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Abstract

Mirtazapine is an antidepressant that is classified as a noradrenergic and
specific serotonergic antidepressant (NaSSA). It is recommended as one of
the first line antidepressants for the treatment of major depressive disorder
(MDD). We herein report an unusual side effect of mirtazapine where a
middle aged lady who suffered from bilateral non tender pitting oedema with
swelling at the lower limbs and numbness over bilateral hands for more than
one month since the commencement of mirtazapine. It resolved gradually
upon cessation of medication. A score of 7 was done retrospectively for
Naranjo scale. The exact mechanism and its frequency are not well known
yet. A high awareness of its potential effects is important among prescribers
in order to offer better treatment care to patients.
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Introduction
Mirtazapine is classified as a noradrenergic
and specific serotonergic antidepressant
(NaSSA) [1]. It is recommended as one of
the first line antidepressants for treatment of
major
depressive
disorder
(MDD)
[2]. Mirtazapine
has
a
unique
pharmacological profile. It is a potent
antagonist
at
presynaptic
alpha2adrenoceptors and postsynaptic serotonin 5HT2 and 5-HT3 receptors, which indirectly
enhances 5-HT1A-mediated serotonergic
neurotransmission [3]. Its potent antihistamine property is also particularly
beneficial for MDD with prominent sleep
problems [4]. Its common side effects

includes increased appetite, weight gain,
somnolence and lethargy [5, 6].
In our case report, we described a patient
who developed bilateral non tender pitting
oedema following initiation of mirtazapine
which gradually subsided two weeks after
stopping mirtazapine.
Case Report
Mrs. L, a 52-year-old housewife, presented
to psychiatric team with low mood,
anhedonia, helplessness, worthlessness, poor
sleep, lethargy, poor appetite, weight loss
with fearfulness and nervousness for a
period of four months in August 2018. She
also became socially withdrawn. There was
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a significant decline in her function as a
housewife. No presence of psychotic
symptoms. There is no family history of
mental illness or substance use. Premorbidly,
she was a hardworking and responsible
housewife. Stressors were identified when
her husband was diagnosed with colon
cancer stage IV, who had to undergo surgery
requiring a stoma bag and chemotherapy.
She experienced financial issues as her
husband was unemployed due to his illness.
Mental state examination revealed a middle
aged, thin built and poorly kempt lady.
There was poor eye contact and rapport.
Speech was coherent and relevant but
minimal verbal output, in short phrases and
was slow in response. Her mood was low
and affect was restricted. She was alert and
oriented. Her vital signs were stable.
Systemic examinations were unremarkable.
Blood investigations including full blood
count, renal profile and liver function test
were normal. She was diagnosed with major
depressive disorder and treated with oral
escitalopram 5mg ON.
Subsequently, she defaulted her treatment
and presented with another episode of
depression. She no longer responded to
escitalopram, even though it was combined
with sertraline and non-pharmacological
approach such as counselling for stress
management and coping skills. Hence, a
decision was made to combine escitalopram
with mirtazapine 30mg ON. Three weeks
later, she returned for follow-up with
improvement of her depressive symptoms.
At the same time, she started to complain of
bilateral finger numbness when doing house
chores which was non-specific. No
significant finding was elicited upon clinical
examination. Reassurance was given and
mirtazapine was further optimized to 45mg
ON with decrement of escitalopram to 10mg
ON. One week after dosage increment, she

02-03-21

started to experience bilateral ankle swelling,
which progressed to involve midthigh level
within one month. It was pitting and non
tender in nature, but greatly affected her
daily life. Her lower limbs were extremely
heavy and she could hardly ambulate freely.
Besides that, all her fingers were swollen
with a tingling sensation which caused her
to have sleepless nights. Her marriage ring
also could no longer fit into her finger. She
could not grasp things with both her hands
and could not cook. She went to seek
consultation in primary care clinic but was
told that no specific cause was identified.
During the psychiatric clinic follow-up
consultation, her complaint was noted.
Blood investigations such as full blood
picture, renal, liver and thyroid functions
tests with urine microscopy examination
were found to be normal.
Mirtazapine was offed as it was suspected to
cause such adverse drug reactions (ADR)
and escitalopram was optimised up to 10mg
ON. The limbs oedema gradually subsided
two weeks after stopping mirtazapine and
she had regained her bilateral lower limbs
and upper limbs functions.
Discussion
Oedema occurs when there is volume
expansion of extracellular fluid or excessive
fluid accumulation within the cells [8]. It
can either result from excessive movement
of fluid from the intravascular to interstitium
or reduced movement of water from
interstitial space into the capillaries or
lymphatic vessels [8]. There are two types of
oedema, namely localized or generalized
oedema [9]. Localized oedema could be
results of localized venous congestion or
inflammation whereas generalized oedema
usually is of systemic aetiologies such as
kidney or heart failures, liver failure and
Cushing syndrome [9], On the other hand,
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oedema also could be further classified into
hydrostatic oedema, vasogenic oedema and
lymphoedema based on its different
pathophysiology which could involve
increased capillary hydrostatic pressure,
decreased
plasma
oncotic
pressure,
increased
capillary
permeability
or
obstruction of the lymphatic drainage
system [8]. As in this case report, the pitting
oedema occurred as ADR of mirtazapine.
When the pitting oedema resolved, we
retrospectively assessed the patient based on
Naranjo scale, a score of 7 signified
probable ADR had occurred [7].
It is not uncommon that oedema happened
to be an ADR of a particular medication.
There is a wide range of medication that can
result in oedema including antihypertensives
(calcium channel blocker, beta blocker),
antivirals
(acyclovir),
hormones
(corticosteroid
or
sex
hormone),
chemotherapeutics
(cyclophosphamide),
cytokines (interleukin), nonsteroidal antiinflammatory
drugs
(celecoxib),
antidepressants, particularly monoamine
oxidase inhibitors [10]. Moreover, there are
several case reports on oedema as ADR of
other psychotropic medication, such as
risperidone [11], olanzapine [12], quetiapine
[13], trazodone [14], pregabalin [15],
escitalopram [16] and mianserin [17].
Pertaining to mirtazapine, there are several
case reports on patients with similar side
effects but differ individually. Saddichha
(2014) and Lai et al (2016) have reported
bilateral lower limb pitting oedema in
female patients with complete resolution
after mirtazapine was discontinued [18, 19].
There are two male patients who suffered
from bilateral lower limb oedema associated
with more serious symptoms including
shortness of breath, anemia, fever,
constipation and increased erythrocyte
sendimentation rate [20, 21]. The range of
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dosage for those cases were within 30 to
60mg daily, but it was less severe in females
as compared to males. As in this case,
patient first complained of mild bilateral
hand numbness after mirtazapine was added
on to the treatment regime. This could be the
early signs of oedema whereby expansion of
interstitial spaces causing peripheral nerve
compression [22]. As the numbness was not
recognized earlier, it progressed into
bilateral lower limb oedema with dose
increment. The
proposed
mechanism
involves interaction of alpha antagonism
that causes vasodilation in smooth muscle
and pooling of blood that results in localized
vasogenic oedema [20]. However, the exact
pathophysiology and whether the severity of
its side effects differ in terms of gender is
not well known.
Conclusion
The case illustrated above suggests that
mirtazapine is the most likely cause of the
pitting oedema. Even though it was not lifethreatening to the patient, it has caused
significant discomfort and suffering to the
patient throughout her treatment with
mirtazapine. Despite not knowing the exact
pathophysiology of the development of
oedema, awareness and early recognition by
prescribers could offer better treatment care
to patients who are suffering from ADR.
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