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ABSTRACT 
 

Risperidone is the first line of treatment for bipolar disorder, atypical depression, and 
Schizophrenia. We present a 55-year-old male with a history of schizoaffective disorder with bipolar 
type I presented with aggressive behavior and suicidal ideation. Our patient was treated with low-
dose Risperidone; after that, he gradually developed leg pain and edema. His leg pain hampers his 
ambulation, which is clinically improved after a week of medication discontinuation; however, his leg 
edema did not resolve completely. In addition, we evaluated our patient's compliance with an 
empathic verbal interview that shows edema and leg pain hampers his quality of life. We have 
found that not informing edema as one of the possible side effects increases medication non-
compliance in our case. There are several case reports about the side effect of Risperidone (such 
as leg edema) in combination with other medications, but there is no recommendation about patient 
counseling of forthcoming leg edema and mobility issues. 
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1. INTRODUCTION 
 
Schizoaffective disorder is a condition where 
Schizophrenia co-exists with a mood disorder 
such as bipolar disorder Type I or major 
depressive disorder. Patients usually present 
with hyperactivity, irritability, distractibility, 
grandiosity, decreased need for sleep, and 
talkative with acute suicidal ideation [1]. Second-
generation atypical antipsychotic antidepressants 
are the treatment option for bipolar disorder, 
Schizophrenia, and atypical depression. 
Risperidone is a Benzisoxazole derivative; this is 
a combination of Serotonin and Dopamine 
antagonism. Risperidone was approved in 1993 
by FDA to use in patients with Schizophrenia; 
however, it is also effective for manic and mixed 
episodes of Bipolar I disorder [2]. Although 
British National Formulary added edema as one 
of the side effects, it is not usually a common 
one, e.g., weight gain and sedation [3]. 
According to Hossain S. et al., there were 
reported six cases so far where complex drug 
interaction with Valproate, benzodiazepine, and 
Risperidone cause leg edema to patients mild to 
moderate severity [4].  
 
Although the effect of leg edema is dose-
dependent, there is only one case reported that 
leg edema occurs in low doses of Risperidone as 
similar to our case. However, after a week of low-
dose medication, our patient had edema, and 
discontinuation of the drug did not improve his 
leg edema for 2 weeks [5]. 
 

2. CASE HISTORY 
 
We present a 55-year-old African American male 
presented by EMS activated by his sister in the 
emergency department with aggressive behavior 
and suicidal ideation for one week. For a month, 
the patient's sister reported a gradual worsening 
of his manic symptoms (easy distractibility, 
increased energy levels, and slept less than 4 
hours/night). His speech was rapid and 
pressured. Additionally, he had a tangential 
thought process. We noted that our patient had a 
past medical history of hypertension (on 
Amlodipine) for the last five years and past 
psychiatric history of schizoaffective disorder  
with bipolar type I disorder for the previous 12 
years.   His home medications included Sodium 
Valproate 500 mg BID, Atorvastatin 10 mg QD, 
Amlodipine 5 mg QD, Escitalopram 10 mg QD, 
Mirtazapine 30mg QD, Lurasidone 80 mg QD 
that he was taking for the past six months. 
According to the caregiver, he was compliant 

with the medication. On his recent course of 
hospitalization, we started Risperidone 1mg BID 
and titrated up to a total of 3 mg per day, and we 
increased the dosage of Sodium Valproate to 
500 mg TID to control his aggressive behavior 
and manic symptoms.  
 
The patient's caregiver mentioned that he had 
multiple hospitalizations (more than ten times) in 
the psychiatry unit for 12 years and his last 
hospitalization was six months ago due to manic 
episodes. His family history of psychiatric 
disease is insignificant. Mild impairment of his 
intellectual function affects his ability to complete 
high school and currently he is on social security. 
He did not have a history of substance abuse.  
 
After a week of hospitalization, the patient 
develops sudden foot pain on a scale of 6/10. He 
also developed moderate bilateral leg edema 
and could not walk. The patient denied any 
shortness of breath, chest pain, cough, fever, 
and abdominal pain. However, his behavior was 
getting better and less aggressive on medication. 
We consulted with a cardiologist and 
nephrologist to rule out any pathology. The 
cardiologist recommended switching Amlodipine 
to Lisinopril 5 mg to exclude Calcium channel 
blocker-induced leg edema. On his subsequent 
consult, the cardiologist also suggested adding 
Hydrochlorothiazide 12.5 mg. Nevertheless, we 
did not notice significant changes in his 
symptoms. In addition, he gradually developed 
leg edema with pain and discomfort, and DVT 
was excluded after extensive workup. Multi-
disciplinary opinions were taken to rule out other 
medical causes of edema, but we did not find 
any medical reasons so far. 
 

On physical examination, his vitals are stable; 
the general appearance was disheveled but co-
operative with no apparent distress. There was 
2+ edema in the lower limb. His edema is 
localized in his foot, pitting in nature, and 
associated with no overlying skin changes.  A 
review of his other system was normal.  
 

Other laboratory examinations, including 
complete blood count, comprehensive metabolic 
panel, renal function test, thyroid function test, 
rheumatological test, immunological examination, 
and urinalysis, were within normal limit except for 
low platelet count. In addition, ECG, Echo, and 
duplex venous ultrasonography for bilateral lower 
limb did not reveal any pathology.  
 

According to the collateral history of previous 
drug reactions, our patient had a history of ankle 
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edema with Risperidone which was self-limiting 
in nature two years ago. At that time, his edema 
gets worse with prolonged treatment with 
Risperidone. As a result of his positive drug 
reaction history and reviewing the literature, we 
decided to reduce the dose of Risperidone to 2 
mg/day in four days and gradually discontinued 
the medication.  
 
Table 1. The figure of 8 ankle measurements 

 

Date On Risperidone Without 
Risperidone 

Day 1 26.0 cm 26.8 cm 
Day 3 26.8 cm 26.3 cm 
Day 7 27.0 cm 25.9 cm 

 
After a week of Risperidone discontinuation, the 
leg pain gradually subsided and entirely 
resolved, but he had bilateral pitting leg edema. 
The patient was ambulatory after discontinuation 
of the medication. Therefore, we evaluated his 
probable adverse drug reaction with Risperidone. 
According to Naranjo Adverse Reaction, the 
rating was seven which proves the association of 
leg edema and the use of Risperidone.  
 

3. DISCUSSION 
 
First-line treatment for psychosis and mood 
disorder is second-generation antipsychotics 
such as Risperidone, Clozapine, and 
Olanzapine. However, several medical conditions 
can cause bilateral leg edema, such as heart 
failure, chronic or acute renal failure, and chronic 
liver failure. Therefore, our patient undergoes all 
possible lab tests and procedures to rule out 
other relevant medical conditions of his newly 
developed leg edema.   
 
The second-generation antipsychotics block the 
D2 receptor, 5HT-2A receptor, Alpha 1 receptor, 
and H1 receptor. It has been found that these D2 
receptor has contributed to edema by influencing 
the renin-angiotensin system in the kidney [6]. It 
has been shown that 5-HT2A blockade increases 
cyclic AMP, which causes vasodilation and leads 
to edema [7]. Risperidone also influences the 
alpha one receptor in a post-capillary system that 
causes peripheral vascular dilation and 
subsequently edema [8]. Facial or pedal edema 
with signs of disseminated skin eruption could be 
considered an allergic drug reaction or 
hypersensitivity. We can exclude this condition 
with blood C3, C4, and IgE levels [9]. However, 
the combination of Sodium Valproate and 

second-generation antipsychotic is usually safe 
with fewer adverse effects.  
 
After an extensive search in PubMed and Google 
Scholar, we have found a total of nine cases of 
pedal edema with Risperidone. However, six of 
these cases are associated with other 
medications such as Quetiapine, Valproate, and 
Benzodiazepine [10]. However, in our case, the 
patient has been on sodium valproate and 
Lurasidone for a long time, and the 
administration of Risperidone for a week causes 
leg edema. In addition, we have found that the 
edema is associated with leg pain and 
discomfort.  
 
Additionally, due to added distress and 
uncertainty about the cause of leg edema, we 
believe the drug compliance of patients is 
affected in our case.  
 

4. CONCLUSION 
 
Atypical antipsychotic-induced edema is not rare, 
but symptoms like the pain, heaviness, 
discomfort associated with edema are new in our 
case. Several cases were reported with leg 
edema after Risperidone or with a combination of 
Valproate or Lurasidone; however, in our case, 
leg edema is persistently present for two weeks 
with discomfort and pain. We need to identify the 
risk factors before prescribing antipsychotics and 
properly monitor daily changes (like weight gain) 
in hospital-admitted chronic psychotic patients to 
ensure better medication compliance in the 
future, especially in a long-term history of 
antipsychotic use.  
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