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Abstract

Clinical manifestations of drug-induced
skin reactions include a wide range of
symptoms, from mild drug-induced exan-
themas to dangerous and life-threatening
generalized systematic reactions. Drug-
induced skin reactions to psychotropic med-
ication are wusually associated with
antiepileptic drugs. However, a significant
role can be assigned to selective serotonin
reuptake inhibitors. We report a case of a
female patient, who after approximately one
month therapy with escitalopram developed
a bilateral ankle edema, which resolved
completely within the first week following
its discontinuation. Although serious com-
plications are rare, clinicians should be
aware of severe skin complications in
patients treated with antidepressants, which
necessitate careful clinical monitoring and
management. Individualization of pharma-
cotherapy is crucial, together with regular
evaluation of safety and tolerance of the
treatment.

Introduction

Skin is a biological barrier that protects
the internal milieu from the external envi-
ronment, and its subjected to variable inter-
actions with solar, thermal, radiant and
mechanical energy and these environmental
factors may participate in the pathogenesis
of skin diseases.! Skin capacity to recognize
and discriminate signals is probably influ-
enced by skin immune and pigmentary sys-
tems; however the high level barrier of the
skin is probably under the influence of a
local endocrine system.2 Serotonin is
known to have many roles in skin for exam-
ple proedema vasolidatory proinflammatory
and pruritogenic. Receptors for serotonin
are expressed in keratinocytes melanocytes,
and fibroblasts and these mediate phenotyp-
ic actions on cellular proliferation and dif-
ferentiation.3 Serotonin (5-hydroxytrypta-
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mine) is the product of multistep metabolic
pathway: it starts with the ratelimiting step
of L-tryptophan hydroxylation by trypto-
phan hydroxylase (TPH), which requires
6BH4 as cofactor.4 Serotonin is predomi-
nantly synthesized by intestinal enterochro-
mafin cells, with smaller quantities pro-
duced by the CNS, rectum (cylindrical
epithelium), bronchial cells (epithelium),
thyroid parafollicular cells, ovaries, thy-
mus, pancreas breast, and skin.5 We report a
case of a female patient who after approxi-
mately one month therapy with escitalo-
pram (ESC) developed a bilateral ankle
edema, which resolved completely within
the first week following its discontinuation.

Case Report

This is a case of a 52-year-old female,
with a recent history of panic attack and
depression, according to DSM-IV-TR crite-
ria, triggered by a recent retirement.
Laboratory and clinical evaluations during
the last years had never revealed any patho-
logical findings. At her referral to our
department (community mental health serv-
ice), the patient was suffering from
depressed mood most of the day, fatigue,
diminished ability to think or concentrate,
insomnia, feelings of worthlessness and
periods of sweating, chest pain, dizziness
and fear of losing control. ESC was admin-
istered with an initial dose of 10 mg once a
day for a week, and thereafter to 20 mg per
day. Three weeks later the patient’s depres-
sive symptoms improved significantly;
however she complained about a swelling
in both of her feet and she could hardly
wear her shoes. The clinical examination
revealed a bilateral ankle edema.

Clinical and laboratory evaluations
(electrocardiogram, ultrasonography, blood
tests, albumins, renal and thyroid function
tests, serum electrolytes) did not reveal any
pathological findings. There was also no
history of arterial hypertension, and after
repeated measurements her arterial pressure
was within normal range. The patient’s
edema resolved completely within ten days
after escitalopram discontinuation with no
reappearing.

Discussion

In the literature there are several refer-
ences concerning SSRI administration and
skin pathology. Welsh ef al. described first
an incidence of paroxetine induced urticari-
al vasculitis, which is chronic disorder
marked by recurrent episodes of erythema-
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tous, indurated wheals that histologically
manifest the features of leukocytoclastic
vasculitis.6 Vermeer er al. described two
case reports in two patients with mycosis
fungoides who had an exacerbation of their
disease shortly after starting fluoxetine.
Fluoxetine is not a carcinogenic agent but it
may have tumor growth promoting and
immune-modulating properties.”

Kraskowa ef al. has substantiated an
increased risk of bleeding events probably
caused by blockade of serotonin reupatake
in platelets and subsequent platelet dysfunc-
tion. Other cutaneous effects of the most
commonly used antidepressant medication
with SSRI are also petechiae, ecchymosed,
spontaneous bruising, acneiform eruption,
leukocytoclastic ~ vasculitis,  urticaria,
angioedema, erythema nodosum, erythema
multiforme, alopecia, photoxic reactions,
photoallergic reactions, acute generalized
exanthematous pustulosis.® Angioedema
has been specifically associated with the
use of paroxetine, bupropion and trazodone
and it is believed to be type I hypersensitiv-
ity reactions. Angioedema affects the face,
tongue and extremities and involves a larger
edematous area including the dermis and
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subcutaneous tissue.?

Masdrakis et al. from the same depart-
ment reported a similar case of a 69-year-
old female depressed patient who, after
approximately 1 month of therapy with
ESC, progressively titrated up to 30
mg/day, developed a bilateral ankle edema,
which resolved completely within the first
week following its discontinuation.!0 As a
possible pathopsysicological mechanism
lipid-soluble psychotropics are often used
to treat skin diseases with psychosomatic
indications and several lipid-soluble psy-
chotropic drugs have been examined for
their ability to inhibit protein kinase
C (PKC)-catalyzed phosphorylation of
exogenous substrates and
endogenous skin proteins. Phosphorylation
of three discrete skin protein substrates at
64, 42 and 28 kDa and a group crowded
together at 15-18 kDa was prevented by the
antidepressants/antipsychotics. Inhibition w
as more pronounced in a phospholipid (PL)
dependent system, but both drug-PL and
drug-PKC interactions seem to be important
in the mechanism of action of these drugs.
In addition to the tricyclic nucleus, the
propanamine side chain or its N-methyl
form may influence the interaction of
these drugs with PKC and its substrate(s).
Chlorpromazine, imipramine, fluoxetine,
doxepin, amitriptyline and hydroxyzine
used in the practice of dermatology may
exert their therapeutic effects by modulat-
ing skin PKC activity.!! The relation
between cutaneous pseydolymphopmas and
antidepressant therapy in eight patients
treated with fluoxetine hydrochloride
revealed that cutaneous pseudolymphomas
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are associated with antidepressant (AD)
therapy, possibly reflecting perturbation of
lymphoid function. Concomitant therapy
with agents that have additive or synergistic
immunomodulatory effects or an immune-
dysregulating systemic disease may
increase patient’s susceptibility to develop-
ing atypical cutaneous lymphoid hyperpla-
sia while the patient is receiving AD thera-
py.12

Conclusions

Bilateral ankle edema constitutes a rare
side effect during therapy with ESC. There
is further need for close therapeutic moni-
toring in everyday clinical practice and
before the prescription of any antidepres-
sant agent, one should be aware of the spe-
cific guidelines, side-effect profile, drug-
drug interactions and most current indica-
tions.
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