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An Aripiprazole Discontinuation Syndrome

T O T HE ED I T O R :

Major depression is a common and debilitating illness.
Over recent years, new pharmacologic treatments have
been approved for this disorder, including the atypical
antipsychotics. One of the benefits of these medications
is their significant efficacy as augmenting agents for unipolar, nonpsychotic major depressive disorder (MDD).1
Aripiprazole (marketed as Abilify, Bristol-Myers Squibb/
Otsuka Pharmaceuticals) was the first medication of this
class approved for adjunctive treatment of MDD, and is
the 5th most commonly prescribed medication in the
United States in 2010.2 However, despite the frequency
of its use, little has been described regarding events surrounding aripiprazole discontinuation. Here I describe
what is, to my knowledge, the first reported case of an
aripiprazole discontinuation syndrome. While directly
relevant to psychiatrists and behavioral specialists, the
symptoms described here are pertinent for internists and
neurologists who may encounter this medication in their
clinical practice.
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C A SE REP ORT
Ms. L, a 20-year-old Caucasian woman with MDD, was admitted to the inpatient psychiatry service for depression and
suicidality. Admission physical examination and laboratory
measures were normal. Admission medications were aripiprazole 15 mg/day, clonazepam 1 mg three times a day, citalopram 80 mg/day, trazodone 50 mg at bedtime, and topiramate 100 mg twice daily for migraines. There had been no
changes in her medications in 4 months, which indicated
that the current regimen provided little or no relief from her
depression. On further evaluation, the patient reported that
she had been feeling “restless inside” since aripiprazole initiation, and that this symptom contributed to severe anxiety. Aripiprazole was tapered over 48 hours and her akathisia
resolved. Over the following three days her citalopram was
tapered to 40 mg, in anticipation of a medication switch.
On the fourth day after aripiprazole discontinuation, she reported anxiety, irritability, “feeling shaky and jittery,” which
increased in intensity throughout the day. Physical and motor
examinations were unremarkable and vital signs were stable.
A diagnosis of serotonin reuptake inhibitor discontinuation
syndrome was made, and a one-time dose of fluoxetine 20 mg
was given. Lorazepam 1mg prn was provided.
These symptoms continued over the following 24 hours.
Citalopram was subsequently increased up to 60 mg with no
effect. Lorazepam was only moderately effective, at doses up
to 4 mg/day. A presumptive diagnosis of aripiprazole discontinuation syndrome was made. She was given aripiprazole 5
mg, which resulted in prompt symptomatic improvement.

D ISC U SSION
To my knowledge, this is the first report of an “aripiprazole
discontinuation syndrome,” characterized by anxiety and
restlessness without psychomotor findings. Aripiprazole is
a dopamine partial agonist, with high affinity for the D2 and
5-HT1A receptors, and antagonism at the 5-HT2A receptor.3
Elimination half-lives of aripiprazole and its metabolite,
dihydro-aripiprazole, are 75 and 94 hours, respectively. Although the aripiprazole package insert does not report side
effects that occurred after discontinuation of the medication
during registration trials,4 there have been previous reports
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of withdrawal dyskinesias with atypical antipsychotics with
prominent motor symptoms.5 Internet searches of lay-person message boards describe aripiprazole withdrawal, with
similar reports to those described here. While aripiprazole
has a high rate of discontinuation due to akathisia,6 this is
the first case of discontinuation-induced symptoms.
I hypothesize these symptoms are etiologically related to
akathisia, within the spectrum of withdrawal dyskinesias
induced by an abrupt loss of antagonism at nigrostriatal
D2 receptors.7 The patient’s presentation, with symptoms
emerging at approximately the elimination half-life of aripiprazole, lack of effect of other interventions, and prompt
response to re-initiation of treatment support this observation. I hope that my experience is useful, in that caution
should be employed when abruptly discontinuing this
frequently prescribed medication.
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