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CASE 1

A 21-year-old female patient visited our Allergy Clinic due to
recurrent generalized wheals, perioral angioedema of 2 years’
duration, and symptom exacerbation during the previous 2
weeks. Her medical history was unremarkable, disclosing only
allergic rhinitis and tonsillectomy. She had high serum total IgE
and specific IgE to house-dust mites. On further history taking,
the patient reported that she experienced exacerbation of wheals
and angioedema 30 to 60 minutes after taking aspirin or
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ibuprofen. However, she noticed that acetaminophen was
tolerated without inducing any adverse effects.

DISCUSSION

First, the diagnosis of chronic urticaria (CU) associated with
allergic rhinitis was established. Current guidelines recommend
physicians to investigate whether nonsteroidal anti-inflammatory
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drug (NSAID) hypersensitivity is present and, if present, to
prescribe avoidance of cyclooxygenase 1 (COX-1) inhibitors in
all patients with CU." The presence of urticaria/angioedema
exacerbations induced by NSAIDs in patients with underlying
CU has been designated as aspirin/NSAID-exacerbated cuta-
neous disease (NECD), which is a major cutaneous phenotype of
NSAID hypersensitivity, whereas some patients develop urticaria
and/or angioedema on exposure to NSAIDs with no undetlying
chronic spontaneous urticaria (CSU; termed NSAID-induced
urticaria/angioedema).” Between 10% and 40 % of patients
with CSU experience exacerbations of urticaria/angioedema that
develop 0.5 to 6 hours after taking NSAIDs. The pathogenesis of
these exacerbations is related to COX-1 inhibition with increased
production of cysteinyl leukotrienes and decreased production of
prostanglandin (PG) E2, a physiological mechanism for inhib-
iting mast cell mediator release.” The diagnosis is made on the
basis of typical histories and physical examination, and can be
confirmed, if necessary, through an oral provocation test with
aspirin.” Atopy is known as a predisposing factor for NECD.”
Management of NECD consists of avoidance of COX-1 in-
hibitors and the use of alternative NSAIDs (selective COX-2
inhibitors or weak COX-1 inhibitors such as acetaminophen),
although a small proportion of these subjects cannot tolerate
such alternative drugs,” as well as stepwise pharmacological
treatment of CSU according to current international guidelines."
Patients with NECD show relatively poor clinical outcomes and
higher medication requirements to achieve symptom control or
remission compared with those with NSAID-tolerant CSU.”

CASE 2

A 59-year-old female patient presented with uncontrolled
asthma and rhinitis with frequent asthma exacerbations (>4
times/y) requiring systemic steroids. She had been diagnosed as
having allergic asthma and rhinitis sensitive to house-dust mites
and pollens at age 25 years and had been on medications with
antiasthmatic drugs including inhaled corticosteroids/long-acting
B2 agonists, intranasal steroids, and leukotriene modifiers. After
10 years, she began to experience exacerbations of upper and
lower respiratory tract symptoms that developed 30 to 60
minutes after she took ibuprofen or diclofenac. Computed to-
mography scan showed findings of chronic rhinosinusitis (CRS)
in both maxillary sinuses. In addition, during the previous 3
years, CU had developed, which was not controlled by taking
second-generation antihistamines including levo-cetirizine, lor-
atadine, and fexofenadine. Her blood/sputum eosinophil counts
and serum total IgE levels were elevated. Her FEV; (%) level
ranged from 45% (when exacerbated) to 80% (maximum value
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in controlled status). Although oral/inhalation challenge tests
with aspirin were not performed to confirm NSAID hypersen-
sitivity, it is conceivable that she had aspirin-exacerbated respi-
ratory disease (AERD), CRS, and CU associated with NSAID
hypersensitivity based on her recurrent exacerbations induced by
NSAIDs and clinical features of asthma and CRS. Oral provo-
cation tests with celecoxib as an alternative drug did not elicit a
reaction.

DISCUSSION

This patient was diagnosed as having both AERD (NSAID-
exacerbated respiratory disease [NERD]) described in a European
Academy of Allergy and Clinical Immunology position paper) and
NECD, a major phenotype of respiratory and cutaneous forms of
NSAID hypersensitivity.” Clinical features of AERD include fe-
male predominance, moderate to severe asthma comorbid with
CRS/nasal polyps, and higher eosinophil counts.” Because her
respiratory and cutaneous symptoms were not controlled even
with maintenance medications for asthma, rhinitis, and urticaria,
we added anti-IgE therapy (omalizumab) and found significant
reductions in asthma, rhinitis, and urticaria symptoms along with
reduction in asthma exacerbations and steroid requirements.®
Considering that eosinophils are activated in upper and lower
airway mucosa, anti—IL-5 antibody can be beneficial to achieve
symptoms.” Further studies to evaluate the effect of biologics are
needed for a better clinical outcome in patients with AERD.
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