Aripiprazole-induced oculogyric crisis (acute dystonia)
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ABSTRACT

Aripiprazole is the third generation atypical antipsychotic and a dopamine serotonin system stabilizer (DSS)

Case Report

effective against positive and negative symptoms of schizophrenia. It has a low propensity for extrapyramidal
side effects, causes minimal weight gain or sedation, produces no elevation in serum prolactin levels, and does
not cause prolongation of QTc interval. This case report is of a patient suffering from schizophrenia (paranoid).
The patient developed oculogyric crisis (acute dystonia) with aripiprazole dose uptitration. Dystonic reaction
resolved with promethazine administration. Naranjo’s causality assessment reveals probable association of
aripiprazole with oculogyric crisis. A thorough workup and vigilance is required prior to initiation of aripiprazole

in the case of schizophrenia.
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INTRODUCTION

Aripiprazole is the third generation atypical antipsychotic
and a dopamine serotonin system stabilizer (DSS) that
is effective against positive and negative symptoms of
schizophrenia. It has a low propensity for extrapyramidal side
effects, causes minimal weight gain or sedation, produces
no elevation in serum prolactin levels and does not cause
prolongation of QTc interval. It is partial agonist at D2 and
5HT1A and blocks SHT2A receptors.!'*) The most common
adverse reactions in adult patients reported in clinical trials
with dosage of 10-15 mg per day were fatigue, insomnia,
headache, nausea, vomiting, tremors, rigidity, akathisia, and
constipation.*# Overall incidence of acute dystonic reactions
with antipsychotic medications is 2.5-5%, majority of which
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are due to typical and high potency antipsychotics.l*) The
following case report is of aripiprazole-induced oculogyric
crisis (acute dystonia).

CASE REPORT

A 28-year-old single female was brought by her relatives to
the psychiatry outpatient clinic. For last 89 months, she was
interacting less with family. As per history, she was suspicious
towards family members that they would poison her and also
feared that few strangers would come and kill her. In addition,
she was talking to herself, was occasionally irritable and had
sleep disturbance. After psychiatric evaluation, her mental
status examination revealed delusion of persecution which
was primary, well systematized, complete, and intermittent and
associated with intense fear of being harmed palpitations and
irritability. She also had auditory hallucinations of an unknown
male, commenting on her day-to-day work and occasionally
criticizing her; associated with the patient replying to the
voice. She was diagnosed as schizophrenia (paranoid).l®’ Her
weight was 70 kg, and she had a family history (mother) of
diabetes mellitus. Her baseline investigations of hemogram,
liver function and renal function tests, chest X-ray, and
electrocardiogram were within the normal range. She was
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prescribed aripiprazole 10 mg orally in two divided dosages
per day, eszopiclone 2 mg orally at nighttime dosage and was
advised follow-up after 2 weeks. During her first follow-up
visit, she showed improvement in sleep. For improvement
in psychotic symptoms, aripiprazole was increased to 20 mg
orally in two divided dosages and was advised follow-up after
2 weeks.

After 5 days of dose increment, she was brought with complaints
of upward rolling of eye balls suddenly, unexpected, occurring
five to seven times a day, which were difficult to bring back
to original position by the patient. It persisted for half an hour
approximately and resolved on its own. After evaluation for
conversion disorder, tardive dystonia, epileptic encephalopathy,
anti epileptic drug intake,[”? she was diagnosed of having
oculogyric crisis (acute dystonia).l® The patient was admitted in
psychiatry ward. Aripiprazole was withdrawn and immediately
injection promethazine 50 mg intramuscularly was given, which
was repeated after half an hour.”? Her symptoms improved in
next 1 hour and the patient was prescribed 25 mg promethazine
orally in night time dosage. Within 3 days of admission, she
completely recovered from oculogyric symptoms. On discharge,
she was put on aripiprazole 10 mg orally in two divided dosages
for her psychotic symptoms, while continuing eszopiclone
with promethazine 25 mg nocte. The patient was advised to
follow up after a week. The repeat challenge with aripiprazole
20 mg orally in two divided dosages resulted into oculogyric
crisis within 4 days. This was again successfully treated with
intramuscular promethazine. The patient was advised cap
ziprasidone 20 mg orally in two divided doses per day (i.e., 40
mg per day) with food and was asked to follow up 2 weeks later
with electrocardiogram done. Later uptitration of cap ziprasidone
to 20 mg orally in three divided doses per day (i.e., 60 mg
per day) with food was done. She improved in her psychotic
symptoms over 2 months with no extrapyramidal symptoms,
normal electrocardiogram, and other baseline investigations.

DISCUSSION

Various case reports of aripiprazole-induced acute dystonia report
symptoms of neck extension, torticollis, rigidity, and tongue
movements."*'% In addition, various studies describe medications
causing acute dystonic reactions and their management which
are described in the Table 1. Case reports of acute dystonic
reactions in patients on medications such as antimalarials
(chloroquinone, hydroxychloroquine, and amodiaquine!',
antivertigo agents (cinnarizine, and flunarizine), cocaine,
buspirone, diazepam, sumatriptan, phenylpropanolamine, and
ecstasy (3,4-methylenedioxymethamphetamine) have also been
reported.[”

In this case, oculogyric crisis is the symptom of attention.
This case, a female patient on third generation antipsychotic

Table 1: Drugs causing acute dystonia and its

management
Medication Treatment
Antipsychotics Stop the causative medication.

(e.g., typical antipsychotics®
such as haloperidol; atypical (benztropine 2mg, biperidine
antipsychotics such as 5mg, procyclidine 5mg)
risperidone, olanzapine,!' etc.) or antihistaminic drugs
(promethazine 50mg,
diphenhydramine 50mg)
intramuscularly or intravenous (if
life threatening).

After acute treatment, follow-

up with similar oral does for at
least 1 week and then taper off
cautiously.>” Simultaneously
switch on to atypical
antipsychotic. In the case of other
medications, change the class or
drug with same clinical effect.

For carbamazepine—withdrawal of
carbamazepine and administration
of trihexyphenidy!.'*!

For midazolam—Inj. Flumazenil
250 pg intravenously.2%

Anticholinergic drugs

Antidepressants
(tricyclic antidepressants,
SSRiIs, SNRiIs, etc,)!®!
Antiemetics (e.g.
Metoclopramide!'”)
Fluoroquinolones (e.g.
Gemifloxacinl'®l)

Antiepileptics (e.g.
Carbamazepine,'® Phenytoin,
Midazolam[?®!)

medicine (aripiprazole) has least propensity for dystonia.-!
The risk factor for developing acute dystonia in this case is
history of acute dystonia.l”

Acute dystonia occurred after 5 days on increasing aripiprazole
from 10 mg to 20 mg per day orally in two divided dosage.
It regressed completely with stopping of aripiprazole and
administration of promethazine. On repeat challenge it reappeared
with the same severity. Hence, on causality assessment scale
by Naranjo et al., the score is 7. This clearly depicts probable
association of oculogyric crisis with aripiprazole.['>!*!

Numerous studies report mechanisms of acute dystonia being
dopamine hypofunction resulting in a relative overactivity of
cholinergic mechanisms. Since aripiprazole lacks protective
anticholinergic action, it can have a potential to precipitate
dystonia. This was supported by the fact that, in this case,
dystonia resolved with promethazine (an antihistaminic with
anticholinergic property). In addition, aripiprazole’s action
on the D3 receptor and antagonism of 5-HT6 and 5-HT7
receptors is still unknown and hence it may play a role in
oculogyric crisis. Preclinical studies found that inhibitory
action of aripiprazole on the serotonin transporter, which may
have a potential to alter the dopamine balance in the basal
ganglia region. Studies mention paradoxical dopaminergic
hyperfunction by either preferentially blocking presynaptic
receptors or exposing the postsynaptic receptors to the natural
release of dopamine from the presynaptic terminals as the DBA
levels drop which may result in dystonia.®'*!

Oculogyric crisis in this case was treated and then prevented by
promethazine. This justifies the judicious use of medications
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for treatment and prophylaxis of acute dystonia due to
antipsychotics. This case outlines a significant side effect of
aripiprazole, which a practitioner should be vigilant about
before initiating the medication.
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