Letters to Editor

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
S5SHT3).l 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.[*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.*! There is no
literature implicating mirtazapine with tremors,
chorea, or parkinsonism.P! 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 weelk, 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.®

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.l”l 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.®’ 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.! 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.?! Although rare,
paradoxical mirtazapine-induced akathisia has been
well reported from all over the world.!?! Mirtazapine
has been shown to improve resting tremors in
Parkinson’s disease.l*’ 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.’! 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.!®) 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.)

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.

Declaration of patient consent

The authors certify that they have obtained all
appropriate patient consent forms. In the form the
patient(s) has/have given his/her/their consent for his/
her/their images and other clinical information to be
reported in the journal. The patients understand that
their names and initials will not be published and
due efforts will be made to conceal their identity, but
anonymity cannot be guaranteed.

Financial support and sponsorship
Nil.

Conflicts of interest
There are no conflicts of interest.

N. A. Uvais, V. S. Sreeraj', P. Shihabudheen?,
T. P. Mohammed?

Departments of Psychiatry, 2Medicine and *Internal Medicine,
Igraa International Hospital and Research Centre, Calicut,
Kerala, 'Department of Psychiatry, National Institute of Mental
Health and Neurosciences, Bangalore, Karnataka, India

Address for correspondence: Dr. N. A. Uvais
Department of Psychiatry, Iqraa International Hospital and
Research Centre, Calicut, Kerala, India.

E-mail: druvaisna@gmail.com

REFERENCES

1. Raveendranathan D, Swaminath GR. Mirtazapine induced
akathisia: Understanding a complex mechanism. Indian J
Psychol Med 2015;37:474-5.

2. Praharaj SK, Kongasseri S, Behere RV, Sharma PS. Mirtazapine
for antipsychotic-induced acute akathisia: A systematic
review and meta-analysis of randomized placebo-controlled
trials. Ther Adv Psychopharmacol 2015;5:307-13.

Indian Journal of Psychological Medicine | Volume 41 | Issue 2 | March-April 2019 191



192

Letters to Editor

Pena E, Mata M, Lopez-Manzanares L, Kurtis M, Eimil M,
Martinez-Castrillo JC, et al. Antidepressants in Parkinson's
disease. Recommendations by the movement disorder study
group of the Neurological Association of Madrid. Neurologia
2016. doi: 10.1016/j.nrl.2016.02.002.

Balaz M, Rektor I. Gradual onset of dyskinesia induced by
mirtazapine. Neurol India 2010;58:672-3.

Yoon WT. Hyperkinetic movement disorders induced by
mirtazapine: Unusual case report and clinical analysis of
reported cases. J Psychiatry 2017;21:437.

Naranjo CA, Busto U, Sellers EM, Sandor P, Ruiz I,
Roberts EA, et al. A method for estimating the probability
of adverse drug reactions. Clin Pharmacol Ther
1981;30:239-45.

Liamis G, Filippatos TD, Elisaf MS. Thiazide-associated
hyponatremia in the elderly: What the clinician needs to
know. J Geriatr Cardiol 2016;13:175-82.

Guo MY, Etminan M, Procyshyn RM, Kim DD, Samii A,
Kezouh A, et al. Association of antidepressant use
with drug-related extrapyramidal symptoms:
A pharmacoepidemiological study. J Clin Psychopharmacol
2018;38:349-56.

This is an open access journal, and articles are distributed under
the terms of the Creative Commons Attribution-NonCommercial-
ShareAlike 4.0 License, which allows others to remix, tweak, and
build upon the work non-commercially, as long as appropriate credit
is given and the new creations are licensed under the identical terms.

Access this article online

Quick Response Code

Website:

www.ijpm.info

DOI:
10.4103/IJPSYM.IJPSYM_436_18

How to cite this article: Uvais NA, Sreeraj VS, Shihabudheen P,
Mohammed TP. Mirtazapine induced tremors: A case report. Indian J Psychol
Med 2019;41:190-2.

© 2019 Indian Psychiatric Society - South Zonal Branch | Published by Wolters Kluwer -
Medknow

Indian Journal of Psychological Medicine | Volume 41 | Issue 2 | March-April 2019



Mubeen.Shaikh
Rectangle

Mubeen.Shaikh
Rectangle


