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Case Report

A number of case reports have been reported on 
induction of lower extremity edema by risperidone; 

however, the risk factors and pathophysiology are not well 
elucidated.1–3 This case report highlights the bilateral lower 
extremity edema in an older person in a long-term care 
setting. We also propose several additional risk factors that 
resulted in her edema.

Case Report
Ms A, a 71-year-old married woman, was seen with her 

daughter for an approximately 9-year gradual decline in 
memory. She had no prior history of psychiatric disorder, 
but her family history was significant for alcoholism 
(father). Ms A had multiple chronic medical conditions, 
such as gastroesophageal reflux disease, hypertension, type 
2 diabetes mellitus, osteoarthrosis, sleep apnea, and others. 
At the initial visit, she denied any memory trouble, but she 
scored 8/30 on the Montreal Cognitive Assessment4 and 2/15 
on the Geriatric Depression Scale5 while she was alert and 
fully awake. Her medical dementia workup was negative for 
reversible causes of memory dysfunction. Her treatment 
was initially focused on trials of antidementia medications 
and family education. She could not tolerate donepezil 
due to persistent diarrhea. Subsequently, she was placed 
on memantine and titrated up to 10 mg 2 times/d without 
noticeable adverse reactions. Despite starting memantine, 
her cognitive functions progressively worsened, and she 
began experiencing visual hallucinations of seeing people in 
her room and delusions of her husband having extramarital 
affairs. Additionally, her mood instability became significant 
and frequent. The patient was eventually placed on quetiapine 
for her worsening psychotic symptoms, which was titrated 
to 25 mg at bedtime. However, she became more confused, 
unstable in gait, and started falling. It was discontinued and 
changed to risperidone. Her visual hallucinations rather 
quickly responded to 0.5 mg/d, but her delusions and mood 
instability gradually improved on 0.5 mg 2 times/d. She 
began showing positive outcomes to this medication, but 
her family noted that her lower legs were swollen up to both 
knees. No pain was associated with this change but measured 
as > 2 pitting edema. Per her family’s request, risperidone 
was discontinued, and the edema resolved over a period of 
2 weeks. No recurrence was noted at the next follow-up visit. 
Based on her existing medical conditions and all laboratory 
data, no clear-cut physical cause for the edema was found. In 
terms of treating her psychotic symptoms, she was switched 
back to quetiapine as needed for intermittent agitation per 
her family’s request.

Discussion
This case measured on the Naranjo scale6 was a “probable” 

association between risperidone and lower leg edema. Using 
the Naranjo scale, the association between risperidone and 
lower extremity edema was measured to be 5, corresponding 
to a probable association. This means that the edema follows 
a reasonable temporal sequence after the introduction of 
risperidone. Further association was established when the 
edema resolved after stopping risperidone. Since the exact 
mechanism of how risperidone causes edema is unknown, 
it is important to be mindful of this potential side effect 
and its risks factors. Risk factors reported in the literature 
include older age and coadministration with psychiatric 
medications such as citalopram.1,7,8 Additional studies are 
needed to quantify the risk of older age and coadministration 
of certain psychiatric medications. Proposed mechanisms 
include sensitizing α-1 receptors, downregulating adenosine 
triphosphate-dependent calcium pump, and altering renal 
function, all of which contribute to peripheral edema.1,7,8 
Edema generally resolves after lowering the dose of or 
discontinuing risperidone.1,3 Some case reports allude to the 
dose-dependent nature of edema risk.1,9 Another potential 
risk factor for edema caused by risperidone is medications 
that inhibit metabolism of risperidone, mainly cytochrome 
P450 (CYP) 2D6 inhibitors. This patient was also taking 
memantine, which is a known CYP2D6 inhibitor.10 
Risperidone is metabolized by CYP2D6.11 As a result, the 
edema-inducing mechanism of risperidone is amplified by 
memantine. Lastly, it is possible that her inadequate glucose 
control contributed to her edema.

Risperidone is not the only antipsychotic implicated 
in the induction of lower extremity edema. Other 
antipsychotics implicated are quetiapine, haloperidol, 
olanzapine, and ziprasidone.2–5,7,12 Based on other case 
reports,1,7,8 aripiprazole does not induce edema in patients 
who previously reacted to risperidone, possibly due to 
differences in pharmacodynamics. Our patient did not 
develop edema while taking quetiapine. Patients who react to 
one antipsychotic should be tried on another antipsychotic, 
preferably with a different mechanism of action.

This case report highlights the importance of monitoring 
for lower extremity edema in the geriatric population exposed 
to antipsychotics. For reasons still under investigation, 
risperidone increases the risk of lower extremity pitting 
edema. Our patient’s risk was compounded by diabetes and 
hypertension, both of which are common comorbidities in 
the geriatric population. However, our patient’s induced 
edema resolved by stopping risperidone.
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