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Abstract:  

Peripheral oedema is reported as one of the adverse drug reactions with the use of NSAIDs, anti-

hypertensive drugs, steroids and immunosuppressive drugs and very rarely with the use of 

psychotropic medications.  Here in we present a case of bipolar mood disorder who developed 

peripheral oedema with the use of mirtazapine.  
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Introduction 

Peripheral oedema is a consequence of many 

medical conditions including congestive cardiac 

failure, hepatic cirrhosis, lymphedema, 

hypoproteinemia, and renal diseases. Apart from 

these conditions some drugs are also known to 

induce peripheral oedema such as NSAID’s, anti 

hypertensive drugs, steroids and 

immunosuppressive drugs.
1, 2

 Further in the list 

are certain anti-psychotic drugs such as 

risperidone
3
, olanzapine

4
, quetiapine

5
 and anti 

depressants such as mirtazapine, trazodone with 

anxiolytics such as pregabalin.
6
 Mirtazapine is a 

widely used noradrenergic and specific 

serotonergic antidepressant (NaSSA). Until now 

very few studies have shown mirtazapine to 

cause peripheral oedema.
1, 7, 8

 We would like to 

state one such rare case report of mirtazapine 

causing peripheral oedema, probably the first 

from the Indian subcontinent.  

 

 

Case Report 

A 40 year old obese male patient was diagnosed 

as bipolar mood disorder with benzodiazepine 

dependence and alcohol abuse. His history 

spanned over 8 years and he had sought multiple 

opinions from different psychiatrists. The patient 

was taking setraline, clonazepam and divalproex 

sodium which was prescribed to him along with 

20 tablets of alprazolam (0.5 mg) per day. The 

patient had visited the author in view of his 

persisting depressive features and 

benzodiazepine dependence. All the baseline 

blood investigations and liver function test were 

reported as normal. He was started on 

oxcarbamazepine 150 mg twice a day which was 

later increased to 900 mg over 2 weeks. He was 

also put on quetiapine 50 mg and then gradually 

increased to 100 mg over a period of 1 week. 

The numbers of alprazolam tablets were 

gradually tapered to 10 tablets of 0.5mg 

alprazolam over 2 weeks. After two weeks the 

patient’s mood had improved but he was still 
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complaining of decreased sleep. For the sake of 

sleep, patient was started on mirtazapine 7.5 mg 

at night. Patient reported improvement in sleep 

and hence was advised to continue the same 

medications.   

After a week of treatment, the patient 

complained of swelling over feet. Physical 

examination revealed pre-tibial oedema 

bilaterally and it was gradually progressing. 

Patient was referred to a physician who got him 

admitted under his care. The reason for oedema 

was investigated thoroughly. Serum proteins, 

kidney function tests and cardiac status were 

within normal limits. The possibility of drug 

induced oedema was suspected and mirtazapine 

was withdrawn from the treatment. The oedema 

disappeared completely within 4 – 5 days of 

discontinuing the drug. After one month, patient 

again started complaining of insomnia and 

demanded that mirtazapine be re-started. The 

peripheral oedema was again noticed from the 

third day itself and mirtazapine was again 

withdrawn from the treatment. The oedema 

disappeared after stopping mirtazapine. Naranjo 

Adverse Drug Reaction Monitoring Scale was 

administered and it showed a score of 7 

suggesting that the possibility of mirtazapine 

causing oedema is “Probable”. 

Discussion 

The literature available shows that the incidence 

of peripheral oedema due to use of 

antidepressant medications is extremely rare.
8
 

An extensive search of literature revealed three 

case reports of mirtazapine induced peripheral 

oedema.
1, 7, 8

 The exact mechanism of 

mirtazapine induced oedema is not known. 

Yucel et al
7 

reports the oedema caused by 

mirtazapine as idiosyncratic. He further ruled out 

the possibility of inhibition of CYP enzymes and 

interaction between the other drugs to cause the 

oedema. 
8
 We advocate the psychiatrists to have 

knowledge of this rare side effect of peripheral 

oedema while using mirtazapine and stress the 

need for further research to identify the exact 

cause of such an adverse event.  
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