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ABSTRACT
Zuclopenthixol acetate is an injectable depot antipsychotic that is effective for 24-48 hours and mainly used for the treatment
of acute mania or psychotic episodes. To our knowledge, there is only one case report reporting edema after zuclopenthixol
use, which described a patient had suffered from facial and peripheral edema after zuclopenthixol decanoate injection. Here,
we present a patient with bipolar disorder who developed bilateral pretibial edema following repeated zuclopenthixol acetate
injections. A 53-year-old male patient with no previous medical history presented with manic symptoms. Based on his past
psychiatric treatment history, zuclopenthixol acetate was initiated, and three positive pretibial edema developed bilaterally
after administration. Although no pathological findings to explain edema were detected, the Naranjo Adverse Reaction
Probability Scale showed a “probable” relationship of zuclopenthixol and edema with a score of 8. Peripheral edema may
develop due to various common medical conditions including antipsychotic drugs and can be life-threatening. Although the
exact mechanisms of peripheral edema due to antipsychotic use are still unknown, further studies may shed further light on
these mechanisms.
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INTRODUCTION
Zuclopenthixol acetate is an injectable depot
antipsychotic that is effective for 24-48 hours, mostly
used in the treatment of acute mania or psychotic
agitation, due to its early sedative effect and low side
effect risk (1). However, repeated injections are often
required as a result of their short-term therapeutic
effects. Its mechanism of action is believed to include
5-HT2A, D1, D2, and alpha-1 adrenergic receptor
antagonisms. The most common side effects reported
include drowsiness and extrapyramidal side effects

such as acute akathisia (2). Edema induced by
antipsychotics is rarely reported, and the case reports
mostly highlight atypical antipsychotics (3). To our
knowledge, there is only one case report including a
patient with facial and peripheral edema after
zuclopenthixol decanoate injection, describing edema
after use of zuclopenthixol (4). Here, we present a
patient with bipolar disorder who developed bilateral
pretibial edema following repeated zuclopenthixol
acetate injections. The patient was informed and a
written consent form was obtained before writing the
case report.
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CASE
A 53-year-old male bipolar disorder patient with no
history of illegal substance use or alcohol consumption
presented with reduced sleep, increased energy,
excessive spending, and inflated self-esteem that had
started four days ago. His treatment was valproic acid
(VPA) 1750 mg, quetiapine 200 mg, biperiden 2 mg,
and paliperidone 6 mg daily. Psychiatric examination
showed elevated mood, euphoria, increased speed, and
content of speech, with no psychotic symptoms. The
patient has suffered from bipolar disorder for more
than 30 years and his history mainly includes seasonalpatterned manic episodes. His episodes were under
control with treatment options such as lithium,
risperidone, or haloperidol, however, lithium was
discontinued due to the thyroid enzyme dysregulation
and replaced with VPA five years ago. Over the years,
it was thought that the antipsychotics he used also
elicited and worsen subclinical depressive symptoms
in the euthymic phases. This led to a change in
olanzapine, but due to the elevation in his liver
enzymes, it was discontinued. His antipsychotic
treatment was switched to amisulpride and he had
been receiving amisulpride for the last four years.
Additionally, his manic episodes responded rapidly to
repeated injections of zuclopenthixol acetate,
nevertheless, a 1-month depot injection of
zuclopenthixol was not added to his remission
treatment due to its potential depressive effect on
mood because of its typical antipsychotic mechanism.
A year ago, he had redeveloped a manic episode which
was linked to the seasonality while being treated with
VPA 1750 mg, quetiapine 600 mg, biperiden 2 mg, and
amisulpride 800 mg daily. Four doses of zuclopenthixol
acetate with 3-day intervals were commenced at that
time, and 2+ pretibial edema had developed in both
legs five days after the treatment. Vital signs,
echocardiography (ECG), kidney and liver function
tests, electrolytes, thyroid function tests, serum
proteins, cardiac markers, C-reactive protein, and
erythrocyte sedimentation rate showed no pathological
findings except elevated fasting blood glucose (155
mg/dL) and creatine kinase (CK) (380 U/L). Pretibial
edema had resolved without treatment in 1 month. No
treatment changes were made in the past year, except
the switch from amisulpride to paliperidone due to the
unavailability of amisulpride in the market.
Based on his past psychiatric treatment history,
zuclopenthixol acetate was reintroduced. Injections
were repeated four times at a 3-day interval due to his
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therapy-resistant symptoms. Initially, he developed 1+
pretibial edema in the right leg after the 2nd injection.
Elevated CK (450 U/L), elevated blood glucose (174
mg/dLl), elevated gamma-glutamyl transferase (GGT)
(59 U/L), and mild hyponatremia (133 mmol/L) were
detected in his blood tests. Kidney and liver function
tests, electrolytes, thyroid function tests and vital signs
were within the normal limit. The heart rate was 82
bpm in his ECG, and the QT interval was calculated as
423 milliseconds. The 3rd injection was readministered
three days later, and no change in the severity of edema
was observed. However, bilateral 3+ pretibial edema
developed after the 4th injection. Repeated blood tests
and re-evaluated vital signs found no significant
changes. ECG and examination were performed by the
cardiology department, which showed no pathological
findings with normal ejection fraction (60%).
Furosemide 40 mg/day was added and the edema
gradually resolved 40 days after the last injection. The
Naranjo Adverse Reaction Probability Scale (NARPS)
showe d a “prob able” relat ionship b etwe en
zuclopenthixol and edema with a score of 8 (5). His
final medications included VPA 2000 mg, quetiapine
400 mg, biperiden 2 mg, paliperidone 9 mg and
furosemide 40 mg daily.

DISCUSSION
In this patient, zuclopenthixol acetate was considered
an option due to its noticeable benefit during his
previous manic episodes.
Peripheral edema may develop due to various
common medical conditions, including cardiovascular
disorders, renal dysfunction, thyroid dysfunction, and
liver diseases (6). However, our patient’s medical history,
physical examinations and laboratory tests did not
reveal an underlying pathology for the cause of edema.
Urological, hepatic or endocrine metabolism
pathologies were also particularly excluded by the same
methods.
Medications can also cause peripheral edema. In
the literature review of peripheral edema associated
with antipsychotic treatment, the most common
edema region was the legs (7). Risperidone, olanzapine
and quetiapine are among the drugs most commonly
and equally associated with this effect (7). Again,
edema is most common in the first four weeks of
treatment, and resolves within an average of 10.3 days
after adjustment of treatment (7). In an another review
evaluating both typical and atypical antipsychotics,
risperidone, olanzapine, and quetiapine were shown to
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be the most common culprits for edema (8). In this
study, haloperidol and chlorpromazine were also
found to be associated with peripheral edema,
although it was relatively rare compared to atypical
antipsychotics (8).
Several mechanisms related to edema associated
with antipsychotics have been proposed. The first
mechanism involves a direct antidopaminergic effect
on the dopaminergic neurons of the renal tubules,
leading to alterations in the renin/aldosterone system,
inhibition of renal sodium excretion, leading to fluid
retention (9).
The second proposed mechanism involves α-1 and
5HT-2 receptor antagonism due to antipsychotics,
leading to peripheral vascular dilation and reduced
peripheral resistance (10,11). Finally, allergic reactions
were held responsible for the mechanism. In a case
report of risperidone-associated edema, risperidone
was thought to reduce the already low C1 levels and to
cause C4-C2 activation, leading to angioedema (12).
Zuchlopenthixol’s main action mechanism includes
D1 and D2 receptor antagonisms. It also has a high
affinity for alpha-adrenergic and 5-HT2 receptors and a
weak histamine H1 receptor blocking mechanism (13).
Considering the mechanisms suggested for edema
caused by the use of other antipsychotics and the
zuclopenthixol receptor profile together, the α-2
adrenergic antagonism of zuclopenthixol and weak
histamine H1 receptor blockage can be held responsible
for the patient’s pretibial edema.
Cardiac side effects due to the use of multiple
antipsychotics are also known to be associated with
peripheral edema (14). However, in the cardiological
examination of our patient, no finding suggesting an
underlying cardiac pathology was revealed. the actual
cause of the pretibial edema was the use of
zuclopenthixol acetate in the absence of a severe
physical disease, the repeated pattern of the adverse
effect, the long-term and stable use of other medications
and the complete resolution of the edema 1 month after
the discontinuation of injections were considered.
Additionally, the patient’s NARPS score was 8, indicating
a “probable” relationship (5).
Several treatment strategies have been described for
the edema induced by antipsychotics. Although
peripheral edema is rare, it can even lead to
discontinuation of antipsychotics when it’s severe (15).
Edema resolved in one ğatient by reducing the dose of
the antipsychotic (7). In other cases, the edemainducing antipsychotics were switched (16,17). In our
patient, zuclopenthixol acetate was discontinued after

the remission, and 3+ edema occurred, while
furosemide was initiated at the same time. There are
case reports also indicating that the furosemide use
might be beneficial for edema treatment (18,19).
Additionally, zuclopenthixol decanoate injections were
found disadvantageous due to the risk of severe druginduced edema and subclinical depressive symptoms
during his euthymic phases.
Although the exact mechanisms of antipsychoticinduced edema are unknown, further studies
examining other risk factors such as antipsychotic
doses or comorbidity may shed more light on these
mechanisms.
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