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SUMMARY

Risperidone is a second-generation antipsychotic agent,
widely used in psychiatric disorders like schizophrenia,
bipolar disorder, and aggression. Edema has been
reported as a side effect of risperidone in a few case
reports in the literature. In most of these cases, another
drug was combined with risperidone and edema was
located in a specific zone. Here we aimed to report a
case of generalized edema due to risperidone oral
monotherapy and reviewed the relevant literature.
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OZET

Risperidon sizofreni, bipolar bozukluk, agresyon gibi
psikiyatrik bozukluklarda yaygin olarak kullanilan bir ikin-
ci jenerasyon antipsikotik ilactir. Odem, literatiirde
risperidonun bir yan etkisi olarak az sayida vakada
bildirilmistir. Bu vakalarin cogunda risperidon bir baska
ilagla kombine kullanilmistir ve 6dem yan etkisi viicudun
belirli bir bélgesinde lokalizedir. Bu yazida tek basina oral
risperidon kullanimina bagl gelisen bir yaygin 6dem
olgusunu sunmayi ve bu konuyla ilgili literatliri gézden
gecirmeyi amacladik.
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A case of generalized edema associated with risperidone monotherapy

TO THE EDITOR

Risperidone, a benzisoxazole derivative, is a se-
cond-generation antipsychotic that binds to sero-
tonin type 2 and al-adrenergic receptors with high
affinity and causes antagonism at these receptor
sites (1). Risperidone has been proven to be effec-
tive in psychotic disorders, bipolar disorder, aggres-
sion, and several other psychiatric disorders. The
most common side effects of risperidone use are
extrapyramidal symptoms, dizziness, hyperkinesias,
somnolence, and nausea (2). However, after
reviewing the literature on the complications of
risperidone therapy, we found few case reports
documenting edematous adverse effects of risperi-
done without combined with other agents. In this
paper, we reported a case of generalized edema
associated with risperidone treatment and
reviewed the literature about this side effect.

A 36-year old woman who had been treated for
schizophrenia for three years was admitted to our
inpatient clinic for the second time with complaints
of suspiciousness, furious behavior, and social
avoidance. Her first admission to psychiatry was
three years ago with the same complaints. She was
treated in our inpatient unit with the diagnosis of
schizophrenia. After her discharge, she had used
paliperidone palmitate 100 mg i.m. inj./month for
one year and then gave up treatment. Her mental
status was stable for one-year-period, noncompli-
ance with the treatment after this time resulted in
the appearance of psychotic symptoms. She did not
experience any adverse effect except mild
akathisia, which was treated with propranolol 40
mg/day. There was no history of any other psychi-
atric medication. At her second admission, risperi-
done 4 mg/day treatment was initialized. At the se-
cond day of the risperidone treatment, she comp-
lained of swelling in her feet and hands. The
swelling in her hands and feet increased day to day
and also swelling in pretibial and periorbital zone
bilaterally occurred. She didn’t have a history of
edema before. She did not use any other drug, vita-
min, and supplements for last month. The results of
a complete blood cell count, serum electrolytes,
protein, albumin, renal function, liver function, thy-
roid function, C3, C4, IgE, IgM, IgG, serum and
urine osmolarity, urinalysis, pregnancy test, chest
radiography, and electrocardiogram did not explain
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the edema. The echocardiography showed an ejec-
tion fraction of 70% which implicates normal cont-
ractile function with normal cardiac valves. After
cardiology, internal medicine and cardiovascular
surgery consultations performed, edema consi-
dered as a side effect of risperidone treatment.
After cessation of risperidone treatment, the
edema decreased day by day and resolved sponta-
neously after six days. Aripiprazole 10 mg/day
treatment initialized for her psychotic symptoms,
and after 14 days edema did not recur. We per-
formed Naranjo Adverse Drug Reaction Scale,
given a score of 7, that means a probable associa-
tion between edema and risperidone treatment (3).

The actual mechanism of edema due to risperidone
is still unclear. However, several possible underly-
ing mechanisms such as allergic reactions, super-
sensitivity of receptors and complex drug interac-
tions have been put forth. Firstly, edema may occur
as a result of vasodilatation and a decrease in vas-
cular resistance secondary to the blockade of al
receptors by risperidone (4). Risperidone may
induce the 5-HT receptor blockade which can
potentially increase the plasma cyclic adenosine
monophosphate levels that relax the vascular
smooth muscle (5). The dopaminergic blockade
can alter the renal regulation of electrolytes, which
also may play a role in the development of edema
(6). Also, several probable mechanisms may be
involved in the onset of risperidone-induced edema
such as the allergic reactions, receptor supersensi-
tivity and drug interactions (7). The allergic reac-
tions may be caused by mast cell degranulation or
activation of the kallikrein-kinin cascade (8). C4-
C2 activation with previously low cl1 inhibitor acti-
vity has been reported in a case, and Type-1 and
Type 4 allergic reactions in another patient (1,9).

A review of the literature on edema secondary to
risperidone indicated that in most cases, risperi-
done was used in combination with other psy-
chotropic agents, including valproate, benzodi-
azepines, and dopamine receptor antagonists. The
complex interaction between risperidone and other
psychotropic drugs may have contributed to edema
in these reported cases. Some cases documented an
allergic reaction to risperidone resulting with
edema and in another case edema was a side effect
of parenteral risperidone treatment (9,10). Also in
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a case, it is reported that the side effect was depen-
dent on the drug dose (11).

In our case, there wasn’t any drug interaction, and
the edema was not secondary to an allergic reaction
or another medical condition. The onset of the
edema after the use of the medication and the dis-
appearance after the withdrawal of the medication
suggest that edema was a side effect of risperidone.
The other important point about this case is that
edema was located at different zones (periorbital,
pretibial, pedal, hands), in most of the reported
cases the edema was located at one region like
pretibial, pedal, periorbital zone (6,11,12). This
case is also of importance as it demonstrates an
adverse effect that had not occurred with the previ-
ous paliperidone treatment which is an active
metabolite of risperidone with similar clinical effi-
ciency.

The discontinuation and changing of the suspected
drug with another agent is the first step in the treat-
ment of edema secondary to risperidone. If the
drug is indispensable for the patient, reducing the
dose and observing until edema improves would be
an appropriate choice. Also adding a diuretic agent

may be effective (12).

As a result, edema is a rare but serious side effect
of risperidone. This side effect may be dependent
to drug dose, but also may occur with a small dose.
It may affect the patient’s drug maintenance nega-
tively. Despite the low incidence, this side effect
should always be taken into consideration by the
clinicians. There is a need for future studies inves-
tigating the mechanism and incidence of this side
effect.
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