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Mirtazapine Induced Tremors: A Case Report

Sir,
Mirtazapine is an antidepressant with antagonistic 
action on alpha 2 noradrenergic receptors and 
postsynaptic serotonergic receptors (5HT2 and 
5HT3).[1] It is considered to be one of the safest 
antidepressants in terms of side effects like 
involuntary movements. In fact, mirtazapine is 
one of the medications found useful in alleviating 
drug‑induced akathisia and recommended in 
Parkinson’s disease.[2,3] However, there is literature, 
mostly case reports, suggesting that at least a few 
subjects are intolerant to mirtazapine and may 
develop involuntary movement disorders such as 
akathisia, dystonia, and dyskinesia.[4] There is no 
literature implicating mirtazapine with tremors, 
chorea, or parkinsonism.[5] Here, we describe a case 
of mirtazapine‑induced tremors.

A 60‑year‑old female came to the outpatient 
psychiatry department of our hospital with complaints 
of low mood, reduced interest in daily activities, loss 
of interest in previously rewarding or enjoyable 

activities, restlessness, easy fatigability, and reduced 
sleep and appetite for last 1 week, precipitated by the 
death of a close relative. The patient had a history of 
two depressive episodes in the last 3 years, treated 
with sertraline for a few months, which she had 
discontinued after experiencing improvement in her 
symptoms. There was no family history of psychiatric 
disorders. She had hypertension and was recently 
started on telmisartan and hydrochlorothiazide 
along with cilnidipine. Her blood investigation 
showed profound hyponatremia (117 mmol/L), and 
hence, she was shifted to cilnidipine and nebivolol 
by general physician alongside sodium correction 
with tolvaptan.

Her psychological condition showed significant 
improvement within 2 days, with improvement in 
sodium level (137 mmol/L). She was prescribed oral 
lorazepam 2 mg/day for residual sleep problems and 
anxiety. In view of persisting sleep disturbances, at first 
week follow‑up, lorazepam was stopped and mirtazapine 
7.5 mg at bedtime was initiated. After 2 days of starting 
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mirtazapine, she started complaining of restlessness and 
tremors of both hands. She came back for a consultation 
a week later because of intolerable movements, which 
on examination was diagnosed to be both subjective as 
well as objective signs of akathisia and high amplitude, 
coarse, low frequency (‑4 Hz) resting tremors of both 
hands. Considering the temporal association with the 
initiation of mirtazapine, the drug was stopped and 
oral lorazepam 2 mg/day was restarted. Her restlessness 
and tremors resolved within a week, but she developed 
florid depressive symptoms, which promptly responded 
to agomelatine 25 mg/day thereafter. A Naranjo score 
of 6 indicated probable adverse drug reaction related 
to mirtazapine.[6]

This is the first case report of tremors caused by 
mirtazapine. The lady developed akathisia and tremors 
within 2 days of initiation of mirtazapine, which 
completely remitted after stopping mirtazapine, and 
lorazepam helped in the symptomatic alleviation of 
distressing akathisia.

In general, elderly patients are at increased risk of 
side effects. This patient presented with probable 
thiazide‑induced hyponatremia, which is known to 
mimic depression.[7] Hence, correcting hyponatremia 
and symptomatic treatment of anxiety and sleep 
disturbances was attempted as the first step. On 
re‑emergence of syndromal depression, mirtazapine 
was started as it has a lower propensity to precipitate 
hyponatremia. However, because of the intolerable 
hyperkinetic involuntary movements of akathisia and 
tremors, it had to be discontinued.

As a recent review, elderly patients are more prone to 
hyperkinetic side effects with mirtazapine at a dose 
more than 30 mg/day.[5] However, our patient had 
symptoms at a lower dose of 7.5 mg/day. Onset and 
remission of these side effects were within the time 
range observed commonly in the literature. These can 
start from the first dose to 9 weeks of initiation of 
mirtazapine and remit within a few hours to 3 weeks 
of termination.[5] As seen in our case, benzodiazepines 
usually provide symptomatic relief, especially from 
akathisia.

A meta‑analysis showed the efficacy of mirtazapine 
in antipsychotic‑induced akathisia.[2] Although rare, 
paradoxical mirtazapine‑induced akathisia has been 
well reported from all over the world.[2] Mirtazapine 
has been shown to improve resting tremors in 
Parkinson’s disease.[3] However, tremors induced by 
mirtazapine has not been systematically reported 
earlier. Short‑term controlled studies from the 
United States report the prevalence of tremors to 
be 2% in patients on mirtazapine in comparison 1% 

noted on placebo; the clinical characteristics of the 
same are not detailed.[5] A recent study on a health 
database showed nearly 3.78 rate ratio of mirtazapine 
inducing extrapyramidal side effects with respect to 
age‑ and follow‑up time‑matched controls.[8] The 
mechanism of these side effects is largely unknown, 
but the temporal relationship implicates them to 
mirtazapine. Effect on the sensitive striatal alpha 
2 adrenergic receptors in susceptible subjects could 
be the potential factor inducing movement‑related 
adverse effects and may be an unusual phenotypic 
manifestation.[1]

Mirtazapine is considered as one of the safest options 
in elderly with depression. However, clinicians need to 
be aware of its potential resting tremor and akathisia 
related movement disorder adversities.
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Lurasidone‑induced Parkinsonism and 
Hyperprolactinemia

Sir,
Drug‑induced parkinsonism (DIP) usually manifests 
within a few days to up to 3 months of neuroleptic therapy 
and remits if the offending drug is discontinued.[1] 
Older age, being a woman, genetic variants, preexisting 
movement disorders, and cigarette smoking have been 
identified as risk factors for DIP.[2] Hyperprolactinemia 
is another common, but neglected, adverse effect of 
conventional and some atypical antipsychotics that may 
lead to decrease in libido, amenorrhea and infertility, 
breast engorgement and lactation.[3] Such adverse effects 
of medication may be very troublesome for a female in 
her reproductive period and interfere in the assessment 
of etiology of infertility too. We encountered a female 
patient with psychotic depression who developed DIP 
and had very high levels of serum prolactin following 
the use of lurasidone.

CASE DETAILS

Ms A, 26‑year‑old, was brought by the family for 
sudden onset behavioral abnormalities, reduced sleep, 
restlessness, anxious and irritable mood, beliefs of 
being pregnant despite a negative urinary pregnancy 
test, and delusions of persecution. She refused to 
take her meals, was aggressive, and had a labile 

mood. We diagnosed her with acute polymorphic 
psychotic disorder without symptoms of schizophrenia 
(an International Classification of Diseases tenth 
revision/ICD‑10 diagnosis). Her complete hemogram, 
serum biochemistries, and thyroid function were 
normal. In view of recent‑onset amenorrhea, we ruled 
out pregnancy by the urine pregnancy test and pelvic 
ultrasonography. She was treated as an inpatient with 
olanzapine 10 mg/day and clonazepam 0.5 mg twice 
a day and had about 50% relief in 2 days and was 
discharged. However, she did not achieve remission, 
and her symptoms changed during the next 2–3 weeks. 
She started remaining sad, stopped participating in 
household activities, and repeatedly voiced her concern 
about conception. She would prefer  to stay alone and 
had depressive cognitions in the form of bleak views of 
future, hopelessness, and suicidal ideations. She also 
had delusions which were mood congruent and revolved 
around her conception. However, her appetite was 
increased, and she gained nearly 3 kg of weight during 
this period. In view of the change of symptomatology, 
the diagnosis was revised to major depressive disorder 
current episode of severe depression with psychotic 
symptoms (F32.3) and she was re‑admitted due to 
suicidal ideations. The rating of her psychopathology 
on the Brief Psychiatric Rating Scale (BPRS) revealed a 
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