LETTER TO THE EDITOR

Aripiprazole-Induced Parkinsonism in a Child: A Case Report

To the Editor: Parkinsonism is a neurologic syndrome that
manifests as any combination of 6 cardinal features: tremor
at rest, rigidity, bradykinesia/hypokinesia, flexed posture, loss
of postural reflexes, and the freezing phenomenon.! At least
2 of these features, with at least 1 being either tremor at rest
or bradykinesia, must be present for a definitive diagnosis of
parkinsonism.! The biochemical abnormality in parkinsonism is
reduced dopaminergic neurotransmission in the basal ganglia.!

In 1954, Steck? first described neuroleptic-induced parkinsonism
in patients taking chlorpromazine. This observation was confirmed by
Gade and Heinrich? in 1955. The prevalence of neuroleptic-induced
parkinsonism is difficult to ascertain because of heterogenous patient
populations, variable drug regimens, and other factors that make this
distinction extremely difficult. In most cases, however, it is second only
to Parkinson’s disease as the most common cause of parkinsonism.*
Various medications such as neuroleptics, selective serotonin
reuptake inhibitors, lithium, valproic acid, calcium channel blockers,
antiarrhythmics, procholinergics, chemotherapeutics, amphotericin B,
estrogen, and others have been implicated.* To our knowledge, we are
reporting the first published case of aripiprazole-induced parkinsonism.

Case report. A 12-year-old white boy presented to the emergency
department in 2010 with chief complaints of excessive drooling,
generalized slowing of body movements, and difficulty in walking
with stiffness in arms and legs for 3 days. His psychiatric history
was significant for posttraumatic stress disorder (PTSD; nightmares,
flashbacks, numbing, avoidance, and sexually acting-out behavior) due
to physical and sexual abuse, attention-deficit/hyperactivity disorder
(ADHD:; hyperactivity, impulsivity, and inattention), oppositional
defiant disorder (ODD), and mood disorder not otherwise specified
(longstanding history of mood dysregulation, mood swings, and
excessive irritability). On mental status examination, he described
his mood as “sad” His affect was blunted, his speech was limited to
short response, and he denied having audiovisual hallucinations.

He was not delirious. On physical examination, he was found to
have bradykinesia, lip smacking, flexed posture, and cogwheel
rigidity. There was no past history of illicit substance or alcohol
abuse. There was no family history of movement disorders.

His outpatient medications included lisdexamfetamine 70 mg orally
every morning and guanfacine 1 mg orally every morning. Within 3
days of initiation of benztropine 1 mg orally twice daily and aripiprazole
5 mg/d orally, he developed classic parkinsonian symptoms, ie,
bradykinesia, cogwheel rigidity, and flexed posture. After emergency
department stabilization, he was admitted to the inpatient psychiatry
unit with an additional diagnosis of neuroleptic-induced parkinsonism.
Findings from his routine blood work including complete blood cell
count with differential, comprehensive metabolic profile, and drug
screen as well as noncontrast head computed tomography scan were
within normal limits. All medications were stopped except benztropine
1 mg orally twice daily, and amantadine 100 mg orally twice daily
was given, which led to symptom resolution within 72 hours. After
release from the hospital, he was rechallenged with an antipsychotic,
quetiapine extended release (XR) 50 mg orally every evening,
with reemergence of parkinsonian symptoms. Quetiapine XR was
discontinued, with dramatic resolution of parkinsonian symptoms.

A PubMed search for the years 1954 to 2010 with the keywords
antipsychotics, aripiprazole, parkinsonism, and children was performed,
and a Google Scholar search incorporating the same keywords and
range of years was also conducted. To our knowledge, only 2 case
reports of drug-induced parkinsonism in children”® have been
published.

Neuroleptic-induced parkinsonism results from a diminution
in dopamine activity.” This can be induced by depletion of
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dopamine in presynaptic stores (eg, during reserpine treatment),
dopamine-blocking agents (eg, antipsychotics), and the atypical
calcium-blocking agent cinnarizine.” Dopamine-2 blockade in
nigrostriatal dopamine system results in parkinsonian symptoms
in patients who are taking antipsychotics.!® This effect is
frequent with typical antipsychotics, being strong D, blockers,
compared to atypical antipsychotics, which are relatively weak
D, blockers.!! Absence of tremor and reversibility are typical of
drug-induced parkinsonism rather than Parkinson’s disease.'?
This syndrome usually subsides with dose reduction or
medication cessation.” As such reduction or cessation is not
always possible, alternative strategies include switching from a
high-potency D, blocking agent (eg, fluphenazine) to a lower-
potency first-generation antipsychotic or second-generation
antipsychotic agent (eg, quetiapine). According to the literature,
aripiprazole, a partial D, agonist, may also decrease the risk of acute
extrapyramidal symptoms.® Adjunctive anticholinergic agents,
eg, benztropine or dopamine agonists such as amantadine, are
effective agents to alleviate extrapyramidal symptoms (EPS).’
Physicians should look for the symptoms of parkinsonism and
movement disorders in children who are on treatment with anti-
psychotics, either typical or atypical. Incidence of EPS appears to be
greater for typical antipsychotics. Among atypical antipsychotics,
hierarchy of EPS risk is risperidone > olanzapine = ziprasidone =
aripiprazole > quetiapine > clozapine.!%!3 If
challenged by a neuroleptic again, patients may have
reemergence of parkinsonian symptoms.

REFERENCES

1. Fahn S, Przedborski S. Parkinsonism. In: Merritt’s Neurology. 11th ed.
Baltimore, MD: Lippincott Williams & Wilkins; 2005:829-830.

2. Steck H. Extrapyramidal and diencephalic syndrome in the course of
largactil and serpasil treatments. Ann Med Psychol (Paris). 1954;2:737-744.

. Gade EB, Heinrich K. Clinical observations of megaphen
treatment in psychiatry. Nervenarzt. 1955;26(2):49-54.

4. Van Gerpen JA. Drug-induced parkinsonism Neurologist. 2002;8(6):
363-370.

. Diederich NJ, Goetz CG. Drug-induced movement disorders. Neurol Clin.

1998;16(1):125-139.

Marti-Masso JF, Poza J], Lopez de Munain A. Drugs inducing or

aggravating parkinsonism: a review. Therapie. 1996;51(5):568-577.

Roberts MD. Risperdal and parkinsonian tremor. ] Am Acad Child Adolesc

Psychiatry. 1999;38(3):230.

. Richardson MA, Haugland G, Craig TJ. Neuroleptic use, parkinsonian
symptoms, tardive dyskinesia, and associated factors in child and adolescent
psychiatric patients. Am J Psychiatry. 1991;148(10):1322-1328.

. Sadock BJ, Sadock VA. Kaplan & Sadock’s Comprehensive Textbook Of
Psychiatry. 8th ed. Baltimore, MD: Lippincott Williams & Wilkins; 2005.

10. Tandon R. Safety and tolerability: how do newer generation “atypical”

antipsychotics compare? Psychiatr Q. 2002;73(4):297-311.

11. Stahl SM. Stahl’s Essential Psychopharmacology. 3rd ed. New York, NY:

Cambridge University Press; 2008:369-370.

12. Hausner RS. Neuroleptic-induced parkinsonism and Parkinson’s disease:

differential diagnosis and treatment. J Clin Psychiatry. 1983;44(1):13-16.

13. Tandon R, Jibson M. Safety and tolerability: how do second-generation

antipsychotics compare? Curr Psychosis Ther Rep. 2003;1:15-21.

Harshad Patel, MD
Ankit Patel, MD
Saira Mushtaq, MD
Fasiha Haq, MD
Shakeel Raza, MD
shakeeldr@yahoo.com

w

wu

*

N

o]

o

Author affiliations: Department of Psychiatry, University of South Alabama (all
authors); and Bay Pointe Hospital (Dr Raza), Mobile, Alabama.

Potential conflicts of interest: None reported.

Funding/support: None reported.

Published online: June 23, 2011 (doi:10.4088/PCC.10101081).

Prim Care Companion CNS Disord 2011:13(3):el

© Copyright 2011 Physicians Postgraduate Press, Inc.

doi;10.4088/PCC:10101081, , el



