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Definition and classifications

Chronic urticaria (CU) is a common, debilitat-
ing condition. CU can be diagnosed when an
individual presents with transient wheals that
appear almost daily and last more than six
weeks in duration.1 CU is defined as sponta-
neous (CSU) when no inducible trigger can be
identified. CSU is considered the most com-
mon type of CU.2 Inducible CU is defined
when a trigger for CU can be identified.3

Inducible CU includes physical urticaria 
(17% of CU cases).4 Physical urticarias are 
defined according to the physical trigger (e.g.,
as mechanical, cold, solar, heat, delayed 
pressure, aquagenic, and vibrative urticarias).
Cholinergic urticaria is associated with an
increase in core body temperature due to phys-
ical exercises and spicy food. Contact urticaria
is mainly associated with an occupational con-
tact allergen. Other inducible urticarias include
urticaria related to infection (mainly parasites)
or to drug hypersensitivity (nonsteroidal anti-
inflammatory drugs).5-7 Urticaria-related dis-
eases include: urticaria vasculitis, urticaria pig-
mentosa, schnitzler’s syndrome and cryopirin-
associated periodic fever (CAPS).2

Prevalence and natural history 

The point prevalence of CSU is 0.5 to 1% for
the entire population.8 The lifetime prevalence
of CSU is 3% in adults and 0.1 to 0.3% in chil-
dren.9 In adults, CSU is more common 
in women (odds ratio = 3.82), but there is no

gender preference in children.9 Individual lesions
and hives associated with chronic urticaria last 4 to
36 hours. Clearing of the central area may result in
an annular pattern. Up to 50% of those with chron-
ic urticaria will also have angioedema.10-11 CSU
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Noah is a healthy, 18-year-old teenager with
mild asthma. Two years ago, he began 
complaining of hives almost daily. He was 
treated with high doses of antihistamines, 
antileukotrients, and anti-H2 drugs with no
improvement. He has had to take numerous
days off of work due to unbearable itchiness.
He was started on steroids up to 30 mg a day,
which improved his condition. However, he
could not stop taking steroids for even one day,
because he would revert back to his former
state. In addition, he was admitted for IV
steroids last year due to adrenal suppression.

CASE IN...
Chronic Urticaria

Noah’s Case



40 The Canadian Journal of CME / September 2013

resolves spontaneously in only 30 to 55% of both
adults and children within five years, 20% con-
tinue with the disease for more than 10 years.12

The resolution rate in physical urticaria is
reported to be lower.13

Pathogenesis

The pathogenesis of CSU is unclear. Given that
IgE-mediated allergy rarely emerges as an
aggravating factor, it is considered a chronic,
inflammatory disease, rather than an allergic
condition.14 About half of patients with CSU
have circulating functional autoantibodies
against the high affinity IgE receptor or against
IgE, although it is not known why such antibod-
ies are produced, or how the presence of such
antibodies alters the course of the disease or
response to treatment.15-16 These autoantibodies
can be detected through the autologous serum
skin test (i.e., a skin reaction that develops after
exposure to the patient’s own serum) or through
markers of basophil activation (e.g., CD63 anti-
gen).15 In addition, up to one third of CSU
patients have high levels of autoantibodies to
thyroid antigens,17 and, recently, IgE autoanti-
bodies directed against thyroid peroxidase have
been suggested to cause “autoallergic” mast cell
activation, which contributes to the develop-
ment of CSU.18 Although the levels of thyroid
auto-antibodies is higher in CSU compared to
controls, this was not associated with a higher
risk for clinical thryroiditis.19

Psychological factors were thought to be a fac-
tor as well in the pathogenesis of CSU. Several
reports suggest that CSU may emerge through
interactions between the nervous and immune
systems, and almost 50% of CSU patients pre-
sent with psychosocial pathology. However, it 
is not yet clear weather psychosocial factors
precede or follow CSU.20

Diagnosis 

CSU is essentially a diagnosis of exclusion in
instances where no contributing factors can be

determined to be the cause of the cutaneous
reaction. In almost 100% of cases of chronic
urticaria, a cause is not identified. Patients
should be queried on timing and onset of hives,
likely triggers, recent infections, and travel his-
tory. Physical examination should include iden-
tifying and characterizing any current lesions,
testing for dermatographism (hives induced by
rubbing intact skin), and checking for signs of
systemic illness (including recurrent fever,
weight loss, and joint symptoms). An extensive
work-up is not recommended for diagnosing a
cause of chronic urticaria. Additional testing
can be done if presentation suggests underlying
disease or specific causes require confirmation
(e.g. TSH levels, tryptase, stools for parasites,
etc.). Guidelines recommend a complete blood
count with differential and measurement of ery-
throcyte sedimentation rate or C-reactive pro-
tein in patients with CU.1 When history sug-
gests a physical urticaria, challenge testing 
with  physical stimuli may be considered, but
such testing often lacks validated challenge
parameters.7

Treatment

A stepwise approach to treating CSU is 
recommended. Second-generation histamine
H1-receptor antagonists are considered first-
line therapy. For better symptom control, med-
ication should be taken daily. Treatment guide-
lines recommend titration up to two to four
times the usual dose to attain good control of
hives. However, with higher doses, there is
greater possibility of adverse effects, which
should be discussed with patients.1

Sedating antihistamines have more adverse
effects but are useful if symptoms are causing
sleep disturbance. The effect of adding a hista-
mine H2-receptor antagonist or a leukotriene
antagonist is not well established. Second-line
agents include cyclosporine (which is reported
to be effective in up to 75% of patients but may
be associated with severe side effects) and short
courses of oral corticosteroids. Intravenous
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immunoglobulins and plasmapheresis have
been reported to have beneficial effects in
small trials only. Physical urticarias may
respond to H1-receptor antagonists.15 Recently,
case series21,22 and three randomized con-
trolled trials23-25 have established a positive
effect of omalizumab (a monoclonal antibody
targeting IgE) in patients with chronic
urticaria.
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Noah received 150 mg of omalizumab 
subcutaneously and within 24 hours, hives
resolved completely. In the following weeks he
was able to taper his steroid dose and one
month after his first omalizumab treatment, he
was off steroids. He was treated with five 
additional monthly injections of omzliaumab and
currently has no clinical symptoms.
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