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Introduction

second-generation atypical antipsychotic

called risperidone is frequently used to

treat psychiatric disorders like schizophre-

nia and bipolar disorder [1-4]. A benzoxa-

zole derivative called risperidone was first

used in 1993 [4, 5]. It has a high affinity

for serotonin type-2 (5-hydroxytryptamine, 5-HT?2), do-

pamine (D2), and 1-adrenergic receptors, resulting in
antagonism at these receptors [1, 6, 7].

Risperidone has a few side effects, including extrapy-
ramidal symptoms, dizziness, sedation, insomnia, head-
ache, anxiety, nausea, constipation, and weight gain.
However, it is extremely effective in treating childhood
and adolescent behavioral disorders, including hyperac-
tivity, aggression, self-injurious states, irritability, and
stereotypes [2, 5, 7].

Drug-induced peripheral edema is prevalent, particu-
larly with beta-blockers, calcium channel blockers, non-
steroidal anti-inflammatory medications, and several
hormonal medicines. Still, it is uncommon with new-
generation antipsychotics [1, 8].

However, in other case reports, edema was noted as an
uncommon but severe adverse effect of risperidone that
happened in a dose-dependent way [9]. Risperidone sel-
dom causes leg edema, particularly in low doses used for
schizophrenia maintenance therapy [2, 9].

An innovative antipsychotic drug called aripiprazole is
thought to stabilize the dopamine-serotonin system [10].
It is a partial agonist at serotonin (5-HT) 1A receptors,
an antagonist at 5-HT2A receptors, and a partial agonist
at dopamine D2 receptors [11]. The fact that aripiprazole
does not affect body weight, triglyceride levels, prolactin
levels, or sedation [12] is also notable. It has typically
been used to treat schizophrenia, bipolar disorder, major
depressive disorder, and anxiety disorders [2, 5].

In this paper, a sub-acute onset of bilateral leg edema
was reported after initiation of low-dose risperidone
treatment in a patient. To our knowledge, this report was
the only case study testifying such a high incidence of
edema after administrating a low dosage of risperidone
(1 mg) in the literature. A search was performed through
relevance on PubMed, EMBASE, and Google Scholar,
with keywords: “Edema,” “peripheral edema,” and “ar-
ipiprazole.” There are few case reports on aripiprazole
resulting in edema in patients. In most reports, risperi-
done successfully was switched to aripiprazole, and
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edema was suppressed completely [1, 2, 13, 14]. Thus,
the dose-dependent manner of our patient to aripipra-
zole could be considered a rare reaction. The patient’s
response to aripiprazole, which appears to be dose-de-
pendent, is an interesting and unusual observation worth
further consideration.

Case Presentation

A 55-year-old single unemployed woman presented
with auditory hallucination symptoms and delusion of
persecution with an unremarkable medical and psychi-
atric history. Her symptoms had begun about two years
before her visit. She was diagnosed as a case of schizo-
phrenia. The patient started on risperidone 1 mg/d, and
then the dose was increased to 2 mg/d. A few days after
increasing risperidone dosage, she developed marked bi-
lateral swelling over her hands, legs, and face, accompa-
nied by difficulty in breathing. She did not have a history
of edema, hepatic or renal dysfunction, thyroid disor-
der, cardiac dysfunction, or peripheral vascular disease.
Symptoms of swelling were not accompanied by itching,
pain, fever, lymphadenopathy, chest pain, and abdominal
distension. She was not taking any other medication, so
that a drug reaction could be ruled out. Complete labora-
tory examinations were done, including complete blood
count, serum electrolytes, liver function test, renal func-
tion test, thyroid function test, rheumatological test, im-
munological examination, and urine analysis. All reports
were within normal limits (Table 1). An ECG and chest
radiography revealed no signs of pathology. Also, she
did not use any other drugs, vitamins, and supplements
for the last month. Risperidone treatment was discontin-
ued for a week, and the edema resolved utterly 48-72
hours after risperidone discontinuation entirely without
any medical intervention. However, our patient’s psy-
chotic symptoms returned, and risperidone, 1 mg/d, was
again prescribed. Remarkable edema was noted for both
feet again 2-3 days after the onset of risperidone therapy.
On physical examination, her feet, ankles, and pretibial
region were grade 3 plus edematous. Subsequently, a di-
agnosis of risperidone-associated angioedema was made
(Figure 1).

Eventually, the patient was administered aripiprazole
(10 mg/d). Two or three months after introducing aripip-
razole (10 mg/d), she developed swelling of both feet. It
has been decided that the medication dosage should be
reduced to 5 mg/d. Within one week of reducing aripip-
razole (5 mg/d), the edema resolved. Also, no edema-
associated side-effect was observed over 6 months of
follow-up.
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Figure 1. Bilateral pedal edema associated with risperidone treatment

Since the patient was on risperidone monotherapy, no
drug interactions or additive effects from other medica-
tions were considered. As per Naranjo adverse drug re-
action probability scale, the rating for the index case was
9, which corresponds to a definite adverse drug reaction
associated with risperidone [15]. To our knowledge, the
Naranjo scale was 6 or 7 as probable in most cases. This
definite reaction shows the severe edema in inpatients,
which might be considered an essential responsibility.
We also performed the Naranjo adverse drug reaction
scale, giving a score of 6, indicating a possible associa-
tion between edema and aripiprazole treatment.

Discussion

Risperidone seldom causes the side effect of edema [4-
6]. Some case reports link the edema after risperidone
medication in a dose-dependent way [2, 7, 11].

Faruki noted a 55-year-old male with schizoaffective
disorder and bipolar type I showed aggression and sui-
cidal thoughts. He was prescribed low-dose risperidone;
he experienced leg pain and edema. Stopping the medi-
cation helped the pain but not the swelling. Inadequate
information on edema as a side effect led to noncompli-
ance [16].

The other study reported a case of pedal edema linked
to oral risperidone use in a 35-year-old male patient with
aggressive behavior. The patient developed bilateral
below-knee pedal edema within a week of starting ris-
peridone, which improved after reducing the dose and
completely resolved in one week [5].

PBR

September 2024. Volume 10. Number 3

PBR

Another report describes a seven-year-old child who
develops face and lip edema one week after taking ris-
peridone at a dosage increase from 0.25 mg to 0.5 mg.
After stopping risperidone, the face edema disappeared
completely after three days. Without any signs of edema,
the patient was switched and learned how to take aripip-
razole 5 mg/d [17].

A case study of an 80-year-old with significant depres-
sion and psychotic symptoms was provided by Hosseini
and Ahmadi [7]. She was given prescriptions for citalo-
pram (20 mg/d) and risperidone (2 mg/night). After 20
days, she experienced extreme swelling in her hands and
feet, extending from the wrist to the tips of her fingers or
toes. Eventually, quetiapine and citalopram were admin-
istered to the patient [7].

Orum et al. described two male patients who developed
reciprocal pedal edema following treatment with risperi-
done (case A: 51-year-old with bipolar disorder type 2;
Case B: 55-year-old with psychotic disorder + minor
mental impairment). They concluded that risperidone
treatment for the elderly should be carefully planned be-
cause even very low doses of the drug may increase the
risk of edema [1].

Also, the other study reported a rare case of leg edema
in a schizophrenia patient due to a low risperidone dose.
A 37-year-old man developed leg edema after switch-
ing from aripiprazole to risperidone. The patient’s lower
legs had minimal pitting edema, which improved after
switching to amisulpride. No other cases of leg edema
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Table 1. Biochemical blood test of the patient
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Laboratory test Result Reference Value
WBC (x10%/pL) 8.62 411
RBC (x10%/pL) 4.88 4254
Hgb (g/dL) 13.6 12-16
HCT (%) 40.7 36-46
Platelet (x10%/uL) 218 140-450
FBS (mg/dL) 94 70-105
AST (U/L) 19 Upto31
ALT (U/L) 22 0-31
Alkaline phosphatase (U/L) 231 64-306
CHOL (mg/dL) 162 <200
LDL (mg/dL) 127 <130
HDL (mg/dL) 43 <35
TSH (m IU/L) 2.08 0355
U/A Normal
Rheumatoid factor (IU/mL) 7 Up to 20
C-reactive protein (mg/L) 2 <10
Anti-nuclear Ab (mmol/L) 0.1 Negative: <0.9
Anti CCP Ab (unit/ml) 0.7 Negative: <5

PBR

Abbreviations: WBC: White blood cell; RBC: Red blood cell; Hgb: Hemoglobin; HCT: Hematocrit; FBS: Fasting blood sugar;
AST: Aspartate transferase; ALT: Alanine transaminase; CHOL: Cholesterol; LDL: Low-density lipoprotein; HDL: High-den-

sity lipoprotein.

with risperidone were reported among 200 patients mon-
itored [2].

In the other report [4], risperidone (4 mg) was recom-
mended for a 37-year-old lady who had schizophrenia
for three years. She complained the next day about her
hands and feet growing. Pretibial and periorbital zones
both expanded at the same time. Researchers stated that
the onset of edema following the use of a prescription
and its disappearance following the withdrawal of the
drug suggests that edema was a side effect of risperidone

[4].

Between 1/100 and 1/1000 people experience risperi-
done-related leg edema with an unclear mechanism [6].
No hematological or immunological abnormalities were
found [5, 6, 17].
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Some researchers believe that rapid increases in anti-
psychotic dosage may contribute to the development of
peripheral edema [1, 18]. Additionally, it has been hy-
pothesized that being older is a risk factor, especially for
people with severe edema [18].

The likelihood of developing edema following the use
of an atypical antipsychotic medication varies greatly,
from a day to a few months [1, 18]. Physicians should be
aware of this risperidone side effect and switch patients
to an antipsychotic medication with a different pharma-
codynamics profile, such as aripiprazole if the edema-
tous response is suspected [4, 7, 17]. However, in our
situation, the patient did not tolerate the 10 mg/day of
aripiprazole well, and bilateral edema returned.
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Even though there have been previously published in-
stances of edema related to risperidone usage, our case
was unique in its sensitivity to a low dose of risperidone
(1 mg/night). In contrast, based on the clear reaction of
the Naranjo scale of risperidone in our patient, the pre-
scribed dosage in previous publications was at least 2
mg [2]. Edema returned after stopping risperidone and
switching to aripiprazole (10 mg/d). There is limited
information available on Aripiprazole side effects. Ac-
cording to most reports, aripiprazole is well tolerated by
patients [1, 4, 13, 17]. Aripiprazole also appears to have
anti-inflammatory properties in carrageenan-induced
paw edema in male rats, according to studies [12].

Conclusion

In conclusion, this study reported a case of risperidone-
induced edema. Therefore, more research is needed to
determine the precise mechanism, risk factors, dose de-
pendence, and features of edema generated by antipsy-
chotic medications. However, this example demonstrates
that even at low maintenance dosages, risperidone can
cause edema.
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