Case Report / Olgu Sunumu I

=
x

DOI: 10.4274/cayd.63935
J Pediatr Emerg Intensive Care Med 2018;5:144-146

Angioedema and Urticaria Associated with Fluoxetine in a

Preadolescent Boy

Preadolesan Bir Erkek Cocukta Fluoksetinle Iliskili Anjiyoodem ve Urtiker
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Abstract

Angioedema is defined as increased permeability and dilatation of
the capillaries in the deep dermis or subcutaneous or submucosal
tissues leading to localized swelling, often affecting the upper
respiratory and gastrointestinal tracts. It can also be observed as
a rare adverse effect of selective serotonin reuptake inhibitors, as
is the case with many other drugs. Here, we report a 10-year-old
boy who had urticaria with fluoxetine use, showed recovery after
cessation of the drug, and manifested with urticaria and angioedema
after re-prescription. In the literature, there are two previous case
reports of angioedema with fluoxetine. One case of angioedema
accompanied by urticaria and showed a flu-like presentation 2 days
after ingestion of high-dose fluoxetine. The other case, reporting
angioedema with 10 mg/day, was without urticaria and thought to
be a pseudoallergic reaction. We assume that our case is unique in
this respect for that angioedema developed with therapeutic doses
and thought to be allergic.
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Anjiyoddem, derin dermis veya deri alti dokulardaki kilcal damarlarin
artmis gecirgenligi ve dilatasyonu ile seyreden ve siklikla Gst solunum
ve gastrointestinal sistemleri etkileyen lokal 6dem olarak tanimlanir.
Diger bircok ilag gibi, secici serotonin geri alim inhibitorlerinin nadir
bir yan etki olarak da gorulebilir. Burada fluoksetin ile Urtikeri ortaya
cikan ve ilacin kesilmesinden sonra duzelen, ilacin tekrar baslanmasi
ile Urtiker ve anjiyoddemi ortaya ¢ikan 10 yasinda bir erkek ¢cocugu
sunuyoruz. Literatlrde, fluoksetin ile ortaya cikan 2 anjiyo6dem
olgusu daha bulunmaktadir. Birisi ytksek doz fluoksetin alimindan
2 glin sonra grip benzeri bir klinik gériinimle seyreden ve Urtiker
ve anjiyoddemin eslik ettigi olgu, digeri ise 10 mg/gln fluoksetin
ile anjiyo6dem bildiren, ancak Grtiker gorilmemesi nedeniyle
psodoalerjik oldugu distndlen olgudur. Bu agidan bizim olgumuzun
benzersiz oldugunu duslnudyoruz, c¢lnkd anjiyoddem terapdtik
dozlarda gelismis ancak allerjik kdkenli olarak degerlendirilmistir.

Anahtar Kelimeler: Anjiyodem, cocuk, fluoksetin, Urtiker, yan etki

Introduction

Angioedema is defined as increased permeability and
dilatation of the capillaries in the deep dermis or subcutaneous
or submucosal tissues leading to localized swelling, often
affecting the upper respiratory and gastrointestinal tracts.
Increased vascular permeability may be mast cell (such as
histamine)-mediated, bradykinin-mediated; or of unknown
origin. Mast cell mediators are usually associated with urticaria
and itch, whereas bradykinin has no association. Urticaria is
defined as the vascular reaction of the upper dermis marked

by itching and the transient appearance of raised patches that
are redder or paler than the surrounding skin.’

Angiotensin-converting enzyme inhibitors (ACEls), non-steroid
anti-inflammatory drugs (NSAID), neuromuscular blockers and
penicillin are the most common medications held responsible
for angioedema,? but it can also be observed as a rare but
potentially life-threatening adverse effect of selective serotonin
reuptake inhibitors (SSRIs). There are 4 reported cases of
angioedema associated with SSRIs in the literature.3® Here,
we report a 10-year-old boy who had urticaria associated with
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fluoxetine use, showed recovery after the cessation of the
drug, and manifested with urticaria and angioedema after
the re-prescription.

Case

A 10-year-old boy presented to our pediatric emergency
unit with diffuse itchy skin lesions (Figure 1) and swollen
lips and tongue (Figure 2). His parents reported that he was
on fluoxetine 10 mg treatment for 12 days for his anxiety
symptoms, and he had mild urticarial lesions for 2 days.
Within a few hours, the lesions had spread to all of his body
and he started to have difficulty in talking and breathing
because of swollen lips and tongue. Examinations and
questioning of the patient and information obtained from
the parents ruled out food or pollen allergy, insect bites,
physical exercise, NSAID use or any other etiological agents.
The parents did not report any novel stressors or infection
symptoms prior to the onset of angioedema. He did not take
any food supplements or medication except for fluoxetine.
Hereditary angioedema (HAE) was ruled out by a negative
family history and normal C4 and C1 inhibitor levels.

Upon questioning and medical reports, it was learned that
he was brought to the emergency department once more
with diffuse urticaria two and a half years ago, while he
had been taking fluoxetine 10 mg for fifteen days. Three
days before presenting to the emergency department, the
family had taken him to their primary care physician, and oral
pheniramine had been prescribed, but he did not benefit from
the treatment. His lesions had been attributed to fluoxetine

Figure 1. Urticarial lesions on the front of the leg and foot

treatment and prednisolone and pheniramine were started,
and cessation of fluoxetine was recommended. The lesions
healed up in 2 days after then.

His lesions were attributed to fluoxetine treatment once more
and intravenous prednisolone and pheniramine were given
and fluoxetine was stopped. Angioedema regressed quickly
after medication and complete recovery of the lesions was
observed within 2 days. The patient is on sertraline treatment
without any side effects now.

The patient’s mother provided written informed consent for
publication of this case report and accompanying images.

Discussion

Fluoxetine is usually a well-tolerated drug in children
and adolescents. The most frequent adverse events are
sleep problems, gastrointestinal symptoms and headache.
Urticaria, skin eruptions and rarely angioedema are also
reported by the manufacturer.” There are also 4 case reports
of angioedema associated with SSRIs in the literature.>®

There are three main forms of angioedema: extrinsic factor-
induced angioedema, angioedema with C1-INH deficiency
and idiopathic. The first form includes angioedema

associated with allergic and non-allergic reactions due to
various antigens, such as drugs, pathogens, foods, animals,
venom, latex, etc. The second form is associated with C1-
INH deficiency and divided into two subtypes, as HAE and
acquired angioedema. The causes of the last form, idiopathic
angioedema,

are unknown. Drug-induced angioedema

Figure 2. Swollen lips, indicating angioedema
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is classified in the extrinsic factor-induced angioedema
and divided into three main categories depending on the
mechanism. The first group is IgE-mediated immediate
hypersensitivity reactions, especially associated with iodinated
contrast media, betalactam antibiotics, neuromuscular
blocking agents, quinolones and pyrazolones. The second
includes the adverse effects of NSAIDs due to inhibition of
cyclooxygenase resulting in major alterations in arachidonic
acid metabolism and is generally non-allergic. Thirdly, ACEI-
induced angioedema, a reaction, in which the inhibition
of the degradation of bradykinin is observed, resulting
in angioedema, but not urticaria. To differentiate a kinin-
dependent angioedema, from the IgE-mediated one and
NSAID intolerance, it is useful to determine as if angioedema
is accompanied by urticaria or not.®

Here, we report a case of angioedema in a preadolescent,
thought to be associated with fluoxetine. The temporal
correlation of the occurrence of urticaria with the use
of fluoxetine in the absence of comorbid illness or
concurrent medications followed by its disappearance
with discontinuation and re-occurrence (this time with
angioedema) with the repeated use of it strongly suggested
that the case was associated with fluoxetine. An evaluation
with the Naranjo algorithm revealed a score of 8, denoting a
probable adverse effect.’ Due to the lack of patient and family
history for similar reactions and normal C4 and C1 inhibitor
levels, the diagnosis of HAE was excluded. We considered it
to be an allergic reaction, as it was accompanied by urticaria.
We think that he did not have angioedema at the first time
he had used fluoxetine because of oral pheniramine he used
for three days.

Fluoxetine is rarely associated with hypersensitivity reactions.
In one case, it was reported to be related with a severe systemic
hypersensitivity reaction including drug rash, eosinophilia,
and systemic symptoms in a 4-year-old girl."® There is only
one other case of angioedema accompanying urticaria and
flu-like symptoms developing 2 days after ingestion of high
dose fluoxetine.> The other case of angioedema attributed to
treatment fluoxetine with 10 mg/day was without urticaria
and thought to be a pseudoallergic reaction.® Our case is
unique in this respect for that angioedema developed with
therapeutic doses and thought to be an allergic reaction.

Regardless of the cause, clinicians should be aware of
such rare but potentially life-threatening adverse effects of
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SSRIs and monitor patients closely. Parent education is also
imperative.
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