulfate (< 13 yrs)
tranylcypromine sulfate (< 13 yrs)

Antidepressants, SSRls
paroxetine HCl/mesylate




Antidepressants, TCAs
amitriptyline HCI (< 13 yrs)
amoxapine (< 16 yrs)
nortriptyline (< 13 yrs)

Antipsychotics, Typical
thioridazine HCI (< 2 yrs)

Barbiturates
Butisol

Benzodiazepines
chlordiazepoxide HCI (< 6 yrs)

Mood Stabilizers

divalproex sodium (< 10 yrs)
valproic acid (< 2 yrs)
valproate sodium (< 2 yrs)
lamotrigine (< 2 yrs)

lll. Tables:

To address new medications or additional information, the following tables have been
added, in order to supplement the tables provided in the TPs. [Abbreviations used in
tables: Insufficient evidence=IE; Food and Drug Administration=FDA; NA= Not FDA
approved for children or adolescents (i.e., safety and effectiveness in pediatric patients has
not been established); milligram = mg]

Table 1. Newly Approved Antidepressant Agents

Drug Brug Initial Literature FDA Schedule Black Box Warnings
(generic) {brand}) Dosage Based Approved Warning(s) and
Maximum Maximum Precautions
Dosage Dosage for
Children &
Adolescents
Vilazidone Viibryd® IE 1E NA -- -- -~
Levomilnacipran Fetzima® |E IE NA -~ - -
Vortioxetine Brintellix® |E 1E NA — -- -




Table 2. Long-Acting Injectable Psychotropic Medications

Drug (generic)  Drug (brand) Initial Literature FDA Approved Schedule
Dosage Based Maximum Dosage

Maximum for Children and
Dosage Adolescents
Haldol® decancate  50mg 100mg NA Monthly

Haloperidol
decanoate

Fluphenazine - IE IE NA =
decanoate

Risperidone Risperdal® - 25mg” NA Every
long-acting Consta® 2 weeks
injection

Paliperidone Invega® Sustenna®  -- 3omg’ NA Monthly
palmitate

Olanzapine for  Zyprexa® IE IE NA IE
extended Relprevw™

release

injectable

suspension

Aripiprazole Abilify Maintena™ 1IE IE NA IE
for extended

release

injectable

suspension

Naltrexone for Vivitrol® iE IE NA E
extended {opiate/alcohol use
release disorders)
injectabte
suspension

References:
1. Alessi N, Alkhouri |, Fluent T, et al. Haloperidol decancate in children. J Am Acad Child Adolesc Psychiatry. 2001

Aug; 40: 865-6.

2. Fu-l L, Boarati M, Stravogiannis, et al. Use of risperidone long-acting injection to support treatment adherence and
mood stabilization in pediatric bipolar patients: a case series. J Clin Psychiafry. 2009 Apr, 70: 604-6.

3. Kowalski J, Wink L, Blakenship K. Paliperidone palmitate in a child with autistic disorder. J Child Adolesc
Psychopharmacol, 2011 Oct; 21: 491-3

Warnings and precautions, including black box warnings are the same as the oral
preparations except for a delirium/sedation syndrome (including agitation, anxiety,
confusion, disorientation) that has been observed following use of Zyprexa Relprevv.



Table 3. Sedative-Hypnotics Agents

Drug Drug (brand}) literature FDA Schedule
{generic) Based Approved
Max Maximum

Dosage Dosage for
Children and
Adolescents

Zolpidem Ambien, < 17 years: 0.5mg/kg Nightly
Ambien CR, 0.25mg/kg at OR 20mg’
Edluar, bedtime'
Intermezzo,
Zolpimist
Eszopiclone Lunesta IE IE NA. Failed to - --
demanstrate
efficacy in
controlled
clinical studies
of pediatric
patients with
ADHD
associated
insomnia.
Zaleplon Sonata IE IE NA -- --
Ramelteon Rozerem 4mg’ amg' NA Nightly -~

Warnings and Precautions:

Adverse Psychiatric Events: Abnormal thinking and behavioral changes (e.g.,
aggressiveness, uncharacteristic extroversion, bizarre behavior, agitation, hallucinations,
depersonalization, amnesia) may occur unpredictably. Possible worsening of depression
(including suicidal thinking) with sedative or hypnotic use in patients with depression.
Immediately evaluate any new behavioral sign or symptom.

Complex Sleep-related Behaviors: Complex behaviors such as sleep-driving (i.e., driving
while not fully awake after ingesting a sedative and hypnotic drug, with no memory of the
event), preparing and eating food, making phone calls, or having sex while not fully awake
after taking a sedative and hypnotic drug, and usually with no memory of the event,
reported.

Withdrawal Effects: Rapid dosage reduction or abrupt discontinuance of sedatives or
hypnotics has resulted in signs and symptoms of withdrawal.

Abuse Potential: Abuse potential similar to that of benzodiazepines and related
hypnaotics.

Sensitivity Reactions: Angioedema involving the tongue, glottis, or larynx reported rarely
following initial or subsequent doses of sedative and hypnotic drugs, including zolpidem.
Some patients experienced additional symptoms (e.g., dyspnea, closing of the throat,
nausea and vomiting [suggestive of anaphylaxis]). Some individuals required medical
treatment in an emergency department. Angioedema reported during post-marketing
surveillance.

Endocrine: Ramelteon has been associated with an effect on reproductive hormones in
adults, e.g., decreased testosterone levels and increased prolactin levels. It is not known
what effect chronic or even chronic intermittent use of ramelteon may have on the
reproductive axis in developing humans. The same concerns may apply to melatonin,
given but little research in humans is available at this time.




References:
1. Zolpidem monograph. Lexi-Comp™, Pediatric & Neonatal Lexi-Drugs Online™, Hudson, Ohio: Lexi-Comp, Inc;
December 30, 2013.
2. Stigler K, Posey D, McDougle C. Ramelteon for insomnia in two youths with autistic disorder. J Child Adolesc
Psychopharmacol. 2006 Oct; 16: 631-6.

Table 4. Other Antipsychotics.

Generic name Trade Initial Maximum FDA Schedule  Black Box  Warnings and
_ name dosage dosage max Precautions
Chlorpromazine Thorazine 2 500 mg/d 500 Q6-8hr Meortality Anticholinergic
mg/kg/d mg/d in Elderly  Hypotension
Patients Tardive
with dyskinesia
dementia  NMS
Leukopenia
QT changes
Thioridizine Melkaril 0.5 3mg/kg/d 800mg TID QT Tardive
mg/kg/d changes Dyskinesia

Mortality NMS
in Elderly  Leukopenia

Patients
with
dementia
Haloperidol Haldol 0.05 0.15 6 mg B-Tid Mortality QT
mg/kg/d mg/kg/d in Elderly  Tardive
Patients Dyskinesia
with NMS
dementia  Leukopenia
Trifluperazine Stelazine 1.mg 15 mg Q-BID same same
Loxapine Loxitane 10 mg 250 mg/d same same
Pimozide Orap 0.05 10 mg 10 mg QDay same
mg/kg/d
Notes:

Haloperidol tabel states “Pediatric Use- Safety and effectiveness in pediatric
patients have not been established” but goes on to give recommendations for
chitdren from 3-12 years.

Trifluperazine is labeled for “Children, ages 6 to 12, who are hospitalized or under
close supervision.”

Loxapine-Very limited data on use in children; Label has no information on children.
An OVID search of “loxapine & children” found only one positive case report 5 mg
tid is positive in a child who had dystonia on Haldol, elevated AST on risperidone &
olanzapine, no effect of quietapine by history( J Child Adolesc Psychopharm V16
2008, pp 639-634) and one letter to the editor about an 8 year old boy who
overdosed on 15 ml when prescribed 0.6 ml. Dose listed above is from table on p
233 of Wolraich et al. Developmental-Behavioral Pediatrics: Evidence and Practice,
2008.

Pimozide dosage in children based on a 24 week open label study of 36 children
ages 2-12 with Tourette’s syndrome.

Clinical Pharmacology: “Thioridazine has not been evaluated for use in children
under the age of 2 years. Thioridazine should not be used to treat conditions in

10



children for which specific pediatric dosages have not been established. There is no
known indication for use of thioridazine in infants or neonates.”
« Older antipsychotics are no longer used commonly in children. Extrapyramidal

movement disorders, QT changes and the increasing evidence base for newer
“atypical antipsychotics™ have much diminished their use. None are labeled for use
in children. Newer textbooks frequently do not list them in in tables of treatment of
children with disabilities. FDA labeling is often old without consideration of more
recent standards.

Table 5. Tricyclic Antidepressants

Initial Scheduie

Dose

FDA.-
Approved
Max Dosage ing

Patient Black
Monitor- Box
i Warning

Drug

Warnings and
Precautions

Drug
(brand)

(generic)

for Children
and Adoles.

Amitriptyline  Elavil 10 mg 150mg daily Suicidality eUsein
(for TID (for12and  times ECG combination with
depression) above; not daily MAOIs
recommend- eSuicidal
edin <12) ideation
eActivation of
mania/
hypomania
ol owers seizure
threshoid
¢Discontinuation
syndrome
eCaution with
cardiac disease
Clomipramine  Anafranil 25mg |E 3 mg/kg/day  May give Pulse See See amitriptyline
(for OCD} daily or 200 mg, as single ECG amitriptyl-
10 and older whicheveris  gHS ine
smaller dose
once
tolerated
Protriptyline  Vivactil 5mg 60 mg daily Three to Pulse See See amitriptyline
(for TID {for 12 and four ECG amitriptyl-
depression) above?) times ine
daily
imipramine  Tofranil 30mg IE 2.5 Pivided Pulse See See amitriptyline
in children, daily mg/kg/day in  doses ECG amitriptyl-  «Methylphenidat
efficacy for children; ine € raises blood
established teens doses above level
for 100 mg daily slmipramine may
nocturnal in teens block clonidine
enuresis “generally effect
only) not
necessary”
Desipramine  Norpra- 25mg IE Usual Daily Pulse See See amitriptyline
mine maximum dose ECG amitriptyl-  and imipramine
100 mg ine
daily; up to
150 mg in
more
saverely ill

11
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Psychotropic Medication Utilization Parameters

Psychotropic Medication Utilization Parameters
for Children and Youth in Foster Care

Introduction and General Principles

. nized that in some emergency situations, it
. may be in the best interest of the child to
confronting parents, other caregiv- | prescribe psychotropic medications before
ers, and health care professionals across the | a physical exam can actualty be performed.
United States. Children and youth in foster @ In these situations, a thorough health his-
care, in particular, have multiple needs, toty should be performed to assess for sig-
! nificant medical disorders and past response
to medications, and a ?hysical evaluation
- should be petformed as soon as possible. A
. thorough psychosocial assessment should
be performed by an appropriately qualified
mental health clinician (masters or doctora
level), a psychiacrist/child psychiatrist, or a
ptimary care physician with experience in
providing mental health care to children
and youth, The child’s symptoms and
functioning should be assessed across mul-
tiple domains, and the assessment should
be developmentally age appropriace. It is
very important that information about the
areas of the state where mental health pro- | child’s history, including history of trauma
fessionals such as child psychiatrists are not | and currenc functioning be made avail-
readily available. Similarly, caregivers and | able to the treating physician in a timely
health providers may be faced with critical manner, either through an adult who is
situations that require immediate decisions | well-informed about the child or through a
about the care to be delivered. For these comprehensive medical record. Tt is crit-
and other reasons, a need exists for treat- cal to meet the individual needs of patients
ment guidelines and parameters regarding and their families in a culturally competent
the appropriate use of psychotropic medica- | manner. This indicates a need to address
tions for children and youth in foster care. | communication issues as well as differences
in perspective on issues such as behavior
and mental functioning, Interpretation of
clinicat symproms and decisions concern-
ing treazment should, whenever possible,
be informed by the child’s developmental
history of tranma, neglect or abuse and the
timing of these stressors. At present there
are no binmarkers to assist wich the diagno-
sis of mental disorders, and imaging (e.g.,
MRI) and other tests (e.g., EEG) are not
- generally helpful in making a clinical diag-
- nosis of a mental disordet.

he use of psychotropic medications
by children and youth is an issue

including those related to emotional or psy-
chological stress, They typically have expe-
rienced abusive, neglectful, serial or chaotic
caretaking environments. Bitth family his-
tory is often not available. "These children
often present with a fluidity of different
symptoms over time reflective of past trau-
matic events that may mimic many psychi-
atric disorders and result in difficulties with
attachment, mood regulation, behavioral
control, and other areas of funetioning,
Establishment of rapport may be difficult.
These multiple factors serve to complicate
diagnosis. Foster children may reside in

Because of the complex issues involved in
the lives af foster childven, it is important
that a comprebensive evaluation be per-
Jormed befove beginning treatment for a
wmental or bebavioval disorder. Except in
the case of an emergency, a child should
rveceive A thoreugh bealth bistory, psycho-
social assessment, mental status exam, and
physical exam before prescribing a psy-
chotrapic medication. The physical assess-
ment should be performed by a physician
or another healthcare professional qualified

to perform such an assessment. It is recog- | The role of non-pharmacological interven-

: tions should be considered before begin-

. ning a psychotropic medication, except

1 urgent situations such as suicidal ide-
tion, psychosis, self-injurious behavior,
physical aggression that is acutely danger-
ous to others, or severe impulsivity endan-
geving the child or others; when there is

: marvked disturbance of psychophysiologi-
a cal functioning (such as profound sleep

. disturbance), or when the child shows

marked anxiety, isolation, or withdrawal,
Given the history of trauma, unusual stress
nd change in environmental circumstances
ssociated with being a child in foster care,
psychotherapy should generally begin before
r concurrent with prescription of a psy-
chotropic medication. Referral for trauma-

informed, evidence based psychotherapy
i should be considered when available and

appropriate. Patient and caregiver educa-
tion should be provided about the condi-
tion to be treated, treatment options (non-
pharmacological and pharmacological},
treatment expectations, and potential side

. effects that may occur during the prescrip-

tion of psychotropic medications,

It is recognized that many psychotropic
medications do not have Food and Drug
Administration (FDA) approved labeling
for use in children, The FDA has a statu-
tory mandate to determine whether phar-
maceutical company sponsored research
indicates that a medication is safe and effec-
tive for those indications that are listed in
the approved product labeling, The FDA
assures that information in the approved
product labeling is accurate, and limits the
manufacturer’s marketing to the informa-
tion contained in the approved labeling,
The FDA does not vegulate physician and

' other health provider practive. In fact,

the FDA has stated that it does “not limit
the manner in which a practitioner may

September 2013
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prescribe an approved dvug.” Studies and |
expert clinical experience aften support |
the use of & medication for an “off-label”
use. Physicians should utilize the available
evidence, expert opinion, their own clinical
experience, and exercise their clinical judg-
ment in prescribing what is best for each
individual patient.

Role of Primary Care

Providers

Primary care providers play a valuable zole
in the care of youth with menral disorders,
Not only are they the clinicians most likely
to initially interact with children who are

in distress due to an emotional or psy-
chiatric disorder, inadequate numbers of
child psychiatrists are available to meet all
children’s mental health needs. Primary
care clinicians are in an excellent position to
perform screenings of children for potential
mental disorders, and they should be able to !
diagnose and treat refatively straightforward |
situations such as uncomplicated ADHD,
anxiety, or depression. Primary care provid- |
ers should provide advice to youth in foster |
care and their care givers about handling
feelings and behaviors, recognizing the need
for help, making decisions regarding healthy |
life styles, and the available treatments for
childhood mental disorders. As always,
consideration should be given regarding

the need for referral for counseling, psy-
chothetapy, or behavioral cherapy. Primary
care providers vary in their training, clini-
cal experience, and confidence to address
mental disorders in children. Short courses
and intensive skills oriented seminars may
be beneficial in assisting primary clinicians
in caring for chifdren with mental disor-
ders. Active liaisons with child psychiatrists
who are available for phone consultation

or referral can be beneficial in assisting
primary care clinicians to meet the mental
healeh needs of children. A useful toolkit
(American Academy of Pediatrics Task
Force on Mental Health Addressing Mental |
Health Care in Primary Care; A Clinicians
"Toolkit) can be found at;

www.aap.org/peorss/demos/mhe.hrml

General principles regarding
the use of psychotropic medi-

cations in children include:

« A DSM-5 psychiatric diagnosis should
be made before the prescribing of psy-
chotropic medications,

e Clearty defined target symptoms and
treatment goals for the use of psycho- |
tropic medications should be identified
and documented in the medical record
at the time of or before beginning (
treatment with a psychotropic medica-
tion. These target symptoms and treat- |
ment goals should be assessed at each
clinic visit with the child and caregiver
in a culturally and linguistically appro-
priate manner. Whenever possible,
standardized clinical rating scales (clini- |
cian, patient, primary caregiver, teach-
ers, and other care providers) or other
measures should be used to quantify
the response of the child’s rarger symp-
toms to treatment and the progress
made toward treatment goals,

»  In making a decision regarding whether
to prescribe a psychotropic medication
in a specific child, the clinician should
carefully consider potential side effects,
including those that are uncemmon
but potencially severe, and evaluate the
overall benefit to risk ratio of pharma-
cotherapy.

*  Exceptin the case of an emergency,
informed consent should be obtained
from the appropriate party(s) before
beginning psychotropic medication,
Informed consent to treatment with
psychotropic medication entails diag-
nosis, expectecl benefits and risks of
treatment, including common side
effects, discussion of laboratory find-
ings, and uncommon but potentially
severe adverse events, Alternative
treatments, the risks associated with
no treatment, and the overall potential |
benefit to risk ratio of treatment should |
be discussed. ‘

*  Youth, as well as caregivers, should
be involved in decision-making about
treatment, in accordance with their

developmental level.

During the prescription of psychotro-
pic medication, the presence or absence
of medication side effects should be
documented in the child’s medical
record at each visit.

Appropriate monitoring of indices such
as height, weight, blood pressure, or
other laboratory findings should be
documented.

Monotherapy regimens for a given
disorder or specific target symptomms
should usually be tried before poly-
pharmacy regimens. While the goal is
to use as few psychotropic medications
as can be used to appropriately address
the child’s clinical status, it is recog-
nized that the presence of psychiatric
comorbidities may affect the number of
psychotropic medications that are pre-
sctibed. When polypharmacy regimens
are needed, It should occur in a system-
atic orderly process, accompanied by
on-poing monitering, evaluation, and
documentation. The treatment goal is
to minimize polypharmacy while maxi-
mizing therapeutic outcomes.

Medications should be initiated at the
lower end of the recommended dose
range and titrated carefully as needed.

Only one medication should be
changed at a time, unless a clinically
appropriate reason to do otherwise is
documented in the medical record.
(Note: starting a new medication and
beginning the dose taper of a current
medication is considered one medica-
tion change).

The use of “prn” or as needed prescrip-
tions is discouraged. If they are used,
the situacion indicating need for the
administration of a prn medication
should be clearly indicated as well as
the maximum number of prn doses in
a day and a week. The frequency of
administration should be monitored o
assure that these do not become regu-
larly scheduted medications.

The frequency of clinician follow-up
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with the patient should be appropriate
for the severity of the child’s condi-
tion and adequate to monitor response
to treatment, including: symptoms,
behavios, function, and potential medi-
cation side effects, At a minimum, a
child receiving psychotropic medica-
tion should be seen by the clinician at .
Eeast once CVEI'Y ﬂinety dﬂys-

*  The potential for emergent suicidal-
ity should be carefully evaluated and
monitored, particularly in depressed
children and adolescents as well as
thase initiating antidepressants, those
having a history of suicidal behavior
ot deliberate self-harm and those with
a history of anxiety or substance abuse
disorders.

*  If the prescribing clinician is not a
child psychiasrist, referral to or con-
sultation with a child psychiacrist, or
a general psychiacrist with significant
experience in treating children, should
oceur if the child’s clinical status has
not experienced meaningful improve-
ment within a timeframe that is appro-
priate for the child’s clinical response
and the medication regimen being
used.

*  Before adding additional psychotro-
pic medications to a regimen, the
child should be assessed for adequate
medication adherence, accuracy of the
diagnosis, the occurrence of comorbid
disorders {including substance abuse
and general medical disotders), and the
influence of psychosocial stressors.

= If a medication has not resulted in
improvement in a child’s tazger symp-
toms {or rating scale score), discontinue
that medicacion rather than adding a
second medication to it.

*  Ifamedication is being used ina’
child for a primary target symptom of
aggression associated with a DSM-5
nonpsychotic diagnosis (e.g., conduct
disorder, oppositional defiant disorder,
intezmittent explosive disorder), and
the behavior disturbance has been in
remission for six months, then seri-

¢ children.

¢ The PPWG guidelines emphasize consid-
¢ eration of multiple different factors when
I deciding an whether to prescribe psychotro- |
| pic medications to preschool-aged children.
- Such factars include the assessment and -

. diagnostic methods utilized in evaluating
. the child for psychiatric symptoms/illness,
. the current state of knowledge regarding the |

¢ impact of psychotropic medication use on | \ . .
; tmp psy P ¢ studies of the use of antipsychotics to treat

ous consideration should be given to
slow tapering and discontinnarion of
the medication. If the medication is
continued in this sicuation, the neces-
sity for continued treatment should
be evatuated and documented in the
medical record at a minimum of every
six months,

¢ The clinician should clearly document
care provided in the child’s medical
record, including history, mental status
assessment, physical findings (when
relevanc), impressions, adequate labora- !
tory monitoring specific to the drug(s)
prescribed at intervals tequited specific
to the prescribed drug and potential
known risks, medication response,
presence or absence of side effects,
treatment plan, and intended use of
prescribed medications.

Use of Psychotropic Medica-
tion in Preschool Age Children

The use of psychotropic medication in
young children of preschool ages is a prac-
tice that is limited by the lack of evidence
available for use of these agents in this age
group. The Preschool Psychopharmacology
Working Group (PPWG) published guide-
lines (Gleason 2007) summarizing available
evidence for use of psychotropic medica-
tions in this age group, The PPWG was
established in response to the clinical needs
of preschoolers being treated with psycho-
pharmacological agents and the absence of
systematic practice guidelines for this age
group, with its central purpose to attempt
to promote an evidence-based, informed,
and clinically sound approach when con-
sidering medicarions in preschool-aged

- childbood neurodevelopmental processes,
 the regulatory and ethical contexts of use of

psychotropic medications in small children
(including available safety information and
FDA status), and the existing evidence base
for use of psychotropic medication in pre-
school aged children.

The publication includes specific guidelines
and algorithm schematics developed by the
PPWG to help guide treatment decisions
for a number of psychiatric disorders that
may present in preschool-aged children,
inchsding Artention-Deficit Hyperactivity

Disorder, Disruptive Behavioral Disorders,
i Major Depressive Disorder, Bipolar

Disorder, Anxiety Disorders, Post-Traumatic
Stress Disorder, Obsessive-Compulsive \
Disorder, Pervasive Developmental

Disorders, and Primary Sleep Disorders.

The working group’s key points and guide-
lines are similar to the general principles
regarding the use of psychotropic medica-
tion in children already detailed in this
paper, However, the working group’s
algorithms put more emphasis on teeating
preschool-aged children with non-psycho-
pharmacological interventions (for up to 12
weels) before starting psychopharmacologi-
cal treatment, in an effort to be very cau-
tious in intreducing psychopharmacological
interventions to rapidly developing pre-
schoolers, The working group also empha-
sizes the need to assess parent functioning
and mental health needs, in addition to
training parents in evidence-based behavior
management, since parent behavior and
functioning can have a large impact on
behavior and symptoms in preschool-aged

children.

Therapeutic Controversies

| Antipsychotic selection

 Significant controversy exists regarding the
. use of 2nd generation versus 1st generation
 antipsychotics. Most of the data support-

. ing no difference in efficacy between these

¢ two groups of antipsychotics comes from

| studies conducted in chronically ill adults

with schizophrenia. Most of the controiled
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behavioral disordess in children have been
petformed with 2nd generation antipsy-
chotics, with the most evidence for rispeti-
done. The only study comparing a 1st gen-
eration antipsychotic versus 2nd generation
amtipsychotics in youth was conducted in
individuals with early onset schizophrenia.
The 1st generation agent used in this study

was molindone, an antipsychotic, no longer

on the marlket, that is known to be weight
neutral or cause weight loss in aduls. Ir is
unknown how the results of this study can
be extrapolated to the treatment of children
with other first generation ancipsychorics.

effect profiles, and side effects are the pri-
mary basis for individual medication choice,
Second generation antipsychotics are prone
to cause significant weight gain in many
children, but the risk for the development
of weight gain in youth varies significantly
among the 2nd generation agents. In a
systematic review (De Hert 2011} of 31
short-term randomized controlled trials
including 3593 vouth, the average weight
gain was olanzapine (3.78 kg, 3.4 weeks),
risperidone (2.37 kg, 7.5 weeks) quetiapine
(2.15 kg, 4.5 weeks), aripiprazole (1.04 kg,
G.1 weeks), and ziprasidone (0.49 kg, 5.3
weeks). Significant weight gain was moze
common in children with autistic disorder
who were younger and more likely first-
time antipsychotic users. In addition, the
most significant effects on ghucose and lip-
ids are associated with the 2nd generation
antipsychotics known 1o cause the largest
weight gain. Because of the risk of obesity
and metabolic dysfunction associated with
some of the 2nd generation antipsychortics,
particularly olanzapine, clinjcians should
consider being proactive and implement
diet counseling and exercise programs ac the
same time that antipsychotics are initiated.

First generation antipsychotics are prone

to causing extrapyramidal side eftects. In
particular, youth are especially susceptible
to developing acute dystonic reactions from

Lst generation antipsychotics. Similarly, 1st
8 By Y . suicidality (suicidal behavior and ideation)

for the development of tardive dyskinesia in  for ALL antidepressants used in individu-

chironically treated individuals. If antipsy-

generation antipsychotics pose a higher risk

chotics ate indicated, the clinician should
carefully evaluate the individual needs of
the child, actively engage the family in
decision-making, evaluate overall benefit to
risk ratio, and when indicated, choose the
antipsychotic that the clinician thinks will

be best tolerated by that child.

Dyychotrapic medication choice in acute masnia

. Traditionally, because of a lack of research,

'~ clinicians have used the same medications

to treat mania associated with bipolar dis-
order in children and adolescents as are
used in adults. Recendy studies addressing

Antipsychotics vary with regard to their side | the treatment of mania and mixed mania

in children and adelescents have been con-

ducted. The Treatment of Early Age Mania
(TEAM) study (Geller 2012) evaluated the

relative efficacy and tolerability of risperi-

. done, fithium, and divalproex in 279 medi-
¢ cation nafve children and adolescents with

either mania or mixed mania, Risperidone

© was superior in efficacy to either lithium

¢ of divalproex. The discontinuation rate

. was higher with lithium, suggesting better
| tolerability with risperidone. However, ris-

peridone did have significant adverse effects
including weight gain, BMI increase, and
hyperprolactinemia.

: Depression, Suicidality and Antidepressants

In Octeber 2003, the FDA released a public !

health advisory alerting health care profes-
sionals to reports of suicidality (suicidal
verbalizations and suicidal behaviors) in
clinical trials of antidepressants in pediatric
populations. These reports provided the
impetus for a FDA meta-analytic review of
short-term clinical trials of antidepressants
in children and adolescents. These analyses
involved review, assessment, and reclassifi-
cation of over 400 case descriptions. This
review ultimately resulted in findings of
an increased risk of suicidality during the
first few weeks of antidepressant treatment.
"The FDA responded by issuing a black

- box warning in October 2004. The black

. box warning describes an increased risk of

- als under the age of 18. The incidence of

- suicidal ideations and behaviors in these

September 2013

* pooled analyses was about 4% for those

. youth receiving antidepressants compared

. with 2% on placebo. It is imporrant to note
'~ that no completed suicides (i.e., deaths)

were reported in any of these trials.

- The mortality risk of depression is from

suicide. Other major suicide risk facrors
that should be assessed include: anxiety,
substance abuse, and conduct disorders, life
stressors (such as legal or disciplinaryfschool
problems), interpersonal losses, family and
peer discord, abuse, lack of support, poor

i interpersonal problem-solving ability, the
- tendency to respond with hostility or overt

aggression to frustration or stress, hopeless-

. ness and cognitive distortions. All youth
! with depression should be monitored care-
¢ fully for the potential presence of suicidal

thoughts or behaviors. This should oceur

at the time of injtial clinical assessment and
upon each visit follow-up until depression is
no longer present. Assessment of suicidal-
ity should include asking questions about
ideation and frequency, plans, intention,
means, and potential dangerousness. More
frequent visits, combined with follow-up
calls as necessary, should be considered
along with appropriate review of safety
plans. It is noteworthy that in one study,
the concomitant use of cognitive behavioral
therapy was shown to decrease the incidence
of suicidality associated with SSRI use.

- Stimulants and growth

Parents and caregivers are often concerned

~ about the possibility chat stimulants may
. adversely affect growth. This is larpely

related to the face that, at least shore term,
stimulants decrease appetite. Although

| dara from different studies are mixed,
* resulrs from the Multimodal Treatment of

ADHD (MTA) study, indicate that weight

i loss occurred during the first 3-4 months

. of treatment, but this was followed be a

‘3 resumption of weight increase. The rate of
. growth in height decreased by about 1-3

- cm/year over the first 1-3 years of medica-
: tion treatment. These decreases in height

. were only seen in the youth who were

- adherent with their stimulant medicacions.
- Although both advantages and disadvantag-
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es are associated with medication holidays
or vacations, this has been suggested as one
mechanism to minimize potential effects
on growth. It is questionable whether the
use of stimulants has any effect on wltimate
adult height(Swanson 2008; Vitello 2008)

Stimulants and cardiovascular side effects

Both stimulants and atomoxetine cause
small but statistically significant increases in
blood pressure and pulse rate. However, it
is unclear whether these changes are clini-
cally significant. Although case reports of
sudden death in children taking stimulants
have been reported, a causal link has not
been proven. A large cohort scudy using
data from a 5-state Medicaid database
[1999-2043] and the 14-state HealthCore
Integrated Research Database [2001-2006]
with 241,417 incident users found no
statistically significant difference between
incident users and nonusers in the rate of
sudden death, ventricular arrhythmia, or
death from any cause. One theory is that

underlying cardiac disorders such as serious |
structural abnormalities, cardiomyopathies, |
serious heart thythm disturbances, or other |
serious cardiac problems may place children |
at increased risk of sudden death when '
stimulants are administered. The clinician
should conduct a careful history of the ,
child and the family regarding potencial
heart problems. A thorough physical exam
should also be conducted. If the history
and physical provide suspicion of a cardiac |
problem, then an electrocardiogram should |
be considered before beginning a stimu- ‘
lant. Although not routinely required, if
the child has 2 known history of a cardiac
problem, then a cardiology consult should
be considered before beginning a stimulant-
(Cooper 2011, Correll 2011, Perrin 2008,
- Skellernan 2011).

Distinguishing between Levels
of Warnings Associated with
Medication Adverse Effects

Psychotropic medications have the potential |
for adverse effects, some that are treacment- |

limiting. Some adverse effects are detected

i their occurrence.

prior to marketing, and are included in

product labeling provided by the manufac- 5
turers, When looking at product labeling,
these adverse effects will be listed in the
“Warnings and Precautions” section. As

well, the “Adverse Reactions” section of the
product abeling will ouzline those adverse '
effects reported during clinical trials, as well ;
as those discovered duting post-markering
evaluation. Many tertiary drug information
resources also report information regarding
common adverse effects and precautions for
use with psychotropic medications. '

At times, post-tnarketing evaluation may
detect critical adverse effects associated :
with significant morbidity and mortal-

ity. The Food and Drug Administration
(FDA} may require manufacturers to revise
product labeling to indicaze these critical
adverse effects, If found to be particufarly
significant, these effects are demarcated by a
black box outlining the information at the
vety beginning of the product labeling, and
have, in turn, been named black box warn-
ings, Black box warnings are the strongest
warning required by the FDA. I is impor-
tant for clinicians to be familiar with all
medication adverse effects, including black
box warnings, in order to appropriately
monitor patients and minimize the risk of

The FDA has in recent years taken addi-
tional measures to try and help patients
avoid serious adverse events. New guides
called Medication Guides have been devel-
oped, and are specific to particular drugs
and drug classes. Medication Guides advise
patients and caregivers regarding pos-

sible adverse effects associated with classes

of medications, and include precautions
that they or healthcare providers may take
while taking/prescribing certain classes of

medications. FDA requires that Medication |

Guides be issued with certain prescribed
drugs and biological products when the
Agency determines that certain informa-
tion is necessary to prevent serious adverse
effects, that patient decision-making should
be informed by information about a known
serious side effect with a product, or when
patient adherence to ditections for the use
of a product are essential to its effectiveness.
During the drug distribution process, if a

Medication Guide has been developed for a

September 2013

certain class of medications, then one must
be provided with every new prescription
and refill of that medicarion.

Copies of the Medication Guides for psy-
chotropic medications can be accessed on
the FDA website at:

heep:/ rovww. fda. goviDirugs/DrugSafety!
ucm(8572%.hm

Usual Recommended Doses of
Common Psychotropic
Medications

The attached medication charts are intend-
ed ro reflect usnal doses and brief medica-
tion information for commonly used psy-
chotropic medications. The preferred drug
list of medications potentially prescribed for
foster children is the same as for all other
Texas Medicaid recipients.

These are intended to serve as a guide for
clinicians, The tables are not intended to
serve as comprehensive drug information
references or a substitute for sound clinical
judgment in the care of individual patients,
and individual patient circumstances may
dictate the need for the use of higher doses
in specific patients. In these cases, care-

ful documentation of the raticnale for the
higher dose should occur, and careful moni-
toring and documentation of response to
treatment should be observed.

Not all medications prescribed by clinicians
for psychiatric diagnoses in children and
adolescents are included below. However, in
general, medications not listed do not have
adequate efficacy and safety information
available to support a usual maximum dose
recommendation.

See Psychotropic Medication Tables
beginning on page 14.




Criteria Indicating Need for Further Review
of a Child’s Clinical Status

he following situations indicate a need for review of a patient’s clinical care. These parameters do not necessarily indi-
cate that treatment is inappropriate, but they do indicate a need for further review.

For a child being prescribed a psychotropic medication, any of the following suggests the need for additional review of a
patient’s clinical status:

1. Absence of a thorough assessment for the DSM-3 diagnosis{es) in the child’s medical record
2. Four (4) ar more psychotropic medications prescribed concomitantly (side effect medications are not included in this count)

3. Prescribing of:
*Two (2) or more concomitant stimulants *
*Two (2} or more concomitant alpha agonists
*Two (2) or more concomitant antidepressants
*Two (2) or mote concomitant antipsychotics

* Three (3) or more concomitant mood stabilizers

*The prescription of a long-acting stimulant and an immediate release stimulant of the same chemical entity (e.g., merhyl-
phenidate) does not constitute concornitant prescribing,

Note: When switching psychotropics, medication overlaps and cross taper should occur in a timely fashion, generally within 4
weeks.

4. The prescribed psychotropic medication is hot consistent with appropriate care for the patient’s diagnosed mental disorder or
with documented rarget symptoms usually associated with a therapeutic response to the medication prescribed.

5. Psychotropic polypharmacy (2 or more medications) for a given mental disorder is prescribed before utilizing psychotropic mono-
therapy.

6. The psychotropic medication dose exceeds usual recommended doses (FDA and/or literature based maximum dosages).

7. Psychotropic medications are prescribed for children of very young age, including children receiving the following medications with an
age of:
+ Stimulants: Less than three (3) years of age
» Alpha Agonists  Less than four {(4) years of age
* Antidepressants:  Less than four {(4) years of age
« Antipsychotics  Less than four (4) years of age
* Mood Stabilizers: Less than four (4) years of age

8. Prescribing by 2 primaty care provider who has not documented previous specialty training for a diagnosis other than the follow-
ing {unless recommended by a psychiatrist consultanc):

+ Attention Deficit Hyperactive Disorder (ADHD)
* Uncomplicated anxiety disorders

* Uncomplicated depression

9. Antipsychotic medication(s) prescribed continuously without appropriate monitoring of glucose and lipids at least every 6
months
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Stimulants (for treatment of ADHD)

f14]

S FDA:'ﬁ'pprovéd'I'\'I.'Ig;:(:i'r:hum"._ B e
2 Drug: cpInitial o N PR I B Black Box. |- - Warnings and - -
(rande | oosege sago'or ohiron and | senedule | irl it | ol
* Age 3-6 years: Approved for ch:ldrgn 3 years Cne to three
Adderalle | 25 mefday and older. times dail
. . +Age = 6 years: 40 mg/day y
Amphetamine mixed 510 myiday
salts* >50 k?j: 80 mg/
. x - ey
??1% Sm? d);ears. Appraoved for children 6 years
Adderall@XR gday and older: Once daily
+ Age 213 years: 30 mg/da
10 mg/day oay
+» Age 3-5 years:
) 2.5 mg/day
Dexedrine® i
0 . exedrnn “Age=6years: 5 | 50 kg 60 mg/ Appraved for chlldrt.an 6 years Once or bwica
extroamphetaming mg twice daily d and older: .
ay 40 mg/day daily
Dexedrine | +Age 26 years; §
Spansule® | mg/day » Sudden death in those
Approved for children 6 years with _pre-existing §t.ructurai
Lisdexamfetamine Vyvanse® 30 mg/day 70 mgfday and older; Once daily cardiac abrormalities
70 mgfday or other serious heart
problems
« Age 3-5 years:
2.5 mg twice + Abuse « Hvoertensi
o daily Cnetothres | potential ypertension
RIEIN® | . sge = & years: 5 times dail
ge = 1 years. Approved for children 6 years ¥ -
mg twice daily . * Psychiatric adverse avent
and older: « Sudden ¥
- 80 mg/day death and _
Ritalin®SR 20 mg/day + Age 3-5 years: 1-2Xdely | serious car- | " Long-term suppression
iy 22.5 mgfday ‘ diovascular | ©of growlh
Ritafin®LA 20 mgfday +>50 kg: Once daily | eyents
100 mg/day i ) « Tics
Meladate®ER 10 mg/day Appreved for children 6 years 2-3 X daily
and ofder:
Methylphen idate* Metadate®CD 10 ma/day 60 mg/day Once datly « Decreased appetite
i ica dai Approved for children 6 yoars | Oneto three .
Methylin® | & mg twice daily po Bt ¥ fimes daiy + Slesp disturbance
MethylinBER 10 mg/day 60 mg/day 2-3 X daily
Approved for children 6 years
and older:
Concerta® 18 mg/day 108 mgfday * Age 6-12 years: 54 mgiday Onee daily
+ Age 13-17 years: lesser of 72
mg/day or 2 mgflg/day
Approved for children & years
Daytrana®TD 10 mgfday 30 mgfday and clder: Onee daily
30 mg/day {largest patch)
Approved for children 6 years
Focalin® 2.5 mg twice daily and clder: Twice daity
. 20 mg/day
Dexmethylphenidate® 50 mg/day -
Approved for children 6 years
Focalin®XR 5 mg/day and older: Once daily
30 mg/day

* Generic available

* Ses the FDA approved product labeling for each medication for the full black box warnings.

* IR, immediate release; SR, sustained-release formulation; CD, combined immedizte release and exlended release; ER and XR, extended-release; LA, long-acting; T, transdermal
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Other ADHD Treatments

- I oo Literature fpp e Maximum
Drug '} Drug . Initial | Based - ‘--Dbséggﬁor Children and | .8
(generic) | _ Dosage | Maximum | TR G s
L G Dosage i ol RS e
« Severe liver injury
« Sericus cardiovascufar
events, including
sudden death, par-
tewlarly in those with
-cxisting structural
« Welght <70 kg: | pre-ossiing
0.5 mg/kgrday Approved for treatment of Si:lg;ﬂﬂrgn:::jg 22;&':?2:: grrogtig(:;s
Alomoxsting Lesser of 1.8 mg/kg ADHD {age 6-17 years): Once or twice .
Sirattera® ) or 100 mg/day Lesser of 1.4 mafkgiday or 100 mg/ daily None b e?ﬁ;'ﬁ:;‘fenésm . Lﬁfgiﬁ%’;‘:ﬁaﬂf&
+ Weight >70 kg: day ADHD + Psychiatric adverse
40 mg/day evenls
» Allergic Events
« Priapism
+ Long-term suppression
of growth
« Welght gain
+ Welght 27-40.5 kg:
+ Waight <45 kg: 0.2 mofday
Catepras® (IR) 0.05 mg/day «Weight 40.5-45 kg: | Net approved for treatment of ADHD Ona ta four
P < WelghL >45 k: 0.3 mafday in children and adolescents times dally Personal )
Cloniding* Welght >45 kg: ‘ _ and family + Hypotension
Dimatey | W45 g:04 cadovascular | N | L bragyoardia
history
+ Synoy
Approved for freatment of ADHD {age Onee or lwice , Syd IpefS I
Kapvay® (ER) 0.1 mg/day 0.4 mgfday 6-17 years): ; edation/Somnalence
daily
0.4 mg/day + Do not discontinue
« Weight 27-40.5 kg: sbruplly
« Weight <45 kg 2 mglday
Teex® (R) 0.5 myiday « Welght 40.5-45 kg: Not approved for hildren and One fo folr CAUTION IF
<Welght> 45kg: | 3 mgiday adolescents times daily Pff?“ﬁ ggﬂig‘%ﬂoms
inat d « Weight 45 kg: 4 and ramily
Guanfacing 1 mg/day gy ca]_d;?vtaswmr None (L BP)
istory
Approved for treatment of ADHD {age
Intuniv® (ER} 1 mygfday 4 myfday 6-17 years): Once daily
4 mgiday
Lesser of 6 mafkg/
Lesser of 3 mgf
: day or 300 mgfday One ta three
Wellbutrin® kg"dng,g;; 50 with no single dose fimes daily
>150 + Use i inati
Bupranion® 150 me Mol approved for children and None H;edilcombmatm with
e Weltbutrin®SR Same as above 400 mg/da adolescerts Dnce o twice
gy dafly Increased risk of
suicidal thinking § + Suicidal ideation
Wellbutrin®XL Same as above 450 mg/day Onee daify and ‘b‘eha‘vior
i#:]‘:ﬁa:gﬂ] + Activation of mania/
Approved for trealment of studies in hypomania
enuresis in children children and
L 1 mgfkar | L f 4 mgrkg/ zgge Eingdyearszggsserjsf " Pulse atbleacanls v :.r?werislzeizure
R f asser of 1 mgfkg esser of 4 mg/kg .5 mgtkg/day or 50 mg/day . " s major dapres- resha
Imipramine Tofanl® | oy or 25 mgiday | day or 200 mglday Age = 12 years: lesser of Twioe dally | - ECG sive disorcer
2.5 mgfkgday or 75 mgiday MDD and + Discontinuation syn-
Appraved treatment of ofher psychiatrlz | drome
depression = 12 years: 100 makday disorders
« Cautlon with cardiac
e L f 2 mg/ka/ Not d for child d Pul dacase
e asser of 2 mg/kg ot approved for ehildren an . + Pulse
Nartriptyline Pamelor® 0.5 mo/kg/day day or 100 my/day adolescents Twice daily L ECO
Norfrilen®

* Generic available

+IR, immediate release; SR, sustainad-release formulation; ER, extended-release; X1, extended-length
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Psychotropic Medication Utilization Parameters -

Antidepressants, SSRIs

+ Children: 10 mg/day

Not approved for children

Cilztopram® Celexa® » Adolescents: 20 mg/day 40 modey and adalescents
+ Age 6-17 years (auflsm): 2.5 ) CN':}}disgroved for
mg/day + Age 6-12 years: 20mg/day « Approved for treatment
Escitalopram* Lexapro® ‘ Ace 212 30 mod of MDD In adolescents
' Adj!jescents {MCD}: 10 90 2 14 years: S mgiday {age 12-17 years): 20
mg:day mafday
« Approved for treatment Crice dail
¥
f MDD 818
* Children; 5-10 mg/day ;)ears)' z(ggn?gfday
Fluoxetine* Prozac® 60/day \ Approlve d for treal
* Adolescents: 10 mgfday ment of OGD (age T-17
years); 60 mgiday
Paxi® « Children: Not recommenged | * Children: Not recommended
axi
+ Adolescents: 10 mg « Adolescents: 40 mg ]
Paroseline® Not approved for children
and adolescenls
+ Children: Mot recommended | + Children: Not recommended
Paxi®CR + Adolescents; 25 mg « Adolescents: 50 mg
Approved for treatment of
Luvox@ 25 mgfday + Age 8-11 years: 200 mg/day OCD (age 817 3lfears): Dally doses 50
Fiuvaxamine* * Ages &A1 years: 200 mg should be
! « Age 12-17 years; 300 mg/ mg/day divided
Luyox®CR 100 mg/day day + Ages 12-17 years: 300
my/day
"Egaiglzéefgfyggzz%";g’ Approved for treatment
Sertraline* Zolofl® maida ) 200 mg/day of OCD (age 6-17 years): Once dally
gicay 200 mgiday

« Pregnancy test
- as clinically
indicated

» Monitor for
emergence
of suicidal
idealion or
hehavior

+ Monitor weight
and growth

Increased the
risk compared
to placebe
of suicidat
{hinking and
behavior
{suicidality) in
children, ado-
lescents, and
young adults
in short-term
studies of
major depres-
sive disarder
(MDB} and
other psychi-
atric disorders

+ Use in combina-
fion with MACIs

» Suicidal ideation

+ Activation of
maniahypomania

* Discontinuation
syndrome

+ Abnormial bleed-
ing

« Weight lnss

+ Seratonin
Syndrame of
Neuroleptic
Malignant
Syndrome

* Interference with
cognitive and
motor perfor-
mance

+ Lowers seizure
threshold

+ Hypanalremla

* Generic available

+ CR, controlled-release

From Black Box Waming in product labeling: Patients of all ages who are started on antidepressant therapy should be monitored appropriately and observed closely for clinical
worsening, suicidality, or unusual changes in behavior, Families and caregivers should be advised of the need for close observation and communication with the prascriber. Both
patients and families should be encouraged to contact the cliniclan if depression worsens, the pafient demonstrates suicidal behavior or verbalizations, or if medication side effects
ocour, The appropriate ulilization of non-physician dinical personnel who ars knowledgeable of the patisnt pepulation can aid in increasing the frequency of contact between the clinic
and the patient/parent.
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Psychotropic Medication Utilization Parameters

Antidepressants, SNRIs

IR Two to . Preqnancy fest - as cIInicaEI¥ [ndicaled
Effezor pqe a7 | * Childron: 150 thres tines | * Monlorfor emargence of eiidal
Vi " ge = mg/day Net approved forchildren daily (deatiosl or behaviar "
‘enlafaxine years: 375 | | Adalascants: ant adolescants + Blood pressure during dosage thration
mg/day 375 me/da " Xk Onge dail and as clinically indicated
Effexor®XR graay ' Y1 Monltor weight and growth
+ Serum cholesters! [evels
Increased the
* Pragriancy last - as clinfcally indicated | sk comparad fo
« Children: - Chitdien: + Monitor for emergenca of sulcidat placebo of sui-
Insufficient Insufficlent Idsatfon or behaviar . cldal thinking and
Duloxetine Cymbalta® Tyidence Evidence Not approved for chifdren | Once or twice | ¢ Bloed pressure prior to initiating treat | behayior (suicid-
« Adolessents: and adolescents dally ment, during dosage titration and as allty) in children,
+ Adolescents: B0 majdey clinlcally Indicated adalescents, and
40 mgrday maiday * Hepatic function testing ~ beseline young adults
and as clinically indicated in shor-tarm
studies of major
« Pregnancy test— as clinlcally indicated (:depr?:rlsglg)dls‘d
. P « Monifor for emergence of suicidal crder an
+ Children: ' IChIJcér_e_n. ; ideation ar behavg\‘or other psychialric
Insfficient ESE iciEn + Blood pressure prior to initiating treat- disorders
Dosvenlafaxing Pristig® Fvidence vidence Not approved for children Once dally ment, during dosage litration and as
and adolescants clinizally incicated
+ Adolescente: | « Adolescents: d Hedpatlc flchtiﬁn .te;tingt; E baseline
and as clinically indicate
50 mfay 100 mgiday + Serum cholesteral and triglyceride
lavels

« Use in comblnation
with MAOls

+ Suicidal [deation

+ Abnormal bleeding

+ Severe skin reac-
tions

* Discantinuation
syndrome

« Activation of mania/
hypomania

* Hepatotaxicity

» Orhostatic hypoten-
sion and syncops

+ Serotonin Syndrome
or NeUroleptic
Malignant Syndrome

+ Seizures

« Elevated blood
pressure

+ Hyponatremia

* (Generic Avallabie

+ XR, extended-release

From Black Box Warning on package inserts: Patients of all ages who are started on antidepressant therapy should ke menitered appropriately and ohserved closely for clinical
waorsening, suicicality, or unusual changes in behaviar. Families and caregivers should be advised of the need for close observation and communication with the prescriber. Both
patients and families should be encouraged to contact the clinician if depression worsens, the patient demonstrates suicidal behavior ar verbalizations, or if medication side effects
ocour. The appropriate utilization of non-physician clinica! personnel who are knowledgeable of the patient population can aid in increasing the frequency of contact between the glinic
and the patient/parent.
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Psychotrapic Medication Utilization Parameters —— .

Antipsychotics: Second Generation (Atypical)

+ Approved for freatment of
Bipolar Manla or Mixed
. Episodes {age 10-17
* Chidren: 13 my/day years) and Schizephrenia
Arlpiprazole Abilify® 2 mg/day + Adolescents: 30 mg! {13-17 years}: 30 mafiay Once daily
day + Approved for lreatment of
irritabilily associaled with
Alltistic Disorder (age
617 years). 15 mglday
+ Age < 9 years: : + Approved for treatment of
Seroquel® | p595mg | * Age < 9years 400 Bipolar Mania (age 1017
Quetiapine” day mg/day years): 600 mgiday Two to three
< Age 1017 . X . + Approved for treatment times daily
Seroqual®R | yaare: 50mg! g%?é?,w years: 800 of Schizophrenia (1317
orand only) | Gz years}: 800 mg/day
+ Age < 6 years:
1.25 mgiday Approved for treatment
+ Age 6-12 . ) of Bipolar Mania or
- years; 2.5 mg | Chioren125melday | ok o des and .
Olanzapine Zyprexa® day ] Schizophrenla {age 13-17 Onee daily
Chge=13 Adnlescents: 20 mg/day yaars):
years: 2.5-5 20 mgiday
mglday
+ Approved for treatment
R of Schizophrenia (age
ghl[g{]eﬁg, 0.5 13-17 years) and Bipolar
o . Chi . Mania or Mixed Episodas
A . mgldayl Ghitdren: 3 mgiday {age 10-17 years). & Ongce or fwice
Risperidane Risperdal® a»20kg: 0.5 maiday daiy
mglday + Adolescents: 6 mg/day | | Approved for treatment
* pdolestents of iitabilly associated
o mgiday with autistic disarder {age
5-16 yaars): 3 mglday
+ Childran: 150-300
Clozadi® | » Childsen: 6.25- | M/day
12.5 mgfday + Adolescents: 600
cl e Fazaclo® mg/day Not approved for children | Once or twice
ozaping {oral dis- | * Adolescents: and adalescents daily
integrating 6.25-25 mgf Ta "
rget serum clozapine
tablet day laval of 350 ngimL for
oplimal efficacy
Insufficient
Assnapin evidence; noth-
N . Insufficient evi- - . Not approved for children ing by mouth
(sublingual) Saphris@ dence insufficient evidence and adolescents for 10 minutes
after sublingua!
‘ adminig-tration
. Insufficient ; ; Not approved for chidren Insufficient
lloperidone Fanapt® Evidance Insufficlent evidence and adolescents Evidence
I + Children: Insufficlent Approvad for trealment of
* Children; avidence Schizonhrenia {age 12-17
Insuffictent + Adolescents: years):
Paliperidone Invega® evidence o Weight < 51 kg: 6 + Weight < 51 kg: 6 mg/ Once dally
' . mg/day day
Adolesoents: 3 | Weight = 51 kg: 12 | » Welght= 51 kg: 12
mgfday
mglday mg/day
+ Biolar « Bipolar Disorder
Disorder (age | ~ Weight = 45 kg: 80 .
1047 years) mo/day Not approved for children e\flgilgﬁcr‘g!etr;tke
Ziprasidcns® Geodan® 20 myiday + Weight > 45 kg: 160 a?w% adolescents with 500 cala-
* Tourette's mgfday fie meal
Lisardar: 5 » Tourette's Disorder: 40
mg/day ma/day
Insufficient
Insufficlent " ‘ Mot approved for childran | evidence; take
Lurasidene Laluda® Evidence Insufficient evidence and adolescants with >350
calorie meal

.

Easting plasma glucose
level or hemaoglobin Alc —
at baseline, at 3 months,
then every & months.

Lipid scresning [total
cholesterol, low-and high-
density fipoprotein (LDL
and HDL} cholesterel, and
triglycarides)-al baseling,
at 3 months, then every §
months.

LB as indlcated by
guidelings approved by
the FDA In the product
labeling.

Pregnancy test — as clini-
cally indicated

Blood presstire, pulse rate.
heiabt, weloht and BMI
measurement - when a
new antipsychotic is initi-
ated and at svary visit

Sexual function inguiry

- Inquire yearly for evi-
dence of galactorthea!
gynecomastia, menstrual
disturbance, libido dis-
turbance or erectile/
ejaculalory disturbances
in males {Priapism has
been reported with
lloperidene, Risperidone
and Ziprasidone). This
inquiry should be done at
each visit (quarierly for
inpatients) for the first 12
months after starting an
anlipsychetic or untll the
medicalion dose s stable
ard then yearly.

EPS evalualion (examina-
tion for rigidity, fremor,
akalhisia) — before Initia-
tion of any antipsycholic
medication, then weakly
for the first 2 weeks after
initiating treatment with
a new antipsychotic or
until the dose has baen
stabllized and waekly

jor 2 weeks after a dose
Increase,

Tardive Dvskinesia evalu-
ation - every 12 months.
For high risk patients
{including the elderfy),
avery & months..

- Vision guestionnglrg — ask

whether the patient has
experlenced & change

In vision and should
specifically ask about
distance vision and blurry
vision-yearly. {Cataracts
have been rspored for
Quistaping)

EKG - Baseline and as
clinically indicated

{QTe prolongation
reported for Asenapine,
Clozapine, Hoperidene,
Paliperidone, Quistaping
and Ziprasidone}

Not approved
for depression
In under age
18, Increased
the risk of svui-
cidal thinking
and behavior
in short-term
studies in
children and
adolescents
with major
depressive
dlsorder and
oliver psychiak
tie disorders

Nong ralated

to youth
« Neuroleptic Malignant
Syndrome
+ Tardive Dyskinesia
+ Hyperglycemia and
None related Diabetes Mallitus
to youth
« Weight gain
« Dyslipidemia
+ Orthostalic Hypotensicn
+ Risk of iife
{hrealening « Leukopenia, neutrope-
agranulocy- nia, and agranulacytosis
{osis
+ Seizures « Lowers seiztire
+ Myocarditis threshold
+ Other
adverse car- | * pognitive and motor
diovaseular impairment
and respira- .
tory effects | * Hyperthermia
+ Dysphagia

« Hyparprolactinemia
{Except nol reported
with Aripiprazole,
Clozapine, and

Nane refated
fo youth

Asenaping)
None related

Lo youth « Extrapyramidal side

effecls

Nene related
to youth

None related
lo youlh

None related
to youth

* Generic available
+ XR, extended-release

e
o
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Psychotropic Medication Utilization Parameters —-mm

Antipsychotics: First Generation (Typical)

+ Age > 6 months:

Approved for treatment of severe
behavioral problems

(.25 mg/lb every + Age < 5 years: 40 {age & menths-12 years)
4-6 hours, as mg/day + Outpatient Children: 0.556 mg/kg
[ : needed + Age 5-12 years: 75 | every 4-6 hours, as needed Onetosix | None related to
Chlorpremazing Therazine® mg/day + Inpatient Children; 500 mg/day times daily youth
+ Adolescents: 10-25 | « Age > 12 years;
ma/dose every 4-6 800 mg/day Approved for the management
hours of manifestations of Psychotic
Discrders (age > 12 years), 1 g/day
+ Children: 0.15 mg/ Approved for treatment of Psychctic
kgy/day Disorders, Tourette's Disorder, and
* Ags 3-12 years, + Adolescents severe bebavioral problems (age
(15 - 40 kg): 0.025- | o Acute agitation: | =3 years):
Haloperidol* Haloe | 05 Mokaday 15 mg/dose * Psychosis: 015 mokg/day One to three | None relzted to
P o Pgychosis: 15 + Tourette's Disorder and severe times daily youth
+ Age 213 years: 1 mgfday hehavioral problems: 0.075 mg/
mg/day o Tourette's kg/day
Disorder: 15 mg/ |+ Severely disturbed children: 6 mg/
day day
« Chifdren: insuf-
ficient evidence
+ Adolescents: o Childan: Approved for freatment of psychotic
o Oufpatient 4-8 i?ggg[e;\.;i:ir:asnlf:z disorders (ege =12 years) Two to four | None related to
Parphenazine’ | - Trlafon® dma%;“"*‘* Hmes | . Adolescents: 54 | + Outpetient: 24 myiday times daly youth
olnpatient: 816 | ™93 + Inpatient: 64 mo/day
mg twice fo four
times daily
+ Age 7-12 years:
lasser of & mg/day | Approved for ireatment of Tourette's
. or 0.2 mgikg/day Disorder
Pimozide Orap® Age 27%7;;3, 005 1, Age =12 years: {age =12 years}. t\gggiigirly Noney:ig:ed to
Lesser of 10 mg/ Lesser of 10 mgiday or 0.2 mg/
day or 0.2 mg/ kgiday
kgiday

« Tardive Dyskinesta

* Neuroleptic
Malignant
Syndrome

+ Leukopenia,
neutropenie, and
agranulocytosis

* Drowsiness

» Crithostatic hypo-
fension

+ EKG changes

+ Extrapyramidal
symptoms

+ Ocular changes
+ Hyperprelactinemia

« Anticholinergfc
effects {constipa-
tion, dry mouth,
blurred vision, uri-
nary retention)

+ Anfiemetic effect
{Reported in
Chlorpromazine
and Perphenazine}

* Generic avaliable
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Mood Stabilizers

Age <G years: 35 Approved for " Sevans-Jofnson
+ Age < 6 years: . * Age <t years: i i Syndrome
CoDER | 1850 mygiday | 95 Bearsi 35 | iy teetment of Seizure | 1°7 “Sevens |+ Aplasiic anemia
kgl | mgikgi ‘ i plast
mgkg/ay Disorders + HLA-B*1502 Allele (risk Johnson + Suicidality
« Ages 6-12 years: g in 2” ages Two o of §J5} Syndrome « Teratogenicity
@ | Ase 812 years: |, . 800 mgiday *Age < b years: \wo to four 4 + Neutropenia
Carbamazepine® Tegreto 10 mg/kg/day or %&%gﬁ%y’%‘f‘ 33 mgfkgiday times daily Fregnancy test « Aplastic + Hyponatramia
200 my/day 0E3Y 1. pge 1215 years: ) . Anemiafgranu- |+ Induces metabolism
1000 mg/day ' ﬁgguﬁ;gﬁfér:; re: CBC locylosis of ltself and some
« Age >12 years: 800- ‘ + Eleclrolytes aler drugs
Tegretol®XR |* Age >12yaars:  |* 450l v Age >15 vears: |+ Age »15 years: Twice daily * Decreased efficacy of
400 mgfday 1200 mgiday 1200 mg/day svratlhgontrai:ep,lwes
+ Withdrawal saizures
+ Hepatotoxlcity
Approved for treal- » Pancreatitls
ment of Seizure ) . + Urea cycle disorders
. Disorders (age = 10 + Chamistry Panal + Hepatotaxicily . Toratogenicity
erum level: 125 years) . . . .. * Suicidal ideation
DVaPIoSK | popatote® | 1015 mykgidey | 30-50 mgkgiday Hainl, of , Ore o e | C5C (Wil patelts) Teraloganly. 1. Thrombacyloperie
Sodium* P 60 mgfkg/day Maximum dose fimes dally || rrg « Pancreatitls + Hyperammonemiz
based 1:)3[0;'1 serum ' Ig?tlijl‘!‘it-organﬁhypersen-
: . y reaction
50-100 pg/mt, or 60 Fregnancy test + Withdrawal seizures
mglkglday + Polycystic ovaries
* Neutropenia
* Toxicily above thera-
; peutic serum levels
e Children: Lesser + Chomisty Pansl " Chroric renal func-
gf 15-2%};5?9*9/ Approved for treat- + GBC {with platelats) . gc;:;:;?;??i?;sg}iems;
ay or 120mg ; ment of manic . Craatini those with significant
Fskelih@CR | Bwice per day bggzg 33{'#5 isrg?gr[n episodes and main- ferum reatinine re?lal or card?(;lvascuA
. tenance of Bipolar +LFTs i lar di ) "
_— ‘ lavel Berum level: 1.2 | fpo e taga =12 | Onetofour Toxllty above f;b”';gg‘usﬁ gg;e_e
Lithiur + Adolescents: mEgiL, or eard) {imes daily |* Pregnancy test therapeuiic N , deny:
Lesser of 15-20 Serum level 1800 g ¥ Y serum levels gfeal;ggégf suditam
Qg!?:{:grpg?%ay 0.6-1.2 mEgiL Meximum dose + ECG _ . Pcﬂmria
based upoa serum + Blood for fithium serum + Tremor
Lithobid®(ER) level: 1.2 mEg/l. levels should be drawn « Diarthea
10-12 hours after the last N
dose. » Nausea
+ Hypothyroidism
- Teralogenicity
Chidren * l?errnalalugical Teac-
+ Monotherapy: tigns
. W4[E\7{5i mg.’[kg,'day + Patential Stevens-
1'73 n-?r,ljéo?d:' Approved for adjunc- Johnson Syndrome
+ Wity Valocte and five therapy for * Multi-orgen
« Childem: 5-6 EIAEDSiI Selzure D_isorders: Hypersensitvily
‘ 1-5 mofkalday Age 212 400 mg/ reaclions and organ
mg/day ¢ gt d :
* Wilh EIAED's: i failure
516 m fkglda Age >12; 500 mg/day ) Serlous .
Lamotrighne* | Lamictal® ‘ 9 i ‘ Onoe or twice rashes including |+ Blood dyscrasias
+ Adolesoents: 25 Adolescents Safely and effective- daily Stevens-Johnson [, o coiovicoation
mgiday (increase |+ Monotherapy: ness for {reatment syndrome
by 25 mg every 2 905375 g}: da of Bipolar Disorder « Aseptic meningitis
wesks) i 9 day In patients younger ) _
+ With Valoroate: than 18 years had « Cancomiiant use wilh
100-200 mg/day not neen eslablisied orel contracepfives
* With Valproate and increases lamotrigine
E%IEZ}%‘&;DE: . clearance
Wi S « Withdrawal seizures
300-500 mg/day
* Hyponatremia
Monotherapy + Anaphylactic reac-
2(15?253% ?(n weight): tions and angio-
. Skg: edema
600-900 mgfday Approved for treaf- + Patients wilh a past
+25-3491kg: « Children: mant of Seizure history of hypersen-
900-1200 mgiday | 60 mf/day or | Disorcers as mono- + CBC shily reaction to
. 35ég i 5%10 /d e fher)apy (aged; 4 + Electrolytes gart‘)amac;’zepine; o
* ; . mgiday years), or as adunc- : f + Serious dermatologi-
Oxgarbazepine®{  Trileptal® 8-10 mgfkgiday |, 45499 kg dive tharapy in (age = Twice daily - . cal reaclions
1200 1500 mgfday | Adolescents: 2 years): regnancy fes « Withdrawal seizures
« 50-59.9 kg 60 mahkgiday or | 6o mgikgiday or + Cognitive/neuro-
12001800 mofday | 2190 mgiday 1800 mgiday psychiatric adverse
+ 50-69.9 kg evenls
1200-2100 mgfday + Multi-organ hyper-
= 270 kg: sansitivity
1500-2100 mg/day + Hematologic evenls

* Generic Available
+EIAED's - Enzyme Inducing Anti-Epileptic Drugs (e.g. Carbamazepine, Phenoberbital, Phenytcin, Primidone)
+ER and XR, extended-release; CR, controfled release
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Sedatives/Hypnotics

. : " FDAApproved | _ G
Drig {generic) | o  schodlo recatiions
Y 95 , + Drowsiness
» Age 35 years: ":%37 Ibe: 125 + Dizzlness
6.25-12,5 mg * Dy mouth
(imghkgmaxy | * ?349 Is: Approved for treatmant of + Nausea
Dlphenhydramine® . . mg insemra fage =12 years): : + Nervousness
Benadryl® '?39552'51 %nyears. « 5199 Ibs: 50 mg at bedtime Qnee at bediime + Blurred vision
A " . E 25 mg ' E[mir&lshedlmentaf aleriness
+Age 22years | | , + Paradoxical excitation
25.50 mg ;100 lbs: 50 « Respiratory disease
d + Hypersansitivity reactions
* Serotonin Syndrome
+ Neuroleptic Malignant Syndrame
Increased the rigk ' ngziﬁ;?gglt?:ﬂm wia MAOIs
. compared to placebo + Bt . .
Chlden; + Chidren of sulcidal kg ang | * ACVVEtlen of MenieMypormania
gi{léfﬂﬂfem Ezs‘g’rﬂclent hehavior (Suidaliy In [ 7, =0 ARE din); ¢
Trazodone® vicence vidence Net approved for children or children, adofescents, . ; A
Desyrel® adolescents Once at bedtime and young adulls in g};’a%rulongaﬁan and risk of sudden
v Adolescents: « Adolescents: short-erm studles . ) '
25 g 100 mg/day of major depressive ;)yr::;zsfhc hypotension and
dieorder (MOD) anc other | SFHFE
psychiatric disordare - Piia p{;"; seding
+ Hypenatremia
+ Cognitive and motor impairment
+ Psychiatric/iphysical dsorder
« Abnormal thinking end behavior
insufficient Insufficient Not approved for children or changes
Eszaplcione Lunesta® Evidence evidence adolescents Onos at bedtime * Withdrawal sffects
+ Drug abuse and dependance
* Tolerance
Ao 36 « Age 3-6 years:
*Age sbyears: 1 Lesserof 0.15 .
0.5mg mg/kg or 3 mg Sedallon
Melatonin « Age 26 years: Not FDA approved Once at bedtime \
+ Age 25 yesrs: Lesser of gd;ye;dﬁéﬁly affect gonadal
img 0.18mglkg or p
g
+ Hypersensitivity reactions
« Need to evaluals for co-morbid
diagnoses
Insufficient Insufficlant Mot approved for children or Insufficlent + Abnormal thinkIng and behavloral
Ramekeon Rezerem® Evidance avidence adolescents Evidence changes
+ GNG depression
+ Decreased testosterone
+ Hyperprolactinemia
Approved for treatment of anxdety
« Age 36 years: and tenshn: + Drowslness
s Age 3-6 25 mgfday + Age <6 years: 50 malday + Dry mouth
years. 25 mg . g + Age 2 6 years: 50-100 mg/day . "
Hydroxyzine* Vistarl® Age b ;‘g Onee al bedtime Invaluntary motar activty
« Age 26 years: years: oV my Approved as a sedative when + Blurred vision, dizziness, diminished
50mg +Age>12 used as a premedication and mental aleriness
years: 100 mg following general anesthesia: + Paradoxical excitation
0.6 mgikg

* Generic Available

* Maximum doses for the sedative/hypnotics are based upon night time doses to induce sleep in a child with severe insomnia.

Use of zolpidem in pediatric patients: Safety and effectiveness of zalpidem have not been established in pediatric patients. In an 8-waek study in padiatric patients (aged 6-17 ysars)
with insomnia associated with ADHD, zclpidem cid not decrease sleep latency compared fo placebe. Hallucinations were reported in 7.4% of the pediatric patients who received zolpl-

dem; none of the pediatric patients who recaived placebo reported hallucinations
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Glossary

BMI = Body Mass Index, A measure of body fat based upon height and weight.

CBC = Complete blood count. Lab test used to monitor for abnormalities in blood cells, e.g., for anemia.

Sernm creatinine = A lab tesr used to calculate an estimate of kidney function.

ECG = Electrocardiogram

EEG = Electroencephalogram

EPS = Excrapytamidal side effects. These are adverse effects upon movement, including stiffness, tremor, and severe muscle spasm
FDA = U.S. Food ard Drug Administration

Hemoglobin Alc = A laboratory measurement of the amount of glucose in the hemoglobin of the red blood cells. Provides a measure of
average glucose over the previous 3 months,

LFTs = Liver funcrion tests

MAOTs = Monoamine Oxidase Inhibitors

MRI = Magnetic resonance imaging

PRN = as needed

Prolactin = A hormone produced by the pituirary gland

TFTs = Thyroid Function Tests
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Psychopharmacological Treatment for Very Young
Children: Contexts and Guidelines
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ABSTRACT
Systematic research and practice guidelines addressing preschool psychopharmacological treatment in very young

children are limited, despite evidence of increasing clinical use of medications in this population. The Preschool
Psychopharmacology Working Group (PPWG) was developed to review existing literature relevant to preschool
psychopharmacalogy treatment and to develop treatment recommendations 1o guide clinicians considering psychophar-
macological treatment in very young children. This article reviews tha develoepmental considerations related to preschool
psychopharmacological treatment, presents current evidence bases for specific disorders in early childhood, and
describes the recommended algorithms for medication use. The purpose of this effort is to promote responsible tfreatment
of young children, recognizing that this will sometimes involve the use of medications. J Am. Acad. Child Adolesc.
Psychiatry, 2007;46(12).1532-1572. Key Words: preschool, treatment, psychopharmacology.

In 2000 the American Academy of Child and
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related to preschool psychopharmacological research
{Greenhill et al., 2003). The group recommended the
development of guidelines for the pharmacological
treatment of preschoolers with psychiaeric disorders.
Where randomized controlled data were not available,
the group recommended that guidelines be derived
from clinical experience and community standards. To
date, our field lacks these guidelines. Thus, clinicians
and families face a delicate balancing process, weighing
the risks of medications with the tisks of not intervening
in complex clinical situations that are resistant to
nonpharmacological interventions. The risks associared
with psychiatric disorders are. not insignificant; pre-
school psychiatric disorders can be associated with child
care expulsion, inability to participate in family
activities, impaired peer relationships, high-risk beha-
viors (Byrne et al,, 2003; Egger and Angold, 2000;
Gilliam, 2005), and future mental health problems
(e.g., Lavigne et al., 1998).

WORKING GROUP METHODS

The Preschool Psychopharmacology Working
Group (PPWG) was established in response to the
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clinical needs of preschoolets being treated with
psychopharmacological agents and the absence of
systematic practice guidelines for this age group. The
central aim of this working group is to develop best
practice algorithms for the use of psychopharmacolog-
ical agents in preschool children based upon literarure
review, clinical experience, and expert consensus. This
discussion of psychopharmacological treatment of
severely impaired young children is provided as an
atternpt to promote an evidence-informed, clinically
sound approach to considering medications in this age
group. It is not intended to promote the use of
medications. We anticipate that application of these
algorithms will result in a reduction in the use of
psychopharmacological agents for young children. The
working group includes professionals with expertise in
early childhood psychiatric disorders, psychopharma-
cology, general and behavioral pediatrics, clinical
psychology, and neurodevelopmental processes.

The working group has met in person and reviewed
material via multiple conference calls and e-mail com-
munication. Articles were identified through PubMed
and PsycINFO searches for the period 1990-2007 using
the search terms “preschool,” “psychopharmacology,”
“medications,” ““childhood,” “stimulants,” “anti-
depressants,” “SSRI,” “neuroleptic,” “antipsychotic,”
“mood stabilizer,” “ADHD,” “depression,” “anxiety,”
“QCD,” "PTSD,” “sleep disorder,” “‘insomnia,”
“agoression,” “DBD,” “conduct disorder,” “opposi-
tional defiant disorder,” “bipolar disorder,” “safety,” and
“prescribing.” We reviewed all of the identified preschool
psychopharmacology publications as were relevant.
Because of the important influence of older child and
adolescent data on prescribing for preschool children, we
also reviewed the highest level of evidence in older children.

The group developed treatment algorithms to guide
psychopharmacological treatment of preschool psychia-
tric disorders using the systematic literature review,
survey tesponses {rom practicing clinicians (unpub-
lished PPWG survey}, and the research and clinical
expertise of the working group. The algorithms are not
intended to suggest certainty where none exists. Fach
step of the algorithm is labeled with the level of
evidence that supports the step to allow clinicians to
consider systematic approaches to treatment, to be
awate of dara as well as extant gaps in evidence base, and
to understand the basis for recommendations. The
algorithms that were developed represent the group’s

MEDICATION TREATMENT IN PRESCHOGOLERS

best attempt to integrate data and clinical experience;
however, dinicians may determine that an alternative
approach is indicated in a particular clinical situation.

Algorithms can facilitate clinical decisions by
explicidy identifying clinical decision points, defining
strategic (what to do) and tactical (how w do it)
processes (Emslie et al., 2004b). They are intended to
be user-friendly and reduce unnecessary variance in
clinical practice patterns. Algorithm implementation,
study of clinical outcomes, and a growing research base
will guide future changes in treatment recommenda-

tions (Gilbert et al., 1998},

OVERVIEW OF PRESCRIBING PRACTICES

Of preschoolers with psychiatric disorders, only a
small proportion are referred for mental health
treatment, and the primary treatment modality for
most very young children is psychotherapeutic rather
than psychopharmacological (AACAP, 1997b; Egger
and Angold, 20006; Lavigne et al., 1993). Studies using
varied methods yielded estimates that 3 to 9/1,000 U.S.
preschoolers received prescripdons for psychotropic
medications in the 1990s (DeBar et al., 2003; Zito
et al, 2000). Rates of stimulants and o-agonist
prescriptions increased dramatically between 1991 and
1995 in Medicaid populations (Zito et al., 2000). From
19911995, prescription rates for Medicaid-enrolled
preschoolers approximately doubled, with the most
notable increases in atypical antipsychotic and anti-
depressant use, with stable rates of stimulant prescrip-
tions (Cooper et al., 2004; Patel et al., 2005; Zito et al.,
2007; Zuvekas et al.,, 2006). These population-based
studies do not link the prescription with clinical
information, and it is possible that some prescriptions
written for infants or very young children may, in fact, be
intended to treat uninsured parents.

In addition, these studies do not examine complemen-
tary and alternative medication (CAM) use. Ina survey of
parents in an emergency room {mean age 5.3 years; i =
103), 16% of parents reported giving their child a CAM
agent for relaxation (Lanski et al., 2003). Although the
details of the use of CAM in preschoolers are beyond the
scope of this article, CAM is a factor in preschoolers’
exposure to psychotropic agents (Chan, 2002).

A few studies have examined patterns of prescriptions
for children with psychiatric diagnoses. Across a variety
of populations including community, HMO, and
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Medicaid, the majority of prescriptions written for
preschoolers are for stimulants (DeBar et al., 2003;
Luby et al., 2007; Zito et al., 2007). In an HMO
population including 743 preschoolets with emotional

or behavioral problems, 16% (» = 120) of diagnosed

children received psychopharmacological treatment,
most commonly monotherapy with a stimulant
(DeBar et al., 2003). In chis study, stimulant use was
dearly linked to attention-deficit/hyperactivity disorder
{ADHD) and a-agonists to sleep and aggression. The
authors could pot discern an association between
antidepressant use and diagnoses or symptoms. In a
community sample, Luby et al. (2007) teported that
12% (17/123) of preschoolers with a DSM-TV diagnosis
had received medication for at least 1 month. In both
studies, slightly less than 80% of preschoolers who
received psychopharmacological treatment also received
psychotherapy. A total of 33% of the community
sample and 74% of the HMO sample received their

prescription from a primary care provider. In higher -

risk populations, such as medically complex toddlers
with ADHD and psychiatrically hospitalized young
children, reports describe higher rates of psychophar-
macological treatment (57%—79%) and more prevalent
use of more than one medication (Pathak et al., 2004;
Rappley et al., 1999; Rappley et al.,, 2002).

Taken rogether, these carly studies of preschool psy-
chopharmacological practice suggest that the majority of
preschoolers with mental heath problems do not receive
psychopharmacological treatment. Access to other
mental health services appears variable. Prescription
patterns support the value of clearly defined treatment
recommendations for rational use of medications.

SPECIAL CONTEXTS OF PRESCHOOL
PSYCHOPHARMACOLOGY

Treatment decisions involving young children include
consideration of developmentally specific assessments
and diagnosis, attention to neurodevelopmental and
ethical factors, and the existing evidence base.

Assessment

Although a comprehensive discussion of assessment
in preschool children is beyond the scope of this article,
a comprehensive, developmentally sensitive, and con-
textually relevant assessment is z prerequisite to
consideration of treatment. A number of resources

can be used to guide this process (AACAP, 1997b;
Carter et al., 2004; DelCarmen-Wiggins and Carter,
2004; Zeanah et al, 2000). An assessment of a
preschooler includes multiple appointments, uses
multiple informants, and usually occurs within the
context of a multdisciplinary team. A preschool
psychiatric evaluation should address a child’s emo-
tional and behavioral symptoms, relationship patterns,
medical history, developmental history and status, as
well as parental and other environmental stressors and
supports (e.g., Egger et al,, 2006a). In addition, early
childhood development is particularly sensitive to the
quality of the caregiver—child relationship, as well as
family, child care, community, and cultural contexts,
which may influence the clinical presentation, case
formulation, and treatment plan (e.g., Seifer et al,,
2001; Zeanah et al., 1997).

Structured, validated approaches to preschool
psychiatric assessments can enhance the information
obtained in an assessment. These approaches include
brief parent report questionnaires focused on child
symptomatology, such as the Infant-Toddler Social
Emotional Assessment (Briggs-Gowan, 1998) or the
Child Behavior Checklist 145 (Achenbach and
Rescorla, 2000), diagnostic interviews including the
Preschool Age DPsychiatric Assessment (Egger et al.,
2006b), and structured observations of parent—child
interactions, such as the Clinical Problem Solving
Procedure (Crowell and Fleischmann, 2000},

A comprehensive preschool psychiatric assessment is
impractical in a primary care sctting, where many
children receive their prescriptions (DeBar et al., 2003;
Goodwin et al., 2001). In any sctting, a rational
preschool treatment plan must be founded upon an
adequate history and mental status examination that
allow a reasonable biopsychosocial formularion. For a
primary care prescriber, multiple appointments, collec-
tion of collateral information from other caregivers, and
consultation with the child’s mental health specialist
provide the foundation for treatment decisions while
allowing a primary care provider to practice within the
scope of his or her knowledge.

Diagnosis

In clinical practice psychiatric diagnosis generally
drives treatment planning. Applying diagnoses can
facilitate the clinical application of research findings
focused on that diagnosis and can pravide a common
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language to describe complex clinical syndromes. In
clinical practice, most but not all impaired preschoolers
will meet full criteria for a diagnosis {Keenan et al,
1997). For those who do pot, applying standard
nosologies and recognizing subthreshold disorders can
focus treatment planning,’

Two diagnostically sensitive nosologies have been
developed to address concerns abour the DSM-IV’s
lack of attention to young childeen: the Research
Diagnostic Criteria: Preschool Age (AACAP Task
Force on Research Diagnostic Criteria: Infancy Pre-
school Age, 2003) and the Diagnostic Criteria: 0—3R
(Zero to Three Diagnostic Classification Task Force,
2005). The Research Diagnostic Criteria: Preschool
Age are developmentally sensitive, evidence-informed
modifications of the DSM-IV criteria intended to
introduce reliability into the assignment of diagnoses to
preschoolers, particularly in the research setting, The
recently revised Diagnostic Criteria: 0—3R also address
developmentally specific clinical presentations of men-
tal health problems, focused primarily on infants and
toddlers and their refationships with caregivers.

Overall, using developmentally sensitive criteria,
psychiatric disorders can be reliably assessed in children
as young as 2 years old (Egger et al., 2006b). Empirical
support for specific preschool diagnoses is somewhat
variable. Some disorders, including major depressive
disorder (Luby et al., 20034; Luby et al., 2003b; Luby
et al., 2003¢; Luby et al., 2004b), postrraumatic stress
disorder (PTSD; Scheeringa et al,, 2001; Scheeringa
er al., 1995; Scheeringa et al., 2004; Scheeringa et al.,
2005), disruptive behavior disorders {Keenan and
Wakschlag, 2002; Keenan and Wakschlag, 2004),
ADHD (Lahey et al., 2004; Lahey et al., 1998), and
autism (Lord et al., 2006) have empirical evidence that
supports convergent and predictive validity. Other
disorders, including many anxiety disorders, have not
been empirically tested in preschoolers. Reliable and
valid diagnostic criteria are necessaty to develop empiri-
cally supported treatments for preschool disorders.

Nonpharmacological Treatment

Clinical decision making includes consideration of
alternative therapies. Thus, prescribers should be aware
of the growing (but still limited} evidence base for
psychotherapeutic interventions in preschoolers. Evidence-
supported models of treatment are effective in decreas-
ing aggression and behavioral problems in young
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children with disruptive behavior disorders (Eyberg,
1988; Hood and Eyberg, 2003; Webster-Stratton
et al., 2004), reducing child traumatic stress disorder
symptoms (Cohen and Mannarino, 1997; Licherman
et al,, 2005; Lieberman et al., 2006}, Psychother-
apeutic interventions for preschoolers with PTSD
(Scheeringa et al., in press) and mania-like symptoms
(Luby et al., in press) have also shown promising
preliminary outcomes, although randomized con-
trolled trials have not yer been published. In our
experience, access to these evidence-based psychother-
apeutic interventions can be variable and may be
limited by a number of variables including provider
training, third-party payer restrictions, and parental
motivation to participate. ‘

Neurodevelopmental Processes

Biology also influences consideration of psychophar-
macological trearment in young children. The impact
of early andfor prolonged exposure to psychotropic
medications in the preschool period has not been
systematically studied, but rescarch highlights the
sensitivity of the developing brain. Synaptic density,
dopamine receptor density, and cerebral metabolic rates
peak in the first 3 years of life and decline over
subsequent decades (reviewed in Shonkoff and Phillips,
2000; Vitiello, 1998). In animal models early exposure
either to psychottopic agents or stressors can perma-
nently affect distribution of the neurotransmitter
receptors {e.g., Maciag et al., 2005; Matthews, 2002;
Yannielli er al., 1999). Similarly, abnormal infant
psychophysiological processes are associated with fetal
exposure to maternal psychopathology (Engel et al,
2005; Lundy et al., 1999; Yehuda et al., 2009). These
findings highlight the potential central nervous system
sensitivity to exogenous factors including medications
as well as endogenous stress responses.

Longitudinal studies of children’s early exposure to
psychotropic medications are limited to fetal and
neonatal exposure from maternal antidepressant treat-
ment, which provide mixed results. Although prenatal
antidepressant exposure is associated with measurable
changes in infant pain responsivity and toddler motor
skills (Casper et al., 2003; Oberlander et al., 2005;
Oberlander et al., 2006), no cognitive differences or
increased rates of internalizing or externalizing symp-
toms have heen observed in preschool follow-up (Mistl
et al., 2006; Nulman et al., 1997; Oberlander et al.,
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2007). These results highlight the need for future
investigations examining longicudinal studies of pre-
schoolers exposed to psychotropic medications, about
whom no neurodevelopmental findings have been
published.

Other organ systems also develop during the first
years of life. In preschoolers, medication absorption,
distribution, and metabolic processes can have a signifi-
cant impact on the pharmacokinetics of medications,
generally meaning that children need higher doses to
achieve comparable plasma levels (Coté, 2005; Crom,
1994). In practice, this pattern must be balanced
with our knowledge that preschoolers also experience
more side effects than older children and adults
(e.g., Greenhill et al, 2006; Wigal et al., 2006).
Taken together, developmental pharmacokinetic issues
and sensitivity to adverse effects make dosing medica-
tions in young children a delicate balance.

Regulatory and Ethical Context

Finally, and not insignificantly, regulatory and ethical
considerations in preschool psychopharmacological
treatment must be considered. A Food and Drug
Administration (FDA) indication reflects empirical
support, although the lack of an indication does not
necessatily reflect a lack of evidence (AAP Committee on
Drugs, 2002). In the United States, only a small
proportion of medications are approved for use in
pediatrics and medications are commonly used “off-
label” (AAP Committee on Drugs, 2002; Shah et al,,
2007}. Four psychiatric medications—haloperidol,
dextroamphetamines, chlorpromazine, and risperidone-
are approved for children under age 6 years (Greenhill,
1998). The FDA has developed incentives to encourage
the development and testing of medications for children,
but to date progress is limited for children under 6
{Balakrishnan et al., 2006; FDA, 2002; Grieve et al,,
2005). Recently, concerns about the safety of medica-
tions in children have resulted in further regulatory
actions including black box warnings on selective
serotonin reuptake inhibitors (SSRIs) in the United
States and temporary suspension of mixed amphetamine
salts because of concerns of possible adverse cardiovas-
cular effects in Canada in 2005 (FDA, 2005a; FDA,
2005bj.

In this context, although off-label use of medications
is acceptable, informed consent requires clear, thorough
discussions with parents about the FDA status of a

medication and the level of evidence supporting the
recommendation, potential risks, benefits, and alter-
natives to its use (Jensen, 1998). In the context of a
preschoolet’s psychiatric disorder, parental distress
related to the child’s disorder or other pressures may
affect a parent’s participation in the informed consent
process (Spetie and Arnold, 2007). Thus, in preschool
treatment planning, the ethical principles of autonomy,
justice, and beneficence are worthy of special attention

(Spetie and Arnold, 2007).

CONSIDERING PSYCHOPHARMACOLOGICAL
TREATMENT

The contextual factors reviewed here render rational
prescribing considerably more challenging for pre-
school children compared to older children. Jensen
has argued, however, that these diagnostic, neurode-
velopmental, metabolic, and regulatory considerations
do not “comprise a universal proscription against the
use of medication in young children” {Jensen, 1998,
p. 588). A child with moderate to severe symptoms
and functional impairment that persist despite appro-
priate psychotherapeutic interventions may be better
served by a carcfully monitored medication trial than
by continuing other ineffective treatments. For some
children, the safety concerns and developmental risks
related to the psychiatric disorder may outweigh safety
concerns related to planful psychopharmacological
treatments. Qur group recommends that trial of
evidence-supported psychosocial treatments precede
psychopharmacological treatments, In the authors’
view, psychopharmacological treatment is not indicated
for preschoolers with only mild or single-context
symptomatology or impairment.

Evidence Base

The algorithm section of this article describes the
details of diagnosis-specific treatment reporrs, which
include one multisite, randomized placebo-controlled
trial (Greenhill et al., 2006), as well as case reports and
open trials (see Table 1). Although these studies provide
the foundation for further studies of preschool
psychopathology and treatment, there is not yet a
broad evidence base for the use of most psychotropic
medications in children under 6 years of age. In the
current context clinicians must also consider studies
using older populations and their own clinical experiences
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as they weigh potential risks, benefits, and alternatives in
treating preschoolers with medication,

ALGORITHMS

The algorithms share five common factors. Assess-
ment and diagnosis are important coniponents in any
clinical practice. These steps are included in the
algorithm to highlight the importance in young
children for whom the diagnostic process cat be mote
complex than for older children. At every treatment
initiation point, we recommend reassessment of the
diagnosis and clinical formulation in recognition of
young children’s rapid development, Second, psy-
chotherapeutic intervention steps are included as an
integral part of the algorithms because a decision to use
medication includes consideration of alternative treat-
ments options. For some diagnoses, the weight of
evidence supporting the psychotherapeutic intervention
is stronger than for medications, making it an
empirically driven recommendation, In other disorders
the risks associated with the medication may be greater
than the risks of a trial of psychotherapeutic interven-
tion. In areas in which evidence-based therapies are not
available, clinicians may choose to advance to the
subsequent step in the algorithm, recognizing that this
decision is driven by necessity rather than evidence.
Third, each algorithm step is marked with the level of
evidence supporting the step, allowing clinicians to
consider the body of evidence and apply it w the
individual clinical context. Fourth, each algorichm
includes recommendations for a discontinuation trjal
after successful psychopharmacological treatment in
recognition of the importance of reassessing the need
for medication in rapidly developing preschoolers.
Fifth, our group recognizes that patients may arrive at
the end of the algorichm with ongoing impairment and
distress. At this point, clinical consultation, ideally with
a colleague experienced in eatly childbood psychiatry, is
recommended. Although the algorithms address indi-
vidual diagnoses, a number of universal guidelines are
provided to encourage careful and planful clinical
practice:

* Avoid medications when therapy is likely to produce
good results.

e Generally, an adequate trial of psychotherapy
precedes consideration of medication, and psy-
chotherapy continues if medications are used.

J. AM. ACAD. CHILD ADOLESC. PSYCHIATRY, 46:12, DECEMBER 2007
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¢ Medications should be considered in the context of a
clinical diagnosis and substantial functional
impairment.

¢ A system should be developed to track symptoms and
impairment before initiating treatment.

» Parent referral or treatment for psychopathology may
optimize their ability to participate in treatment as
well as family mental health.

¢ Informed consent includes explicit information
about FDA approval and level of evidence support-
ing recommendations.

e The “N of 17 trial approach should be considered
when initiating medication treatment.

¢ Medication discontinuation trials are encouraged to
reduce unnecessary medication treatment.

¢ The use of medications primarily to address side
effects of other medications is not recommended.

ADHD ALGORITHM

Stage 0: Diagnostic Assessment and
Psychotherapeutic Trial

Hyperactivity in the preschool period has a broad
differential diagnosis. The diagnosis of ADHD, there-
fore, should include assessment and consideration of
other causes of behavioral dysregulation including
family contextual patterns, anxiety processes, and
medical problems {see Fig. 1). Reports from child
cate providers or teachers allow a clinician to assess the
sympiloms in more than one setting. Structured baseline
assesstents of symptoms and level of functioning can
guide treatment and monitor treatment response.
Commonly used tools for monitoring symptoms
include the Conners Rating Scale {Conners et al.,
1998), the Child Behavior Checklist 1%-5 (Achenbach
and Rescorla, 2000), and the Swanson, Nolan, and
Pelham (Swanson, 1992; reviewed in AACAP, 2002).
Although studies in older children sugpest that
psychosocial treatments alone are not as effective as
methylphenidate zlone (MTA Cooperative Group,
1999), clinical consensus suggests that parent manage-
ment training is 2 first-line intervention in preschool
ADHD (Kollins et al., 2006; Kratochvil et al., 2004;
unpublished PPWG survey 2006, available from
M.M.G.}. Parent management training is more
effective in decreasing preschoolers’ attentional pro-
blems than parent support or waitlist controls (Sonuga-
Barke et al., 2001). If parent management training is
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effective, then a clinician will continue to monitor the
child’s symptoms.

Stage 1: Psychopharmacological Trial {Methylphenidate)

Methyiphenidate is the first-line psychopharmacolo-
gical teatment for preschool ADHD in the PPWG
algorithm. A large, multisite randomized controlled
trial in preschoolers and 10 other smaller studies on
methylphenidate provide empirical support for its use
in preschool ADHD (Greenhill et al., 2006). In the
Preschool ADHD Trearment Study (PATS), methyl-
phenidate was significantly more effective than placebo
in treating ADHD and was generally tolerated, The
PATS found that optimat daily doses ranged from 7.5
to 30 mg/day, divided in three daily doses of
immediate-release methylphenidate. Clinicians should
recognize that the effect size {0.4-0.8) in the PATS was
smaller than that seen in older children {(0.5-1.3), and
that preschoolers also had higher rates of emotional
lability compared with published rates for older
children (Wigal et al,, 2006). ADHD response and
side effects will guide titration of methylphenidate
doses.

Although no data exist to support extended-release
stimulants in preschoolers, clinical experience high-
lights the challenges of three times per day dosing.
Thus, the algorithm includes use of extended-release
methylphenidate formulations to address compliance
considerations. These formulations limit dosing flexi-
bility in the lowest dose ranges and therefore may be
contraindicated in children whose optimal tolerated
dose is lower than the extended release dose.

If methylphenidate is effective in treating ADHD,
then the algorithm recommends a discontinuation trial
after 6 months of treatment to reassess the underlying
psychopathology. Although ADHID) has significant
diagnostic stability, a proportion of children diagnosed
with ADHD will not meet criteria in the future and
may not require ongoing psychopharmacological treat-
ment (Lahey et al., 2004). Symptoms should be assessed
in all of the appropriate settings using structured adult
report measures and clinical observation, if possible. In
the AACAP survey, 60% (n = 62) of respondents
described using natural experiments (e.g., when patents
did not give the medication as prescribed) as
discontinuation trials. Although these events provide
useful information, unplanned discontinuations usually
occur because of disruptions in routines and may not

MEDICATION TREATMENT IN PRESCHOOLERS

represent an optimal discontinuation trial because of
the context, limited structured reports, and short
duration. The recommendation for a discontinuation
trial alter 6 months applies to all of the medications in
the ADHD algorithm.

Stage 2: Psychopharmacological Intervention
{Amphetamine Formulations)

If the methylphenidate trial is unsuccessful, then
psychopharmacological treazment should be switched
to an amphetamine formulation (D-amphetamine or
mixed amphetamine salts. Amphetamines are less
commonly used in preschool ADHD treatment than
methylphenidate (Zito et al., 2000). Only one pro-
spective study and no randomized controlled trials have
examined the efficacy of mixed amphetamine salts in
preschoolers (Short et al., 2004). In older children
amphetamine is equivalent to and possibly slightly
more effective than methylphenidate for treating
ADHD (Faraone et al., 2002) and is recommended as
an appropriate first-line medication for ADHD (Plizska
er al., 2006). In the absence of preschool amphetamine
dosing data, appropriate doses may be extrapolated
from the PATS data, with the recognition that
amphetamines are roughly twice as potent as methyl-
phenidate (Pelham et al,, 1999). Considerations of
extended release formulations of amphetamines are
similar to those of methylphenidate.

Stage 3: Psychopharmacological Intervention {a-Agonist
or Atomoxetine)

When stimulants are ineffective or have unacceptable
adverse effects, other medications may be considered
after careful reassessment of the need for psychophar-
macological intervention, based on diagnosis (including
severe symptoms and impairment), clinical case for-
mulation, and adequacy of intervention trials. Two
other classes of medication, w-agonists and atomox-
eting, are commonly used for treatment of ADHD. In
older children atomoxetine is recommended as the
medication choice after stimulants and it has docu-
mented effectiveness for treating ADHD in children
and adolescents (Kelsey et al., 2004; Michelson et al.,
2002). It does not have abuse potential and produces
less insomnia or anorexia compared with stimulants
(Sangal er al., 2006). A recent prospective open trial
including twenty-two 5-and 6-year-olds (mean age 6.06
years) reported a mean 20-point decrease in ADHD
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symptoms on the ADHD Rating Scale after 8 weeks of
atomoxetine at a mean dose of 1.25 mg/kg (Kratochvil
et al., 2007). Of note, 54% of the children experienced
mood lability, although none discontinued the medica-
tion because of this event. t-Agonists are more
commonly used to treat preschoolers with ADHD
(Rappley et al., 1999; Zito et al., 2000). In older
children c-agonists have smaller effect sizes than
stimulants in treating ADHD, although they ate more
effective than placebo’ (Connor et al.,, 2003; Connor
et al., 1999; Hazell and Stuart, 2003; Scahill et al.,
2001; Tourette Syndrome Study Group, 2002). No
trials of o-agonists have focused exclusively on
preschoolers, although open wials and retrospective
chart teviews included children as young as 4 years
old (Hunt et al.,, 1995; Prince et al, 1996). o-
Agonists can be associated with adverse effects
including sedation, irritability, bradycardia, and
hypotension (Connor et al, 1999; Scahill et al,
2001), and require regular monitoring of blood
pressure and heart rate (Plizska et al,, 2006). In
overdose ¢-agonists can result in sedation, hypoten-
sion, or death (e.g., Klein-Schwartz, 2002). Thus, a
family’s inability to administer and store the
medication safely may be a contraindication to
using the medications. The algorithm allows clin-
icians to use individual clinical factors to choose
between atomoxetine and o-agonists at stage 3
because the existing evidence does not supgest one
is superior (o the other. At this stage, clinicians
should recognize the limited level of evidence
associated with these rmedications in preschoolers,
and weigh che risks and benefits of using these
medications against alternative treatment approaches.

DISRUPTIVE BEHAVIOR DISORDERS ALGORITHM

Stage 0: Diagnostic Assessment

Although the validity of the DSM-IV diagnoses of
oppositional defiant disorder (ODD) and conduct
disorder have been the focus of some debate, a growing
body of evidence demonstrates the existence of a group
of preschoolers with severe and sustained impairment
associated with the symptoms of DSM-JV discuptive
behavior disorders (DBD; Egger and Angold, 2000;
Keenan and Wakschlag, 2002). Because of the prev-
alence of behavioral dysregulation in preschoolers with
psychopathology, careful assessment must differentiate

DBDs from other primary disorders, including
ADHD, mood disotders, anxiety disorders, or devel-
opmental delays (as described in Fig. 2). In addition,
co-occurring disorders may be the primary cause of a
child’s impairment and should be treated first.

Assessment of DBD:s in preschoolers should include a
complete history from caregivers and structured and
unstructured observations. The disruptive behavior
diagnostic obscrvation schedule provides a structured
approach to observation and diagnosis of these disorders
(Wakschlag et &l., 2005). For these disorders in
particular, the potental for telationship-specific or
context-specific behavioral symproms makes informa-
tion from additional sources, such as child care providers
or other caregivers, immensely valuable. Structured tools
to obtain this information, such as the Conners Rating
Scale, can provide baseline information and assist with
careful monitoring.

Stage 1: Nonpsychopharmacoiogical Interventions

The balance between the relatively strong evidence
base for psychotherapeutic intervention and complete
lack of evidence for medication use in typically
developing children guides our strong recommendation
for psychotherapeutic intervention involving parents as
the first-line intervention (Burke et al., 2002; Dozier
et al,, in press; Farmer et al., 2002; Hood and Eyberg,
2003; Webster-Stratton et al., 2004). Ewvidence-
supported treatment models, such as the Incredible
Years Series (Webster-Stratton and Hammond, 1997)
or Parent—Child Interaction Therapy (Eyberg, 1988)
focus on increasing parent skills to support positive
interactions with their children and increasing consistent
consequences for aggressive or unacceptable behaviors.
The availability of these evidence-based interventions can
be limited. Other therapies including behavioral therapy
with parent involvement, positive parenting interven-
tions, or soctal skills groups that include the parent may
be appropriate alternatives. The evidence-based psy-
chotherapeutic interventions for preschoolers with dis-
ruptive behaviors have a treatment duration of 10 to 20
weeks, which should be considered a mintmum treat-
ment trial duration. Families may benefit from additional
community resources, case management, child care, or
school interventions as supplements to therapy as the
clinical picture warrants (AACAP, 1997a). As with other
disorders, parental psychopathology may influence
parents’ experience and description of a preschooler’s
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behaviors (Biederman et al., 1998; Chilcoat and Breslau,
1997; Ingersoll and Eist, 1998}, Parental mental health
should be assessed and addressed if parental symptomatol-
ogy appears to be affecting child symptoms. If the trial of
therapy is ineffective, then the diagnoses and formulation
should be reassessed before moving to the psychopharma-
cological treatment step.

Stage 2: Psychopharmacological Intervention (Risperidong)

There are no controlled trials of psychopharmacolog-
ical intetventions for preschoolers with ODD or
conduct disorder who do not have comorbid mental
retardation or pervasive developmental disorder
(PDD). One retrospective case series of children taking
dsperidone for apgressive behavior associated with
various diagnoses described a mean decrease of 36%
of severity of symptoms associated with the risperidone
treatment {Cesena et al,, 2002}, With limited evidence,
medications should be considered only after a trial of
psychotherapy and in the case of safety concerns or
extreme impairment in multiple settings and relation-
ships. If a child has co-occurring ADHD, the ADHD
algorithm should be followed because that treatment is
guided by a higher level of preschool data (Connor et al.,
2002). Psychotherapy should continue throughout
treatment, because therapy will affect parent—child
interactions and thus have a broader focus than
medications, which target only children’s symptoms,

Before initiating medication, structured measures
should be used to identily baseline symptomatclogy
and these should be administered ac least monthly
during treatment. In oider children and adolescents,
most studies target aggression rather than a specific
diagnosis. In a mera-analysis of 20 published studies of
treatment of aggression, Connor and colleagues
described moderate to large effect sizes for stimulants
(treating co-occurring aggression and ADHD), anti-
psychotic agents including isperidone, and valproate
and lithium (Connor et al., 2003; Connor et al,, 2002),
More recently published randomized controlled trials
have demonstrated dectreases in ODD symptoms and
associated improvement in functioning in children with
comorbid ADHD and ODD on Adderall XR (Spencer
et al., 2006)., Thus, for children with ADHD, the
ADHD algorithm should be followed because the
evidence base for methylphenidate exceeds that of other
medications that are effective in treating aggression
(Greenhill et al., 20086),

Risperidone is recommended as the first medication
choice for treating children with DBD with severe
agpression without co-occurring ADHD (Aman et al,,
2002; Connor et al., 2003; Connor et al., 2002;
Gerardin et al., 2002; Reyes et al., 2006). Compared
with other agents with efficacy in treating aggression,
risperidone has a wider therapeutic window than mood
stabilizers and the most data regarding tolerability,
although primarily in developmentally delayed children
(Cesena et al., 2002; Masi et al., 2003; Mukaddes et al.,
2004). In fact, in children with autism, there is
sufficient evidence for an FDA indication for aggression
and irritability (Janssen, 2006)., Dosing can be
informed by reports of tolerated use of risperidone in
preschoolers with bipolar disorder (BPIY) and PDD
that have used doses as low as 0.25 mg and increased to
1.5 to 2 mg/day {Biederman et al., 2005b; Cesena et al.,
2002; Luby et al, 2006). Although risperidone has
more tolerability data than other medications, it is not
without potential adverse effects, Weight gain (up to 3
leg in 6 months), hyperprolactinemia of unclear clinical
relevance, and transient sedation have been associated
with risperidone treatment in young children (Anderson
etal., 2007; Biederman et al., 2005b; Luby et al., 2006;
Masi etal., 2003). Drooling and nocturnal enuresis have
also been described in older children with PDD (Aman,
2005; RUPP Autism Network, 2002}, Use of atypical
antipsychotic agents should follow the AACAP practice
parameter on atypical antipsychotic agents (AAAs;
AACAP, 'in preparation). This practice parameter
describes the minimum standards for monitoring vital
signs, body mass index, fasting blood glucose, extra-
pyramidal symptoms, lipid profiles, and electrocardio-
graphy, The practice paramecter suggests that a
recommendation for routine prolactin monitoring is
not supported by the existing evidence. However, a
recently published study adds to the data documenting
significant (up to fowrfold) elevations of prolactin in
children and adolescents taking risperidone (Anderson
et al., 2007). In the spirit of caution, but without
evidence about the potential developmental impact of
this elevation, monitoring of prolactin in preschoolers
taking AAAs could be considered. Treatment effects may
progress during the course of a 6-weck trial (Findling et
al., 2000). Risperidone should be discontinued after 6
months to reassess underlying symptoms.

If a trial of risperidone is ineffective, then the
diagnosis, formulation, co-occurring diagnoses, and
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level of psychotherapeutic intervention should be
reassessed to determine whether the clinical picture
continues to warrant aggressive treatment because of
extrerne impairment and distress across settings and
relationships. The existing level of evidence does not
provide clear guidance regarding a second-line
medication for severe DBDs in preschoolets, although
AAAs, mood stabilizers, or stimulants have been used
in older children (Farmer et al., 2002; Pappadopulos
et al., 2003; Spencer et al., 2006; Steiner et al., 2003).

Net-Endorsed Practice. Psychopharmacological inter-
vention for behavior problems without psychotherapy
is not recommended because of the stronger evidence
base for psychothetapy in preschoolers with DBDs
and the potential for longer lasting and broader
targets of the psychotherapeutic interventions, Simi-
larly, the use of medications as chemical restraints is
not recommended, nor is the use of medication on an
as-needed basis generally recommended. Medications
with narrow therapeutic windows and risk of lethality
if misused warrant caution and attention to the
family’s ability to safety maintain and administer
medications.

MAJOR DEPRESSIVE DISORDER ALGORITHM

Stage 0: Diagnostic Assessment

Preschool major depressive disorder (MDD) is a
serious and impairing disorder. In preschoolers MDD
can be validly diagnosed using slight modifications
the DSM-1V criteria, including a change in the duration
criteria to reflect developmental variability in mood
presentation and inclusion of play-specific observations
(Luby et al, 2002; Luby et al., 2003b; Luby et al,
2003c). A review of the current state of preschool
MDD diagnosis and assessment provides a compre-
hensive approach to this diagnosis in preschoolers
(Stalets and Luby, 2006). Assessment includes taking a
history as well as observations with attention to the
quality of play, which can differentiate depressed
preschoolers from those who are not depressed (Fig. 3;
Luby et al., 2003b; Mol Lous et al., 2002). Symptoms
can be monitored throughout treatment with the
Preschool Feelings Checklist, a highly sensitive screen
for preschool depression, although its validity as a
treatment monitor has not been tested (Luby et al.,

2004a).

MEDICATION TREATMENT IN PRESCHOOLERS

Stage 1: Nonpharmacological Treatment

Although no psychotherapeutic interventions have
been specifically studied for the treatment of MDD
in preschoolers, this algorithm recommends psy-
chotherapy as the first-line intervention for this
disorder. This recommendation is based on the
equal lack of evidence in both psychotherapy and
psychopharmacology for preschool MDD, the poten-
tial for sustained psychotherapy treatment effects
demonstrated in other disorders (The POTS Team,
2004}, the potential risks of psychopharmacological
exposure, and the importance of the parent—child
relationship and family context in young children’s
mood and emotional regulation. Treatment modal-
ities that target the dyadic relationship have been
shown to be effective in reducing emotional symp-
toms (not specifically MDD) in preschoolers (Choate
et al., 2005; Hood and Eyberg, 2003; Licberman et al,,
2005) and may be useful in treating preschool
MDD. Members of the PPWG had varying
recommendations for recommended length of treat-
ment, with most in the 3- to 6-month period, based
primarily on clinical experience. When a psychother-
apeutic intervention is ineffective, the authors
recommend reassessing the diagnosis, formulation,
and appropriateness of the psychotherapeutic inter-
vention. Using clinical approaches similar to those
described here, experienced specialists in preschool

MDD and early childhood psychiatry generally report

- that they have needed to proceed to medications for

preschool MDD only a few times in their careers. This is
in contrast to PPWG survey respondents, two thirds of
whom reported they would use medications to treat
preschool MDD, The discrepancy in practice patterns
may reflect differential access to therapy modalities in
different practice settings.

Assessment should also include attention to parental
psychopathology, with referral for trearment as appro-
priate (Byrne et al., 2006). Successful parental treat-
ment would be an optimal goal because it may be
associated with a reduction in child symptoms (Byrne
et al., 2006; Weissman et al., 2006) and may enhance a
parent’s ability to participate fully in psychotherapeu-
tic interventions. However, because this goal is not
always possible, this step should not delay a child’s
access to treatment if a parent does not obtain
treatment or if treatment is not successhal,
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Stage 2: Psychopharmacological Treatment

If the clinical picture continues to warrant medica-
tion because of extreme impairment and distress, then
psychopharmacological tteatment can be considered,
although psychotherapy should be continued. Because
of the absence of an empirical base for treating
preschool MDD, the algorithm recommends that
clinictans follow the algorithm for co-occurring condi-
tions for which more treatment evidence exists (e.g.,
ADHD) before considering psychopharmacological
treatment for preschoolers.

Recommendations for psychopharmacological
treatment of preschool MDD are based on the data
and recommendation regarding older children
(Hughes et al.,, 2007). Randomized clinical trials
have demonstrated the efficacy of fluoxetine, citalo-
pram, sertraline, and the combination of fluoxetine
and cognitive-behavioral therapy (CBT; Emslie et al,,
2004a; FEmslie et al, 2002; TADS Swmdy Team,
2004; Wagner et al.,, 2003; Wagner et al,, 2004b). Of
these, only the efficacy of fluoxetine has been
demonstrated in more than one study (Emslie et al.,
2002; Emslie et al., 1997; TADS Study Team, 2004).
In addition, only fluoxetine had a favorable efficacy:-
safety profile based on review of published and
nonpublished studies (Whittington et al., 2004} and,
in a recent meta-analysis, only fluoxetine showed
benefit over placebo for children under 12 years old
(Bridge et al., 2007). Thus, fluoxetine is recommended
as the first-line medication for preschoolers with MDD,
If fluoxetine is effective in treating depressive disorder,
then a cessation trial can be considered after 6 to 8
months of treatment to reassess the child’s baseline
mood symptoms and need for medication. Ifa G- to an 8-
week trial of medication is ineffective (CMADP, 2006},
then the diagnosis, formulation, level of psychother-
apeutic intervention should be reassessed.

SSRIs have received high levels of attention because
of concerns about risk of suicidality in chifdren and
adolescents who are taking these medications. These
concerns have resufted in 2 black box warning on these
medications for children (FDA, 2004). Epidemiologi-
cal analyses sugpest an association between decreased
rates of completed suicide and higher rates of SSRI use
in U.S. youth {Gibbons et al., 2006). Althougl: this
issue is beyond the scope of this article, clinicians
should be awate of FDA warninpgs and follow expert
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recommendations for monitoring children who are
taking SSRIs (APA and AACAP, 2004).

Not-Endprsed Practice. A small proportion of PPWG
survey respondents reported using tricyclic antidepres-
sants to treat preschool MDD (5.8%). This class of
medications is not recommended for use in preschool-
ers with MDD because it has no proven efficacy in
children and adolescents with MDD, In addition,
buproprion is not recommended to treat preschool
MDD because of the limited evidence in youth with
MDD and the theoretical risk of seizures in a
population with developing central nervous systems.

BIPOLAR DISORDER ALGORITHM

Stage 0: Diagnostic Assessment

The diagnosis of BPD in preschoolers has not been
the focus of significant empirical research. The limited
literature may be related to the ongoing controversy
about the diagnosis and its definition in older school-age
children and adolescents, a phenomenon that only adds
to skepticism about the application of the diagnosis to
younger children (AACAP, 2007). In fact, there is no
clear consensus that young children with severe
emotional dysregulation have a bipolar disorder. Within
the PPWG, consensus about this diagnosis in pre-
schoolers was not achieved; however, attention to the
diagnosis is warranted because this diagnosis tends to be
associated with the use of aggressive psychopharmaco-
logical interventions, often without psychotherapeutic
or psychosocial interventions in community settings
(Danielyan et al,, 2007). QOur group agreed that
discussion of extreme mood and behavior dysregulation
inr preschoolers deserves attention.

Until recently, the literature describing preschoolers
diagnosed with BPD was limited to case reports and
retrospective analyses (Biederman et al.,, 2005b;
Scheffer et al., 2004; Tumuluru et al., 2003). In 2006
Luby and Belden published a controlled exploratory
investigation of age-adjusted mania symptoms, demon-
strating that a mania-like syndrome was identifiable in
preschool-age children when age-adjusted mania man-
ifestations were assessed, The key specific characteristics
of mania in this age group included elation, grandiosity,
and hypersexuality, This syndrome was distinguishable
from normative developmental extremes as well as other
Axis 1 distuptive behavioral disorders. Perhaps most
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suggestive of the need for clinical attention to this early-
onset symptom constellation was the finding of
significant impairment in functioning, even greater
impairment than those with other Axis 1 disruptive
disorders.

Structured assessment approaches, including several
systematic Interviews and observations, are recom-
mended for diagnosis, with attention to the presence of
symptoms that are unique to bipolar disorder (Fig. 4).
A comprehensive assesstment, focused on developmen-
tal level, psychosocial stressors, parent—hild relation-
ship difficulties, and temperament is considered a
“minimal standard” in the 2007 AACAP practice
parameter for BPD (AACAP, 2007).

Stage 1: Nonpharmacological Interventions

Empirical evidence for psychotherapeutic interven-
tions is limited; however, given the need to implement
the safest possible interventions, it is important to also
explore age-appropriate forms of psychotherapy as first
treatment stages. A well-tested and known efficacious
early intervention for disruptive behaviors in preschool-
ers, parent—child interaction therapy (PCIT; Eyberg,
1988) has been adapted for testing in preschool BPD
and has been described elsewhere (Luby et al., in press).
A pilot study of PCIT in preschoolets is underway. The
efficacy of PCIT remains to be tested in larger,
controlled investigations. Interventions focused on
parent psychoeducation and support, behavioral inter-
ventions, affect regulation, symptom monitoring,
medication adherence, and treatment of parental
psychopathology may be useful components in treating
children with extreme dysregulation (Fristad, 2006;
Milkowitz et al,, 2006). There are no data to guide
recommendations for the duration of such treatment,
although most behavioral interventions include 8 to
12 sessions. If therapy does not appear to be effective,
then the diagnosis, formulation, and appropriateness of
the intervention should be reassessed. As recommended
in the AACAP practice parameters, ongoing psy-
chotherapeutic treatment is indicated throughout
treatment for children with extreme behavioral
dysregulation (AACAP, 2007). In addition, attention
to co-occurring disorders such as ADHD, ODD,
generalized anxiety disorder (GAD), and parental
psychopathology is recommended before continuing
along the algorithm.

Stage 2: Psychopharmacological intervention

If psychotherapeutic efforts fail to improve the
child’s mood and behavior, then pharmacological
interventions may be considered In cases of significant
impairment and distress associated with signs of serious
mood and behavioral dysregulation. The available
literature on the psychopharmacological treatment of
preschool mania consists of case studies, open trials, and
retrospective chart reviews (Biederman et al., 2005h;
Mota-Castillo et al,, 2001; Pavuluri et al,, 2002;
Scheffer et al., 2004; Tuzun er al., 2002},

The tolerability of lithium in preschoolers has been
examined in a small case series (Hagino et al., 1995).
This group found that 20% (n = 4) preschoolers had
serious central nervous system side effects (confusion,
slurred speech, ataxia) and an additional 40% (n = 8)
had “nuisance” side effects that included polyuria.
When preschoolers are learning to achieve bladder
control, polyuria and nocturnal enuresis may constitute
significant adverse effects.

There have been three reports about the use of AAAs
in preschoolers with mania (Biederman et al., 2005b;
Pavuluri et al,, 2002; Scheffer et al., 2004). Biederman
and colleagues reported the results of an open trial of
olanzapine or risperidone in 31 children, ages 4 to 6
years, diagnosed clinically with BPD (I, II, or NOS)
with a manic or mixed episode (Biederman et al,,
2005b). Both treatment groups showed a significant
reduction in their manic symptoms on the Young
Mania Rating Scale (YMRS). Response rates, defined as
a 30% decrease in symptoms from baseline, were 69%
for risperidone and 53% for olanzapine. In a retro-
spective chart review, Scheffer et al. described a
significant decrease in mania symptoms in 31 children
2 to 5 years old treated primarily with valproate,
Pavuluri et al. described a case report of a 4%-year-old
girl who was clinically diagnosed with BPD, who
showed improvement in irritability but ongoing
moodiness and significant weight gain on risperidone.
The addition of lithium was associated with intolerable
polyuria in this patient. The addition of topiramate was
associated with improved mood stability, sleep, and
weight loss.

Pavuluri and associates reported the results of an
open, long-term, prospective trial that examined the
safety and efficacy of risperidone augmentation of
lithium in preschool-onset BPD among youth who
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insufficiently responded to lithium monotherapy
(Pavuluri et al., 2006). Of 38 patients with preschool-
onset BPD ages of 4 and 17 yeats (mean age 11.37 £ 3.8
years), 21 failed to fespond to 8 weeks of lithium
monotherapy or relapsed during the 12-month trial.
These patients received augmentation with risperidene.
Response rate in the youths treated with lithium
augmented with risperidone was 85.7% {n = 18/21).
The authors concluded that a substantial proportion of
youth with a history of preschool-onset BPD were
cither nonresponders or partial responders to lithium
and that subsequent augmentation of lithium with
risperidone in these cases was well rolerated and
efficacious.

In a prospective placebo-controlled investigation of
lithium in children and adolescents with BPDs, Geller
et al. reported that subjects treated with lithium showed
a significant improvement in global assessment of
functioning (Geller et al., 1998). In addition, four older
crossover trials with lithium showed response rates from
33% to 80% (Annell, 1969; Brumback and Weinberg,
1977; Dyson and Barcai, 1970; Gram and Rafaelsen,
1972). In four open, prospective trials of valproate,
response rates varied from 53% to 80% (Kowatch et al,,
2000; Pavuluri et al.,, 2005; Scheffer et al., 2005;
Wagner et al., 2002). There have been no controlled
studies of carbamazepine for the treatment of children
and adolescents with BPD. Negative randomized
controlled trials of oxcarbazepine and topiramate have
been published (DelBello et al., 2005; Wagner et al,,
2006).

There are two controlled studies of atypical anti-
psychotic agents to treat maniz in children and
adolescents. T'ohen et al. (2003) conducted a multi-
center, randomized, double-blind, parallel trial of
olanzapine in adolescents with BPD. The olanzapine-
treated patients experienced a significantly greater mean
decrease from baseline to endpoint in YMRS toral score
relative to placebo, and a greater proportion of patients
treated with olanzapine met response and remission
criteria (45% vs. 18%). Although olanzapine was more
effective than placebo in the treatment of acute mania
in adolescent patients, the olanzapine-treated patients
had significantly greater weight gain. A recent double-
blind placebo-controlled trial compared monotherapy
. with divalproex to monotherapy with quetiapine
{DelBello et al., 2006). Although a repeated measures

analysis of variance using the last-observation-carried-

forward dara indicated no statistically significant group
difference in YMRS, a comparison of slopes revealed
that improvement in YMRS scores occurred more rap-
idly in the quetiapine group than in the divalproex group,

The efficacy and tolerability of quetiapine in
combination with valproate for acute mania in
adolescents with BPD was assessed in a randomized,
double-blind placebo-controlled study (DelBello et al.,
2002). The results of this study demonstrated that
quetiapine in combination with valproate was more
effective at reducing manic symptoms associated with
BPD than valproate monotherapy and that quetiapine
is tolerated when used in combination with valproate.

Ziprasidone and aripiprazole have the advantage of
being associated with the least amount of weight
gain among the atypical antipsychotics in adules
(Newcomer, 2007). In a recently completed dose-
finding 3-week open-iabel study of ziprasidone for
adolescents with psychosis {(&V = 46/63 with bipolar
disorder), patients were randomized to receive 40 mg
b.id, {ow-dose group, = = 23) or 80 mg b.id.
(high-dose group, n = 40) of ziprasidone titrated
over approximately 10 days. In the patients with
BPID, there was a mean reduction in YMRS score of
17.2 {8.2) for completers in the low-dose group and
13.1 (8.9) for completers in the high-dose proup
(Versavel et al, 2005). Aripiprazole is the newest
atypical antipsychotic and two retrospective case series
reported similar results, suggesting that approximately
70% of children and adolescents with BPDs may re-
spond to aripiprazole (Barzman et al., 2004; Biederman
et al., 2005a). Omne study reported, however, that
approximately one fourth of patients treated with
aripiprazole experience akathisia (Barzman et al,, 2004).

Recommendations for Treatment

If psychotherapeutic efforts fail and pharmacological
interventions are needed, risperidone is the option with
the most available data on effectiveness and tolerability
in preschool-age children (Biederman et al., 2005b) and
the only atypical antipsychotic with an FDA indication
for irritability and aggression in children older than age
6 with autism, In making this recommendation, we
prioritized efficacy and safety and considered that a
primary target of medicadon in children with manic
symptoms would often be their aggressive behaviors
and irritability, symptoms for which tisperidone has a
preschool indication in autistic children {Janssen,
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2006). The open trials discussed above suggest that
initial doses of 0.25 ta 2.0 mg/day may be appropriate
{Biederman et al., 2005b), with 0.25 mg b.i.d. often
effective. The adverse effect profile for use of risper-
idone is described in the section on DBD.

Some patients may not fully respond to, not tolerate,
or worsen with risperidone after a 3- to 4-week trial. If
this is the case, then clinical consuitation with an expert
in pediatric psychopharmacology or child psychiatry
with experience treating preschoolers is recommended.
The traditional mood stabilizing agents lithium,
valproate, and carbamazepine remain largely untested
in controlled studies in this age group and cheir
tolerability and efficacy remain unclear. When 2 child
demonstrates a partial response to risperidone and still
has significant mood or behavioral symptoms, some
clinicians may consider the addition of a tradicional
mood stabilizer like lichium or valproate. IHowever,
these agents require frequent biood draws and are
sometimes less feasible in young children given their
relative difficulty tolerating blood draws. Either of these
agents should be considered only under conditions in
which parents are highly reliable and can monitor the
child carefully for side effects.

If there is no response or a negative response to
risperidone, then a trial of an alterative atypical
antipsychotic may be considered. Quetiapine has the
advantage of a low rate of extrapyramidal side effects
and no elevation of serum prolactin (AACAP, in
preparation; Weiden, 2007). Olanzapine may also be
considered, based on data in older children with BPDs
(T'ohen et al., 2005); however, controlled studies of the
tolerability and efficacy of these agents are needed in all
age groups of patients with BPD,

The longicudinal course of preschoolers identified as
having BPD is not yet known. Thus, a discontinuation
trial of medication is warranted afrer 6 months of
treatment to reassess symptoms and the need for
continued treatment.

Not Recommended

Although BPD in older children is often treated
solely with psychopharmacological agents, the use of
medication without psychotherapeutic intervention is
not recommended in preschoolers. The challenges and
controversy surrounding the diagnosis, the value of
supporting preschoolers’ development in the areas of
emotional and behavioral selfregulation, and the
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known impact of preschool dysregulation on the family
guide this recommendation. We recognize that empiri-
cally supported psychotherapy for preschoolets with
BPD have not yet been identified, however, a common-
sense approach requires that nonbiological interven-
tions will be necessary to support families with an
extremely dysregulated preschooler.

In addition, 20% of physicians surveyed in the
PPWG survey endorsed using more than one medica-
tion concomitantly for preschool BPDY. This practice,
which is likely a reflection of the extreme impairment
associated with these symptoms, is not supported by
empirical studies and may have adverse effects on the
developing child. Thus, combination therapy should be
used only after clinical consultation, with extreme
caution, and in patients who have not responded to
monotherapy.

ANXIETY DISORDERS ALGORITHM

Stage O: Diagnostic Assessment

This section reviews the treatment of a group of
anxiety disorders: separation anxiety disorder (SAD),
GAD, selective mutism (SM), and specific phobia (SP;
Fig. 5). These disorders are addressed together because
the psychopharmacological approaches for these dis-
orders are similar in older children with SAD, GAD,
SM, and SP (e.g.. RUPP Anxiety Study, 2001). Panic
disorder is not included because there is insufficient
evidence that this disorder presents in the preschool age
(AACAP Task Force on Research Dagnostic Criteria:
Infancy Preschool Age, 2003). PTSD and obsessive
compulsive disorder (OCD) are addressed separatcly
because evidence suggests they may require different
treatment apprbaches. Anxiety disorders can be dis-
tinguished from typical preschool fears and worries by
the intensity of the symptoms and by the presence of
functional impairment. Parental accommodation to the
symptoms can sometimes appear to reduce functional
impairment and warrant explicit exploration during the
assessment,

Assessment of preschool anxiety disorders should
include patent repott histary, child report of symproms
if verbal skills are sufficient, observations of child and
parent—child interactions, and steuctured measures. Co-
occurring conditions, including other anxiety disorders,
depression, and DBDs are common and should be
explored (Egger et al., 20062). When an anxiety
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disorder is diagnosed, symptom severity can be
monitored with a structured measure. Although no
measure has specifically been validated for measuring
preschool anxiety, subsets of the Child Behavior
Checklist 1%-5 Anxiety scale (Achenbach and
Rescorla, 2000) or the Infant-Toddler Social Emotional
Assessment (Briggs-Gowan, 1998), or developmentally
modified anxiety scales for older children such as the
Screen for Child Anxiety Related to Emotional
Disorders (Birmaher et al., 1999) may be appropriate.
Use of the measure at regular intervals over the course
of treatment can inform additional sreatment.

Stage 1: Nonpsychopharmacological Interventions

Although the published empirical support for
psychotherapeutic interventions for preschoolers with
ron-PTSD, non-OCID anxiety disorders is limited, case
reports and open trial data suggest that behavioral
therapy techniques and CBT interventions can be
valuable in treating preschoolers with anxiety disorders
(King et al., 2005). Widely used psychotherapeutic
interventions can be modified to address the child’s
specific clinical presentation, developmental level and
language abilities, and access to therapy resources in the
community (Compten et al., 2002; James et al., 2005;
Kendall et al, 1997). A compichensive review of
interventions for anxiety disordess in children and
adolescents may serve to guide these choices (Compton
et al,, 2002). The existing treatment data suggest that a
minimum duration for psychotherapy intervention trial
is 12 weeks. Consistent with this recommendation,
most PPWG survey respondents reported treating
preschoolers psychotherapeutically for at least 3 months
before considering medication treatment. Because of
the strong probability of a family history of anxiety in
children with anxiety disorders, parental psychiatric
assessment or referral should be considered, particu-
larly if the parental symptomatology appears to be
affecting the child’s presentation (Byrne et al., 2006;
Cobham et al., 1998},

Stage 2: Psychopharmacolagical Intervention {Fluoxetine)

In rare cases a preschooler may have intolerable
ongoing symptoms, even after sufficient psychother-
apeutic interventions. In these cases it is critical to
reassess the diagnosis, case formulation, and assessment
of the adequacy of the psychotherapy trial, If the clinical
presentation continues to reflect thar an anxiety

MEDICATION TREATMENT IN PRESCHOOTLERS

disorder is the primary source of impairment, the
child exhibits extreme impairment in atr least one
setting, and the psychotherapy tial was adequate,
then psychopharmacological intervention may be
considered.

Data related to psychopharmacological treatment of
anxiety disorders in preschoolers are scant. There are no
randomized controlled studies of psychopharmacologi-
cal interventions with preschoolers with anxiety dis-
orders. Most reports on psychopharmacological
anxiolytic agents in preschoolers focus on premedica-
tion for medical and dental procedures or toxic
ingestions of benzodiazepines (e.g., Wiley and Wiley,
1998). Three casc reports represent the published
preschool non-PTSD, non-OCD anxiety disorder
literature (Avci et al., 1988; Hanna et al., 2005; Wright
et al., 1995). In these individual case reports fluoxetine
and buspirone are described as part of the effective
treatment approaches. Ineffective trials of alprazolam
and hydroxyzine are also described within one case
report (Avci et al., 1988). Although these cases provide
the important first steps toward developing a literature
focused on clinical treatment of preschoolers with
anxiety, diagnostic uncertainty, coadministration of
various therapeutic modalides, and unclear rationale for
medication choices limit their generalizability.

In randomized conirolled trials in older children,
fluoxetine and fluvoxamine have been shown to be
superiot to placebo in treating children with anxiety
disorders including SAD, GAD, and SP (Birmaher et al.,
2003; RUPP Anxiety Study, 2001). Randomized
clinical trials also support the efficacy of paroxetine
for SAD and sertrzline for GAD (Rynn et al., 2001;
Wagner et al., 2003). No S5RIs are approved for use in
children or adolescents for non-QCD anxiety disorders.
It is worth noting that negative reports for pediatric
anxiety disorders have include clonazepam {Graae et al.,
1994), alprazolam (Simeon et al., 1992), imipramine
(Klein et 2l., 1992), and buspirone (Bristol-Myers
Squibb, 2000).

Based on the efficacy and safety literature in
preschoolers, children, and adolescents, fluoxetine is
the first-choice medication for preschool anxiety (Avei
et al., 1988; Birmaher et al,, 2003; Black and Uhde,
1994}, It has been used most extensively in children and
adolescents and has the strongest safety profile at least in
studies of depression (Whitdngron et al, 2004).
Although Wagner and colleagues demonstrated the
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efficacy of paroxetine in the largest randomized
controlled anxiety study in children and adolescents
(Wagner et al., 20044, this drug is not recommended
as a first line medication because of safety concerns that
have been raised about it, The existence of two negative
studies of buspirone in older children suggests chat it
may not be an effective antianxiety agent in children
and adolescents (Bristol-Myers Squibb, 2000), in spite
of the case report suggestion of effectiveness.
Counsideration of safety and monitoring of SSRIs in
young children with anxiety are similar to those with
depression. Based on case reports, doses as lowas 5 to 8
mg/day of fluoxetine may be effective for treating
anxiety, although it may be necessary to increase the
dose to achieve optimal dose (Avci et al., 1988; Wright
et al,, 1995). When a dose is stabilized, symptoms
should be menitored at least monthly with a validated
measure, An adequate trial of medication is 8 to 10
weeks long, if tolerated (Birmaher et al., 2003; RUPP
Anxiety Study, 2001). As with all successful psycho-
pharmacological interventions in preschoolers, treat-
ment initation should include a discussion of planned
discontinuation trial after 6 to 9 months of treatment,
This treatment duration s shorter than recommended
for older children because of the rapid development
occurting in preschoolers, and the recognition that
some fears may dectease after the preschool period

(Muris et al., 2000).

Stage 3: Psychopharmacological Intervention
{Fluvoxamine}

If the psychopharmacological intervention is ineffec-
tive, then the clinician should reassess the diagnosis,
formulation, and intensity level of the psychotherapeu-
tic intervention. Before a second psychopharmacologi-
cal psychotherapeutic trial is initiated, the algorithm
recommends that clinicians consult with a child
psychiatrist with expertise in early childhood psychia-
try. If the consultant and clinician concur that the
clinical presentation continues to warrant medication
because of extreme impairment and distress in multiple
settings, then a trial of a second SSRI may be
considered. For example, after an unsuccessful trial of
fluoxetine, switching to fluvoxamine could be justified
because these are the best studied SSRIs in children
(RUPP Anxiety Study, 2001).

Not-Endorsed Practices. Benzodiazepines are not
recommended for ongoing use in preschool anxiety

disorders because of the lack of evidence supporting
benzodiazepines in preschool anxiety disorders, as well
as the potential dangers associared with unintentional
ingestion of these medications in preschoolers. These
medications may be appropriate for medical or dental
procedures in children with extreme anxiety reactions to
procedures. In the PPWG sutvey, approximately 25%
of physicians who prescribe medications for preschoo-
fers with anxiety disorders reported using o-agonists
and 10% reported using tricyclic antidepressants. These
medications have natrow therapeutic windows and are
not recommended as anxiety treatments for preschoolers.

POSTTRAUMATIC STRESS DISORDER ALGORITHM

Stage O: Diagnostic Assessment

Assessment of PTSD is a mote complicated task
compared to most other disorders. Whereas much of
the symptomatology of other common disorders of
childhood are easy to understand and directly observ-
able, identifying the key symptomatology of PTSD
requires that the clinician recognize the link between a
child’s observable behaviors and a traumatic experience,
It is not uncommon for children to respond to triggers
that adults do not identify as reminders of the trauma,
In the ecarly childhood period, children may have
limited verbal skills to talk about traumatic experiences
and concurrently are at the highest risk of child abuse
(U.S. Children’s Bureau, 2004). Thus, it is particularly
important for clinicians to consider the possibility of
trauma exposure in preschoolers presenting with
psychiatric symptoms. The assessment of preschool
PTSD requires developmentally sensitive application of
the DIM-IV criteria, thus a clinician with experience in
working with young children and in assessment of
PTSD is the optimal evaluator. Baseline symptoms
should be assessed systematically and the clinician
should develop a plan for regular monitoring with a
structured measure such as the Child Behavior
Checklist-PTSD (Fig. 6; Dehon and Scheeringa, 2006).

Stage 1: Nonpsychopharmacological Interventions

PTSD is unique among preschool anxiety disorders
because of the strength of empirical evidence suppart-
ing psychotherapeutic interventions. The two best
studied modalities, child-parent psychotherapy (CPP)
and preschool CBT, have not been compared to each
other, but both are related to sustained decreases in rates
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of diagnosis and symptoms in preschoolers exposed to
traumatic events in controlled trials (Cohen and
Mannarino, 1996; Cohen and Mannarine, 1997;
Lieberman et al., 2006; Lieberman et al,, 2005). Either
may be used as a first-line therapeutic intervention,
depending on therapist skills and local resources.
Consistent with this recommendation, in the PPWG
survey, more than 50% of respondents reported that
both dyadic therapy and CBT were necessary before
considering psychopharmacological treatment. A trial
of preschool-specific CBT, which should include
parents, should be implemented for a minimum of 12
weeks, the duration of published preschool CBT
interventions {Cohen et al., 2004; Cohen and
Mannarino, 1996). Although CPP has only been
studied as a year-long treatment and for one type of
traumatic experience (domestic violence), this work-
ing group felc that a yeat-long trial is impractical in
most practice settings, especially if the treatment did
not scem effective. There are no known published
dara to guide recommendations of a shorter trial, but
the group agreed that a G-month trial may be
appropriate for CPP belore determining whether
different treatment is warranted. This recommenda-
tion is only slighdy longer than the most common
response for recommended psychotherapy duration
on the PPWG survey.

If neither CPP nor CBT is available, the algorithm
recommends a 6-month trial of play therapy, which has
been used extensively in treating trauma-exposed
preschoolers (Gaensbauer, 2000; Gaensbauer, 2004).
This therapy, which is not supported by randomized
controlled trials, is recommended preferentially to
medications because psychopharmacological interven-
tion would require extrapolation from adult data
because there are no randomized controlled trials of
medications for PTSD in children: If the first trial of a
psychotherapeutic intervention is ineffective, the work-
ing group recommends that the child’s safety, diag-
nosis, case formulation, and adequacy of intervention
be re-evaluated and a second psychotherapeutic
approach be applied if available.

In a number of circumstances, children and parents
experience trautnatic experiences together, the interplay
of symptoms within the dyad can have important and
lasting implications for the child’s presentation and
treatment outcome (Cohen and Mannarino, 1998;
Scheeringa and Zeanah, 2001). When parental symp-

toms have a negative impact on dyadic or individual
tunctioning, parents should be referred for treatment;
however, preliminary findings in preschoolers do
sugpest that children can respond to PTSD treatment
before their parents show improvement {Scheeringa
et al,, in press). Thus, parental symptomatic improvement
should not delay preschool psychotherapeutic intervention.

Stage 2: Psychopharmacological Intervention

Because the only randomized controlled trials for
psychopharmacological treatment in adults and because
of a relatively strong literature supporting psychother-
apeutic interventions for PISD, the wotking group
cannot recommend the use of psychopharmacological
intervention for PTSD in preschoolers in this algo-
rithm, It should be noted that in the PPWG survey,
only 119 of providers reported that they do not use
medications to treat preschool PTSD, and more than
half reported using SSRIs for preschool PTSD.
Although we recognize our recommendation may not
reflect current practices in the community for pre-
schoolers with trauma exposure, and our group
recognizes the potential for symptom severity and
limited access to psychotherapeutic modalities, we are
reluctant to make recommendations for psychophar-
macological treatment in the context of the current
literature, Clinicians may choose to follow other
algorithms for children with co-occurring disorders,
such as ADHD.

Not-Endorsed Practices. A striking proportion of the
PPWG survey tespondents reported using tricyclic
antidepressants (9.29%) and benzodiazepines (9.2%
lorazepam, 5.8% clonazepam) to treat preschool
PTSD. This algorithm does not recommend regular
use of these medications to treat PTSD because of the
narrow therapeutc windows of these agents and the
lack of empirical support for their use.

OBSESSIVE-COMPULSIVE DISORDER ALGORITHM

Stage 0: Diagnostic Assessment

Like PTSD, OCD has a unique evidence base
warranting individual attention. OCD in preschoolers
has received little attention in the literature, in spite of
the attention on developmental processes in OCD
(Freeman er al., 2003; Geller et al., 1998; Scahill et al.,
2003; Tobias and Walitza, 2006). The differential
diagnosis of OCD includes SAD or other anxiety
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disorders, tic disorders, PDD, pediatric auteimmune
neuropsychiatric disorders associated with streptococcal
infections, or movement disorders (Fig. 7; Freeman et al.,
2003; Rapoport and Inoff-Germain, 2000). Although
magical thinking and some rigidity are not uncommon in
the preschool years, repetitive checking or other common
compulsions are rare in typically developing preschoolers
(Evans et al, 2002; Spence et al., 2001). In clinical
practice, preschoolers with OCD can  present with
extremely rigid behavior patterns, which can cause
significant family and personal functional distress and
impairment. Baseline symptoms should be assessed with a
systematic measute, such as the Children’s Yate-Brown
Obsessive Compulsive Scale (CYBOCS; Scahilt et al,,
1997).

Stage 1: Nonpharmacologicat Intervention

Psychoeducation related to OCD may help to reduce
stigma, blame, and guilt that is related to the disorder
(Freeman et ak, 2003; Piacentini and Langley, 2004)
and consequently reduce the impact of OCD symp-
toms on a child and family. This is particulatly
important because negative responses to OCD behav-
iors such as punishments have been shown to be
counterproductive in pediatric OCD (March et al.,
2001).

CBT using exposure and response prevention
techniques and involving parents is recommended for
treatment of preschool OCD. Only two known case
reports describe the successful treatmenc of preschool
OCD. In one case, family CBT resulted in symptom
improvement (Tolin, 2001). Inpatient behavioral
treatment, for which limited details are available, was
effective in the second case (Tobias and Walitza, 2006).
The OCD literature provides compelling data com-
paring psychopharmacological treatment and psycho-
therapeutic treatment in older children. CBT in
combination with medication ({sertraline) has been
shown o be more effective than CBT alone, which in
turn had a larger effect size than sertealine alone (The
POTS Team, 2004). Compared with sertraline, CBT is
also associated with a lower relapse rate 9 months after
treatment (Asbahr et al., 2005), CBT alone has been
suggested as the first-line treatrment in prepubertal
OCD {(March, 1995). The literature provides solid
support for the use of CBT and its components in
OCD, but not for insight-oriented therapies, play
therapy, and non—CBT-based family therapy (as
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reviewed in King et al., 1998; Piacentini and Langley,
2004; Turner, 2006). Parental psychopathology, espe-
clally OCD, can interfere with a child’s OCD
presentation and should be addressed if parental
symptoms affect a child’s symptoms or a parent’s
ability to participate in therapy.

Stage 2: Psychopharmacological Treatment (Fluoxstine,
Fluvoxamine, Sertraline)

The psychopharmacological treatment literature for
preschool OCD is limited. There are no studies or
reports of psychopharmacological treatment for pre-
schoolers with OCD. In school-age children and
adolescents, there is a more extensive literature, which
is focused on psychopharmacology and comparisons of
medication with psychotherapy. In a meta-analysis of
12 studies including 1,044 children, the SSRIs
(fluoxetine, fluvoxamine, sertraline, and paroxetine)
were equally efficacious and were more effective than
placebo, although the benefit over placebo is small
(Geller et al, 2003). Increasing the dose to achieve
larger effects is likely to be unsuccessful and be
associated with adverse effects. Consensus in the field
supports the use of newer SSRIs over clomipramine
because of tolerability, monitoring issues, and safety,
with particular attention paid to the prolongation of the
QT interval on clomipramine (AACAP, 1998; Geller eral.,
2004; The POTS Team, 2004).

Preschool psychopharmacological treatment should
be considered only if the symptotmns continue to cause
significant distress or severe impairment in a child’s
relationships, daily routine at home, or in the child care
setting. Although the CYBOCS does not have
reliability and validity data for preschoolers (Scahill et al.,
1997), a child with a CYBOCS score <10 or a Global
Assessment of Functioning Score <50 is not likely to
meet these severity and impairment criteria. Psycho-
pharmacological treatment should always occur in the
context of ongoing cognitive and/or behavioral inrer-
ventions (AACAP, 1998). SSRIs provide the best safety
profile in school-age children and are the most
commonly used; these medications should be used
only in the context of the cutrent AACAP and FDA
recommendartions. Among fluoxetine, fluvoxamine,
and sertraline, there is insufficient evidence to suggest
that one medication is more likely to be efficacious than
the others in older children with OCD (Geller et al.,
2003). As described in the section on MDD, the dose of
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fluoxetine may be as low as 5 mg. Doses of sertraline or
fluvoxamine should initially be targeted at similarly low
doses. The liquid formulations of sertraline and
fluoxetine allow gradual upward adjustment of doses
from low starting doses. Medication trials in OCD
should be ar least 10 to 12 weeks with careful
monitoring of adverse effects and treatment response
with monthly CYBOCS administration (AACAP,
1998; Gelter et al,, 2003}. If a preschooler with OCD
responds to an SSRI, then a discontinuadon trial is
recommended after 6 to 8 months of successful
treatment, with appropriate taper of medication and
psychoeducation for the child and family.

Stage 3: Psychopharmacelogical Intervention {Fluoxetine,
Fluvoxamine, Sertrafing)

If a first medication trial fails, reassessment of clinical
symptoms, case formulation, and appropriateness of the
psychotherapeutic intervention are recommended. If a
clinical need for medication is determined because of
severe impairment limiting the child’s funcrioning,
then a second SSRI may be considered, used in the same
manner as the first. Because of documented EKG
changes in children on clomipramine, it should be
considered only for severe, treatment-resistant QCD
and would require close monitoring of EKG changes as
well as clinical symptoms (Leonard et af., 1395).

Not-Endorsed Practices. A number of experimental
biological treatments for OCD, including plasmapher-
esis and intravenous immunoglobulin, have been tested
in small samples of older children with severe,
treatment-resistant disease (Perlmutter et al., 1999).
Because of the limited data, risk for hemodynamic
instability, and risk for exposure to blood products,
these treatments are not endorsed for use in the
preschoo! age group.

PERVASIVE DEVELOPMENTAL
DISORDERS ALGORITHM

Stage 0: Diagnostic Assessment

By the DSM-IV definicion, autism inust present
before age 3 years, and other PDDs are typically
recognized by parents in the frst 3 years of life
{reviewed in Chawarska and Volkmar, 2003), These
disorders presents with severe delay in socialization, as
well as delayed and deviant language and/or repetitive
behaviors. Minimum assessment of children with PDD

MEDICATION TREATMENT IN PRESCHOQLERS

includes testing 1Q and adaptive behavior, language and
hearing, structured, categorical and dimensional vali-
dated measures of symptoms of PDD (e.g., the Child
Autism Rating Scale [Shopler et al., 1988] and the
Aberrant Behavior Checldlist [Aman et al., 1985]}, and
review of medical and family history, and psychiatric
history (Fig. 8; reviewed in Scahill, 2005). In addition
to the core symptoms of autism, a substantial number
of affected children have behavioral problems including
hyperactivity, aggression, tantrums, and self-injury, and
they may be at risk for other disorders including anxiety
(Leyfer et al., 2006; RUPP Autism Network, 2002;
RUPP Autism Network, 2005b).

Stage 1: Nonpharmacological Treatment

Comprehensive treatment of children with PDD is
multimodal and mulddisciplinary, focused on promot-
ing language, social development, and adaptive func-
tioning and reducing repetitive behavior, aggression,
tantrums, self-injury, and hyperactivity (AACAP, 199%
Aman, 2005). Psychoeducation for parents is essential
to allow parents to align their expectations with the
child’s disability {Bodfish, 2004). Consensus in the field
strongly supports catly intervention to promote optimal
development. Depending on a child’s developmental
and language levels, children with co-occurring psychiatric
disorders may be able to participate in psychosocial
treatments developed for typically developing children.

Stage 2: Psychopharmacological Treatment

One study has focused solely on preschoolers with
autism or PDD-NOS (Luby et al., 2006). The severity
of autism as measured on the Child Autism Rating
Scale decreased more in a group randomly assigned to
risperidone compared to the placebo group, although
the difference was modest (8% change in risperidone
group vs. 3% change in placebo group). The authors
note that baseline differences between the groups
complicate the interpretation of the study resules. A
second randomized placebo-controlled risperidone
soady of 40 children ages 2 to 9 years old, with a
mean age of 58 to 63 months, showed a 63% response
rate of core symptoms in the risperidone group
compared with 0% in the placebo group (Nagaraj et al,,
2006}, Improvements in irritability and hyperactivity
were also observed. Open trials of risperidone in young
children have also shown decreases in overall symproms

and core symptoms of PDD (Masi er al, 2003;
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Mukaddes et al., 2004), but methodological weaknesses
limit the generalizability of these findings.

Risperidone is now FIDA approved for use in treating
5- to 17-year-olds with autism and severe agpression
and irritability. In an 8-week, randomized placebo-
controlled trial of 101 children ages 5 to 17 years,
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risperidone (mean dose 1.8 mg/day) was associated
with a significant decrease in agpression, tantrums,
and self-injury, as well as stereotypies and other
repetitive behaviors (McDougle et al,, 2005). These
gains were stable over time, and there was a high
probability of symptomartic relapse when the medication
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was discontinued. The likelihood of return of tantrums,
aggression, and sell-injury upon discontinuation of
risperidone has been replicated in a separate sample
{Troost et al,, 2005).

Hyperaciivity, Two randomized placebo-controlled
studies have evaluated medications for ADHD symp-
toms in the context of PDD. The Research Units of
Pediatric Psychopharmacology Autism Network exam-
ined the efficacy of methylphenidate in treating
hyperactivity in children with PDD ages 5 to 13
(RUPP Autism Networlk, 2005a). They found a 20% to
30% improvement in teacher and parent ratings
compared to placebo. This level of improvement,
although significant, is clearly smaller in magnitade
than seen in typically developing children with ADHD.
Atomoxetine was supetior to placebo in treating ADHD
symptoms in a stmall study of 12 children, although its
use was associated with high rates of adverse effects
(Troost etal,, 2006). In an open trial of 25 children with
PDD, guanfacine treatment was assoclated with
decreased hyperactivity using 1 to 3 mg/day (Scahill
et al., 2006).

Repetitive Behavior. Although commonly used in
children with PDD for the treatment of repetitive
behavior, the SSRIs have not been well studied even in
school-age children with PDD. In a study of 39
children, fluoxetine at a mean daily dose of 10 mg was
superior to placebo, but the magnitude of effect was
small (Hollander et al., 2005). The state of the
literature of SSRIs in children with PDD does not
support the use of these medications in preschoolers
with PDD.

Close monitoring of adverse effects is warranted for
all medications used in young children wich PDD.
Risperidone appears to have a relatively low risk of
neurological side effects (RUPP Autism Network,
2005h). However, risperidone is associated with
weight gain, with preschoolers demonstrating a
mean welight gain of 2.96 kg over 6 months (Luby
et al., 2006}, In children with PDD risperidone is
also assoclated with hyperprolactinemia (Hellings e al,,
2005; Luby et al.,, 2006; Masi et al,, 2003), although
there is uncerrainty about the relative clinical impor-
tance of this observation. Methylphenidate is also
associated with higher rates of adverse events causing
discontinuation of the medication (18%) in children
with PDD than expected in typically developing
children {RUPP Autism Networlk, 2005a). Similarly,

MEDICATION TREATMENT TN PRESCHOOLERS

5 of the 12 children in the stomoxetine trial exited the
study due to adverse events (Troost et al, 2005).
Children with PDD also appear to be especially
vulnerable to behavioral activation on SSRIs (reviewed
in Kolevson et al., 2006),

There is substandal evidence that risperidone is
effective for the treatment of tantrums, aggression, and
self-injury in children with PDD as young as 5 years of
age. The collateral benefits in socialization and
repetitive behavior are not sufficient to warrant use of
a drug sech as risperidone for children with PDD.
Thus, the PPWG recommends using risperidone only
for children with severe behavioral problems that
interfere with a child’s functioning. Reported risper-
idone doses range from 0.7 mg {(Masi et al., 2003) o
1.5 mg/day (Luby et al., 2006} for preschoolers with
PDD. Vigilant monitoring for adverse events is
warranted in children with PDD,

Behavioral treatments focused on the core symptoms
of PDD should he administered in conjunction any
medication treatment. If treatment is successful, our
gtoup recommends continuing risperidone for 6
months before a discontinuation trial, For children
with severe hyperactivity, methylphenidate may be
considered, following the ADHD algorithm, and
parents showld be informed of the higher risk for
adverse effects.

PRIMARY SLEEP DISORDERS ALGORITHM

Stage 0: Diagnostic Assessment

The sleep algorithm was derived primarily from
recently published young children’s sleep practice
suidelines developed by the American Academy of
Sleep Medicine (Morgenthaler et al., 2006; Owens et al.,
2006). The diagnostic assessment of a child presenting
with a sleep disturbance includes three components:
thorough evaluation for primary sleep disorders that may
present with neurobehavioral and mood impairments,
inventory of possible conteibuting/exacerbating factors,
and detailed assessment of sleep patterns and behaviors
including the impace of the sleep disturbance on daytime
functioning of both the child and caregivers (Fig, 9). The
differential diagnosis of preschool sleep problems is broad
and clinicians should consider obstructive sleep apnea,
restless leg syndrome/periodic leg movement disorder, as
well as the contributions of environmental factors, sleep
hygiene, psychiattic disorders, and medications. Careful
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assesstnent will guide fuether evaluations including the
need for polysomnography (see Owens et al., 2006).

Stage 1: Nonpharmacological Interventions

Parent educadon is the first step in addressing
parental concerns about sleep, with particular attention
to developmental sleep patterns as well as the potential
risks of over-the-counter medications. Although it has
only been evaluated as a component of treatment
strategies, sleep hygiene should be reviewed and
encouraged (Mindell et al., 2006). Behavioral inter-
ventions for bedtime resistance and night wakings (e.g.,
extinction or graduated extinction) have sound empiri-
cal support and should be implemented as the firse-line
treatment for behaviorally based sleep disorders. An
adequate trial of behavioral intervention, assuming
parent compliance, is 2 to 4 weeks.

Stage 2: Pharmacoclogical Intervention (Melatonin}
Pharmacological intervention should be reserved for
situations in which well-being and daytime functioning
of the child and/or caregiver is compromised by the
sleep disturbance, behavioral treatment has failed, or
caregivers are unable to fully implement the behavioral
interventions after reasonable attempts, Medication
should be given for as short a duration as possible {not
longer than 1 month at a time without reassessment}
and should always be combined with engoing behav-
ioral interventions (Owens et al., 2006). In school-age
children with and without ADHD, melatonin has
demonstrated reductions in sleep latency when given at
bedrime (Smits et al.,, 2003; Van der Heijden et al,,
2007; Weiss et al.,, 2006). It is worth noting that
although melatonin was associated with clinically
significant gains, children in the ADHD group
continued to have sleep onset latency near 1 hour
(Weiss et al., 2006). Doses in school-age children range
from 3 to 6 mg, with the lower dose used for Jower
welght children (Smits et al., 2003; Van der Heijden
et al., 2007). Recommendations for preschool dosing
range from 1 to 3 mg. Administration of melatonin
earlier in the day (e.g., 57 hours before bedtime to
optimize its chronebiotic properties}, and the effects
of melatonin agonists (e.g., ramelteon) have not been
studied in children (see Touitou and Bogdan, 2007).
In short-term use, melatonin seems to have few side
effects, although it is not recommended for use in
patients with immune disorders {reviewed in Pelayo

MEDICATION TREATMENT IN PRESCHOOLERS

et al., 2004). Melatonin’s over-the-counter status
may reassure parents, although clinicians should keep
in mind that supplements such as melatonin are not
regulated or monitored by the FDA. A trial of
melatonin should be at least 10 to 14 days {Weiss et al.,
2006).

Stage 3: Pharmacological Intervention (Clonidine)

If melatonin is ineffective and the sleep disorder
continues to functionally impair a child, then a
clinician may consider a short trial of clonidine. In a
rewospective chart review of G2 school-age children
with ADHD and slecp disturbances, 53% of children
who were prescribed clonidine were much improved or
very much improved while taking the medication
{mean daily dose 0.0245 mg; Prince et al., 1996}, Side
effects were described as mild, with 24% (» = 15)
children endorsing morning sedation and 11% (% = 7)
with fatigue. Although this series did not find
cardiovascular side effects, reports of clonidine toxicity
after ingestion describe a range of adverse effects
including respiratory depression and hypotension
{Klein-Schwartz, 2002; Rachmiel et al., 2006; Spiller
et al., 2005). Thus, clinicians should educate parents
about safely administering and monitoring of the
medication (Klein-Schwartz, 2002) and consider the
family’s ability to safely follow these recommenda-
tions. Recommended doses may range from 0.025 to
0.05 mg in preschoolers 30 minutes before bedtime
(Hunt er al,, 1995; Prince et al,, 1996). As with
melatonin, the administration of clonidine o treat
sleep disorders should be short term.

CONCLUSIONS

It is encouraging to see that young children have
more access to mental health care than in the past, but
studies showing a rise in use of medication, including
multiple medications in the preschool age group raise
some concetns, especially given the limited body of
evidence (e.g. DeBar et al., 2003; Rappley et al., 2002;
Zito et al., 2000). The PPWG has responded to the gap
between practice and evidence by clearly defining the
current state of preschool psychopharmacelogical
treatment, advocating caution in practice, and using
the existing evidence and clinical consensus to provide
treatment algorithms for preschool psychopharmaco-
logical treatment. We aim to inspire more clinical
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research to better inform the many questions remaining
and to emphasize the limitations of applying findings
from older individuals to children in this age range.
Preschool psychopathology and treatment must be
considered in its unique developmental, clinical,
regulatory, and ethical contexts.

Treatment algorithms based on preschoo!l data,
extrapolation from older children, and expert opinion
will provide a first step in standardizing treatment
approaches; however, the need for strengthening the
evidence base is urgent. Large-scale, randomized
controlied trials are the gold standard and are needed
in this population. In addition, individual physicians
and groups of physicians can also provide much needed
data to the field through reports of single or pooled “V
of 17 studies, which include reports of systematic
assessment and monitoring of symptoms, adverse
effects, and discontinuation trials and by reporting
carefully documented case reports.

Preschoo! psychiatry is an important public health
issue, Clinicians who work with very young children
and patents have the opportunity to advocate for
increased access to (and study of) nonpharmacological
treatment options, increased funding for research,
increased support for training clinicians with expertise
in childhood mental health, and adequate third party
payer reimbursement for specialized assessments and
treatments necessary in early childhood psychiatry.
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Mental Health and Social Competencies of 10- to 12-Year-Old Children Born at 23 to 25 Weeks of Gestation in the
1990s: A Swedish National Prospective Follow-up Study Aijuz Farooqi, MD, PhD, Bruno Higglof, MD, PhD, Gunnar
Sedin, MD, PhD, Leif Gothelors, MDD, PhD, Fredrik Serenius, MI}, PhD

Objective: We investigated a national cohorr of extremely immature children with respect to behavioral and emotional problems
and social competencies, from the pesspectives of parents, teachers, and children themselves. Meshod's: We examined 11-year-old
children who were born hefore 26 completed weeks of gestation in Sweden between 1990 and 1992, All had been evaluated ata
corected age of 36 months. At 11 years of age, 86 of 89 survivors were studied and compared with an equal number of control
subjects, marched with respect to age and gender, Behavioral and emotional problems, social competencies, and adaptive
funcdoning at school wete evaluated with standardized, well-validated instruments, including parent and teacher report
questionnzires and a child sclf-repart, administered by mail, Resw/n: Compared with conurol subjects, parents of extremely
immarure children reporred significantly more problems with internalizing behaviors (anxicty/depression, withdrawn, and somatic
problems) and artention, thought, and social problems. Teachers reported asimilar pattern. Reports from children showed a trend
toward increased depression symptoms compared with control subjects. Multivariate analysis of covariance of parent-reported
behavioral problems revealed no interactions, but significant main effects emerged for granp status {extremely immarure versus
control), family function, social risk, and presence of a <hronic medical condition, with all effect sizes being medium and
accounting for 8% o 12% of the variance. Multivariate analysis of covariance of teacher-reported behavioral problems showed
significant effects for group staws and gender bur not for the covariates mentioned above. According to the teachers’ rarings,
extremely immature children were less well adjusted to the school environment than weze cantrol subjects. However, a majority of
extremely immature children (85%) were functioning in mainstream schools without major adjustment problems, Conclusions:
Despite favorable outcomes for many children born at the limit of viability, these children are at risk for mental health problems,
with poorer school results, Pediatrics 2007;120:118-133.
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