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ABSTRACT ~ Aripiprazole is a second generation antipsychotic widely prescribed for the
treatment of psychiatric diseases. It is generally known that antipsychotics have hypoten-
sive effects. In this case report, however, we present the case of a medically healthy patient
with schizophrenia who developed hypertension (HT) after the initiation of aripiprazole.
The patient’s blood pressure returned to normal after discontinuation of aripiprazole, sug-
gesting that aripiprazole may have led to asymptomatic acute H1: Psychopharmacology
Bulletin. 2017;47(2):53-56.

INTRODUCTION

Aripiprazole is a second-generation antipsychotic used safely in the treatment
of schizophrenia, bipolar disorder and other psychiatric diseases because of milder
metabolic side effects compared to other antipsychotics. Aripiprazole acts as a
strong partial agonist of D2 and 5-HT1A receptors. Common side effects include
headaches, sleeplessness, agitation and anxiety.! It has been reported that one of
the most frequent cardiovascular side effect of second-generation antipsychotics is
postural hypotension.? However, there is little information on the development of
acute hypertension (H'T) due to antipsychotics. Here, a case of acute HT induced
by aripiprazole is reported and the possible mechanisms of HT are discussed.

CASE

A 56 year-old woman with a 25-year history of schizophrenia was admitted to
our clinic due to an acute exacerbation of her psychiatric disorder. Upon admis-
sion, loss of appetite, irritability, paranoid delusions and self-talking were present.
Medical history and physical examination (including blood pressure) revealed
no somatic disorder. No history of drug and alcohol abuse was reported. The
patient had been treated for 2 years with olanzapine 10 mg/day and risperidone
37.5 mg/15 days and recovered partially. During the follow up period, olanzapine
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and risperidone were discontinued because of the adverse effects of
sedation and weight gain. The patient underwent no treatment for
3 months until the current admission. The vital signs and blood tests
were within normal limits in admission to the hospital. Aripiprazole
5 mg/day was then started, which was increased to 15 mg/day.
About 9 days after the first intake of aripiprazole, blood pressure of
180/100 mmHg was measured indicating arterial HT. The patient had
no symptoms like palpitation, headache or confusion. Physical exami-
nation (temperature, pulse), laboratory studies (complete blood count,
liver and kidney function, serum electrolytes, lipids, coagulation) and
electrocardiograms were within normal limits. She had no endocrine
or reno-vascular disease that could explain the etiology of HT. Two
days later aripiprazole was discontinued and the patient’s HT resolved
within 24 hours without treatment. At a subsequent follow up, the
blood pressure was in the normal range.

Di1SCUSSION
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Kirkeis etal—— 70le and recovery after aripiprazole discontinuation was observed. The
case had no other medication or systemic disease that could explain the
mechanism of HT. Based on these clinical features; it was thought that
the patient developed asymptomatic HT due to aripiprazole.

It is well-known that second-generation antipsychotics may cause
arrhythmia, prolonged QTc interval and orthostatic hypotension in
patients who have no cardiovascular disease.? However, case reports
suggest that HT may develop with the use of aripiprazole.>® Borras
et al. reported that a patient with schizophrenia who used aripiprazole
30 mg/day developed HT (220/110 mmHg) and tachycardia, and that
the blood pressure returned to normal after discontinuation of aripip-
razole.3 Supporting this, another study reported that the blood pressure
increased (200/110 mmHg) in a patient who was taking venlafaxine
150 mg/day and aripiprazole 5 mg/day and that the blood pressure
decreased to normal 48 hours after stopping aripiprazole.* Additionally,
Bat-Pitault and Derlome reported the development of HT in an ado-
lescent patient taking aripiprazole.5 Moreover, it was reported that
a patient with depression using duloxetine 90 mg/day and aripipra-
zole 5 mg/day developed HT (220/110 mmHg) and headache. The
blood pressure of this patient didn't respond to antihypertensive drugs
and the HT resolved only after reducing the dose of aripiprazole to
2.5 mg/day.® In another case report, it was presented that the blood
pressure increased after adding aripiprazole to the therapy; a decrease
was seen after the discontinuation of aripiprazole.”
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For the majority of the case reports mentioned above, it was thought
that a history of HT or cardiovascular disease®’ and use of addi-
tional drugs*® might have contributed to the increase in blood pres-
sure. However, in the current case, as corroborated in the reports by
Borras® and Pitault and Delorme’s,” the patient had been using only
aripiprazole and had no history of HT or cardiovascular disease.
Moreover, other etiologic factors that may contribute to HT could not
be found and it was observed that blood pressure resolved after stopping
aripiprazole treatment.

It may be necessary to review the receptors that aripiprazole acts on
to understand the mechanism of hypertension induced by aripiprazole.
It is known that 5-HT 2A and a-1 adrenergic receptors play important
roles in the development of hypertension.® Aripiprazole may cause an
increase in blood pressure by binding with high affinity to the a-1A
adrenergic receptors. It is also thought that aripiprazole causes HT by
acting an as agonist for on 5-HT 2A receptors; however, this is contro-
versial since some articles suggest that aripiprazole acts as an antagonist
for 5-HT 2A receptors.! While one study suggested that use of aripip-  gg
razole resulted in higher blood pressure compared to placebo,” there are S, Gipnas b
other studies that report that no relationship between the development — Kirkai etal
of blood pressure abnormality and the use of aripiprazole.l® Although
individual differences may be important, these conflicting results need
to be clarified with long term follow-up studies.

In this case report, we presented a case that developed asymptomatic
HT with the use of aripiprazole, which resolved after the discontinu-
ation aripiprazole. We think that this rare side effect seen in clinical
practice should not be neglected and that blood pressure needs to be
monitored closely regardless of whether the patient has a cardiovascular
disease or not. %
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