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Abstract Urticaria can present acutely and be self-limiting or
become chronic and persist for weeks, months, or years. In
either case, the condition may have a significant impact on the
patient’s quality of life. Two major consensus groups, the
EAACI/WAO and the AAAAI/ACAAI Joint Task Force,
have written guidelines on the diagnosis and management of
urticaria. While both agree on most points regarding the def-
inition, general evaluation, and treatment, there are some dif-
ferences which exist. The guidelines, which are written to
assist both primary practitioners and specialists in managing
their patients with urticaria, have been developed based on
scientific evidence, and when insufficient evidence is avail-
able, then recommendations are based on expert consensus
opinion. The majority of the differences between the two
guidelines pertain to recommendations based on expert opin-
ion because of weak scientific evidence. Within this

document, we compare the recommendations of these two
groups, highlighting the key similarities and differences.
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Introduction

Urticaria is a heterogeneous skin disorder that may be acute or
chronic, intermittent or persistent, and may occur alone or in
association with other related conditions such as angioedema
and, in its most severe form, as part of anaphylaxis. Twomajor
groups have recently published practice parameters for the
evaluation and management of acute and chronic urticaria
which involved collaboration of experts from a variety of
medical specialties including internal medicine, pediatrics, al-
lergy/immunology, and dermatology [1••, 2••]. The AAAAI/
ACAAI Joint Task Force (JTF) practice parameters on urticar-
ia were most recently updated in 2014. Each recommendation
is made based on the level of evidence in the literature. Each
level of evidence is ranked a category of evidence ranging
from I to IV. Grading of Recommendations Assessment, De-
velopment and Evaluation approach for critical appraisal of
evidence was used for certain recommendations such as the
therapeutic utility of cyclosporine for refractory chronic urti-
caria/angioedema. In 2008, a separate group of experts met at
the 3rd International Consensus Meeting on Urticaria which
included the Dermatology Section of the European Academy
of Allergy and Clinical Immunology (EAACI), the EU-
funded network of excellence, the Global Allergy and Asthma
European Network (GA2LEN), the European Dermatology
Forum (EDF), and the World Allergy Organization (WAO)
[3]. Their practice parameter 2013 revision and update as well
as an accompanying methods report were recently published
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[1••, 4]. Not surprisingly, these two documents which inde-
pendently review the pathophysiology and treatment of urti-
caria have many common conclusions and recommendations
but also highlight some significant differences in the evalua-
tion and management of urticaria. The following article ad-
dresses the similarities and differences that exist between the-
se two documents.

Definition, Classification, and QOL Effect

Urticaria is commonly defined as the sudden appearance of
wheals with central swelling and surrounding erythema which
are typically pruritic and resolve within about 24 h without
scarring, although some lesions may last up to 48 h before
resolving [1••, 2••, 5]. Lesions lasting longer than 24–48 h,
those which leave hyperpigmentation, or lesions which burn
may be vasculitic rather than urticarial, and skin biopsy may
be necessary to differentiate between these two disorders.

Both the EAACI/WAO and JTF include angioedema in the
definition of urticaria, which suggests that urticaria and angio-
edemamay have a similar pathophysiology andmay also exist
in the same spectrum of disease. Angioedema is a less well-
circumscribed area of edema which occurs in the deeper der-
mis compared to urticaria. Nevertheless, in both urticaria and
angioedema, the wheal or swelling is likely the result of the
release of histamine and other mediators from mast cells and
basophils, and erythema the result of vasodilation [5]. It may
be either histaminergic or non-histaminergic, the latter of
which could be bradykinin mediated or secondary to other
poorly elucidated pathways (idiopathic). Angioedema can oc-
cur concurrently with urticaria in up to 40 % of cases but may
occur alone in up to 10–20 % of cases. Urticaria is generally a
self-limiting innocuous condition but can present with system-
ic symptoms, associated with anaphylaxis where the patient
may experience gastrointestinal or respiratory symptoms, or
angioedema [2••]. Therefore, both parameters emphasize the
importance of differentiating urticaria from anaphylaxis as the
latter may require emergency treatment including administra-
tion of an epinephrine autoinjector.

It is important to understand the various types of urticaria
which are classified based on acuity and etiology. Acute urti-
caria, by definition, is the presence of urticaria for less than
6 weeks. Acute or chronic urticaria may occur as a result of
mast cell and basophil release of bioactive mediators such as
histamine and leukotrienes, after activation of either the innate
or adaptive immune system. Therefore, urticaria can result
from activation by specific IgE, by IgM, or by IgG activation
of the classical complement pathway, or other mediators that
can directly activate mast cells and/or basophils (neuropep-
tides, opiates) or lead to cellular production of newly formed
mediators (i.e., ASA, NSAIDs). While allergic triggers are
often considered in cases of acute urticaria, there are many

other known and proposed mechanisms by which acute urti-
caria may occur. In fact, infection may be the most common
cause in pediatric cases, with medications and foods combined
causing only about 8 % of cases [1••, 2••].

Urticaria is considered chronic when it persists for greater
than 6 weeks. Although many definitions state that in chronic
urticaria symptoms should be present 3 days a week or more,
neither the JTF practice parameter nor the EAACI/WAO
guideline specifies a frequency required for a diagnosis of
chronic urticaria [6–9]. Both groups agree that chronic urticar-
ia can be divided into two major subtypes. However, there are
differences in terminology related to describing hives. The
EAACI/WAO document uses the terms Bspontaneous^ and
Binducible,^ whereas the JTF practice parameter uses the
terms Bcontinuous^ and Bintermittent^ to describe the variable
nature of hives. Inducible hives are physical urticarias which
occur as a result of exposure to specific triggers (i.e., cold,
pressure, exercise, UV light, heat, vibration, water) and can
be controlled by avoiding these triggers, whereas spontaneous
urticaria, whether acute or chronic, occurs without known
provocation [1••, 2••]. In children, physical factors may cause
or contribute to the majority of chronic urticaria cases present-
ing to clinicians [5, 10, 11]. The JTF practice parameters point
out that physical urticaria may occur alone or in conjunction
with chronic urticaria and go into further detail than the
EAACI/WAO parameters on the difference in appearances
of urticaria as well as diagnostic techniques [1••, 2••]. How-
ever, both documents are careful to emphasize that the term
chronic idiopathic urticaria is a diagnosis by exclusion and
should not be used to immediately characterize any patient
presenting with chronic urticaria.

Acute and chronic urticaria affect up to 20 and 5 % of the
general population, respectively. Chronic urticaria can have a
significant impact on quality of life (QoL) [2••, 12]. The
EAACI/WAO guidelines specifically address quality of life
in acute and chronic urticaria. The urticaria activity score
(UAS), a validated scoring system commonly used in the lit-
erature and recommended by the EAACI/WAO, considers
severity of pruritus and wheals to create a score ranging from
0 to 6 [13–15]. This score can be summed over 24 h for 7
consecutive days to create the UAS7 for that patient, with a
possible total score of 0–42 (Table 1). The EAACI suggests
that this score can be used in clinical practice to determine
disease activity and response to treatment for chronic urticaria.
This score was recently used as a primary or secondary end-
point in recent clinical trials assessing omalizumab for the
treatment of chronic urticaria (CU) unresponsive to H1 anti-
histamines [18]. The CU-Q2oL is another instrument, validat-
ed in multiple languages, which is available for assessing the
severity of chronic urticaria quality of life impairment [1••, 15,
16, 19, 20]. The 2014 updated JTF practice parameter does not
specifically address quality of life or assessment of impair-
ment in quality of life in urticaria as this instrument had not
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been adequately validated. However, it does recommend
obtaining objective measurements that quantify the severity
of itch (itch severity score) and the percentage of the body
covered in hives at any given time (visual analog scale) in
order to assess severity of hives and response to treatment.

Evaluation for Chronic Urticaria

For those with chronic urticaria, since the underlying cause is
seldom found, extensive laboratory testing is not recommend-
ed. Instead, the evaluation should focus on a directed history
and physical, similar to what is recommended for acute urti-
caria. Both the JTF practice parameter and the EAACI/WAO
practice parameter agree that a limited routine workup is ap-
propriate in chronic urticaria including a CBC with differen-
tial, ESR or CRP, and elimination of the possibility of under-
lying causes such as medications or foods. These tests might
identify a chronic condition which could be treated and there-
fore lead to the resolution of urticaria, if there is an association.
The JTF practice parameter includes liver function enzymes
and TSH in their limited routine workup, although neither
group supports routine testing for thyroid antibodies as there
is not sufficient evidence to support the utility of this test in
managing CU. Both the JTF and EAACI/WAO provide some
latitude for additional testing to identify other underlying
causes if there is clinical suspicion based on a thorough history
and physical examination. However, routine assessment for
Helicobacter pylori, celiac disease, and chronic infections like
hepatitis B and C is not recommended. In general, neither
document recommends routine testing for IgE-mediated re-
sponses to aeroallergens for the evaluation of chronic
urticaria.

Chronic urticaria often has no clear etiology, and this case
is therefore termed chronic idiopathic urticaria. However,
more recently, it has been proposed that about 50–60 % of
cases of those with chronic idiopathic urticaria have an under-
lying autoimmune etiology, which has been referred to as
chronic autoimmune urticaria. Although there may be an au-
toimmune component to some cases of CU, it is not known
whether there is any true etiologic connection between specif-
ic antibodies and autoimmune disorders and CU [6].

Furthermore, the therapeutic and prognostic values are not
known. Thirty to 50 % of chronic urticaria patients produce
specific IgG antibodies against the FcεRIα subunit compo-
nent of the high-affinity IgE receptor, and 5 to 10 % produce
IgG antibodies against IgE itself [2••]. Many CU patients pro-
duce other autoantibodies such as thyroid antibodies (i.e.,
antithyroglobulin antibodies and thyroid peroxidase antibod-
ies), rheumatoid factor, and ANA. Since the functional signif-
icance of these antibodies related to treatment outcomes is still
unclear, the JTF practice parameter has recommended that the
term Bautoantibody associated chronic urticaria^ replace
chronic autoimmune urticaria [2••, 8, 9]. In addition, testing
for SLE, rheumatoid arthritis, autoimmune thyroid disease,
and the IgE receptor autoantibody as well as treatment of these
diseases with a focus on or expectation to resolve the chronic
urticaria is not recommended [1••, 2••]. The determination of
autoimmunity in autoantibody-associated chronic urticaria
has been made by either an autologous serum or plasma skin
test or in vitro using basophil histamine release assays [9, 21].
Due to lack of sufficient evidence to support its utility in
managing urticaria, the JTF practice parameter does not sup-
port the use of these assays in evaluating urticaria while the
EAACI/WAO practice parameter acknowledges the contro-
versial nature of this testing and recommends its use as part
of an extended panel on a case-by-case basis [1••, 2••].

The JTF practice parameter consensus is that extensive
testing does not provide sufficient information that alters the
management of the CU patient and therefore is not routinely
recommended. The JTF practice parameter does indicate that
select testing in some circumstances may be appropriate to
reassure a patient and alleviate their anxiety and concerns
regarding a potential cause of their hives. Whereas the JTF
practice parameter does not advocate in vitro for FcER1 alpha
subunit antibodies over in vivo testing, the EAACI/WAO sup-
ports the basophil histamine release assay over autologous
serum skin testing. This position paper and a separate position
paper from the EAACI/WAO on the ASST do address the
poor standardization of this test although, given the high neg-
ative predictive value, they endorse it as a useful tool to rule
out the presence of circulating autoantibodies [1••, 22]. Both
parameters agree that biopsy is rarely indicated, and if per-
formed, the histopathologic finding is predominantly a

Table 1 Assessment of disease activity in urticaria patients (UAS7 [4, 17])

Score Wheals Pruritus

0 None None

1 Mild (<20 wheals/24 h) Mild (present but not annoying or troublesome)

2 Moderate (20–50 wheals/24 h) Moderate (troublesome but does not interfere with normal daily activity or sleep)

3 Intense (>50 wheals/24 h or large confluent areas
of wheals)

Intense (severe pruritus, which is sufficiently troublesome to interfere with normal
daily activity or sleep)

Sum of score 0–6 (Sum scores over 7 days for UAS7)
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lymphocytic infiltrate [1••, 2••]. A separate GA2LEN task
force report also addresses the potential role of stress in chron-
ic urticaria which is not adequately addressed by the JTF prac-
tice parameter guideline [23]. Further research on the effect of
stress on urticaria and subsequent impact of urticaria on qual-
ity of life is needed.

Natural History

There are few long-term studies which have evaluated the
long-term remission of patients with chronic urticaria. These
outcomes are only briefly discussed by both documents. How-
ever, some studies suggest that in both adults and children,
there is a 30–50% remission rate in CUwithin the first 3 years
after onset of symptoms, whether it is considered idiopathic or
autoimmune [24, 25]. Longer courses of urticaria have been
reported in patients with a physical urticaria component [26].

Treatment

The cornerstone of treatment for urticaria, as in most allergic
conditions, is avoidance of any known trigger. However, often
and especially in chronic cases as previously discussed, no
clear etiology or trigger is usually identified. If avoidance is
not possible, then the next widely recommended and utilized
treatment step for both acute and chronic urticaria is the use of
H1 antihistamines. While most patients respond well to this
class of antihistamines, many may require higher doses of H1
antihistamines alone or in combination with other classes of
medications including leukotriene receptor antagonists, H2
antihistamines, or first-generation H1 antihistamines dosed
at bedtime to avoid or lessen the sedating side effects of these
agents. For refractory cases, short courses of oral corticoste-
roids are often required.

In the practice parameter step care approach, treatment is
initiated based on the patient’s urticaria severity, typically with
FDA-approved doses of second-generation antihistamines.
Overall, second-generation antihistamines such as cetirizine,
levocetirizine, fexofenadine, desloratadine, and loratadine are
the preferred step 1 approach. If this is not sufficient, one or
more of the following can be done for further control: the dose
of the second-generation antihistamine can be increased to
two to four times the recommended dose, another second-
generation antihistamine can be added, a leukotriene-
modifying agent can be added, an H2 antihistamine can be
added, and/or a first-generation H1 antihistamine can be
added at bedtime.

However, the second-generation H1 antihistamines
when administered two to four times the recommended
FDA-approved dose as recommended in the step 2 care
approach in the JTF practice parameter can also cause

sedative side effects in a subset of susceptible individuals
[2••]. For those patients who suffer from sedative effects
of the generally non-sedating H1 antihistamines,
fexofenadine, levocetirizine, and desloratadine can be
used [27, 28•]. Some studies have found that the combi-
nation of antileukotrienes with antihistamines may be su-
perior to antihistamine monotherapy [29–31]. Other stud-
ies have shown that antileukotrienes given in combination
with H1 antihistamines especially in patients with a pos-
itive autologous skin test may significantly reduce symp-
tom severity as measured by symptom scores [32]. The
third step recommended is advancement of the first-
generation H1 antihistamines or combination agents
(doxepin or hydroxyzine) if tolerated. If this is not toler-
ated due to excessive sedation or if it is not effective, then
CU would be considered refractory and advancement to
the fourth and final step is recommended which would
include anti-inflammatories (hydroxychloroquine, dap-
sone, sulfasalazine, colchicine), immunosuppressants (cy-
closporine, mycophenolate, tacrolimus, methotrexate), or
biologics, notably omalizumab (Xolair™) [2••].

The EAACI/WAO step approach is very similar to that
outlined by the JTF although there are some notable differ-
ences (Table 2). First-line treatment advocates use of second-
generation antihistamines, favoring them over first-generation
antihistamines because of their safety profile and proven effi-
cacy in controlling the symptoms of urticaria. Also as in the
JTF approach, the second step is increasing the dose of the
non-sedating second-generation H1 antihistamines up to four
ties the recommended dose. The EAACI/WAO recommends
reserving the addition of a leukotriene-modifying agent for
cases of urticaria refractory to increased dosing of the
second-generation H1 antihistamines. Addition of immuno-
suppressants and biologics is not recommended until the final
step. Use of H2 antihistamines is not recommended in the
EAACI/WAO algorithm. Both groups agree that short-term
use of oral corticosteroids may be appropriate for management
of exacerbations.

As previously discussed, the WAO/EAACI recommends
frequent assessment of disease activity using the UAS as well
as quality of life (QOL) to guide the stepwise approach where-
as the JTF practice parameter discusses the importance of
monitoring for severity at baseline and in between visits to
assess treatment response but does not endorse specific dis-
ease severity or QOL instruments.

The WAO/EAACI endorses the po ten t i a l fo r
pseudoallergen-free diets to improve symptoms in CU despite
the wide variability in response to this practice. The JTF does
not support the use of pseudoallergen-free diets in the man-
agement of CU due to the low level of scientific evidence
currently available to support their use.

There are many studies published on the treatment of
chronic urticaria with immune-modulating drugs including
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cyclosporine, dapsone, colchicine, and others. However, the
evidence for use of these medications is considered weak due
to the size of the study populations and/or the study design
methodology. In addition, many of these medications have
side effect profiles that may limit their use in patients with
other concomitant medical problems such as hypertension,
kidney disease, diabetes, blood dyscrasias, retinopathies, and
hyperlipidemia. Additionally, none of these therapies have
been FDA approved for treatment of chronic urticaria. How-
ever, there is sufficient evidence that these agents can be ef-
fective in subsets of patients with chronic urticaria refractory
to antihistamines [26]. Although both the JTF and EAACI/
WAO support short-term use of oral corticosteroids while
attempting to achieve control with other agents, not surpris-
ingly, there have been no controlled studies that have shown
efficacy of systemic corticosteroids in CU. The majority of
existing studies on immunosuppressants in chronic urticaria
lack strength due to their small size, likely the result of poor
funding support from both pharmaceutical companies and the
NIH.

In 2014, the FDA approved the use of omalizumab, a hu-
manized, monoclonal anti-IgE antibody previously approved
for treatment of moderate to severe persistent asthma since
2003, for the treatment of chronic idiopathic urticaria not re-
sponsive to H1 antihistamines [33]. Dosing of omalizumab in
asthma treatment is based on pre-treatment IgE level and the
patient’s weight. However, based on a number of dosing stud-
ies for omalizumab in the treatment of CIU, it was found that
the doses of 150 and 300 mg administered subcutaneously
once a month were more effective than 75 mg and placebo
and not dependent on weight or total IgE levels. Clinical im-
provement has been reported as quickly as 1 week after the
initial injection but may be delayed several weeks to months
in others [18, 34•]. However, omalizumab has not been suc-
cessful in induction of remission as symptoms have been dem-
onstrated to quickly return after discontinuation [2••, 34•]. The
known major risks associated with omalizumab include ana-
phylaxis, increased risk of cardiac and neurovascular events,

and a controversial increased risk of lymphoma [35–37].
Overall, based on the quality of evidence supporting
omalizumab in contrast to the low risk of adverse effects re-
lated to its use, both the JTF and WAO/EAACI strongly en-
dorse the use of omalizumab for those patients with refractory
CU.

The EAACI/WAO practice parameter, but not the JTF
practice parameter, addresses recommendations for the treat-
ment of CU in children, as well as in pregnant and lactating
women. For the treatment of CU in children, a strong recom-
mendation was made to avoid first-generation H1 antihista-
mines because of their sedating effects. Only those second-
generation H1 antihistamines that are efficacious and safe in
the pediatric population (cetirizine, desloratadine,
fexofenadine, levocetirizine, and loratadine) should be used
as first-line therapy, and can be up-dosed in a weight-
adjusted manner. For pregnant and lactating women, the rec-
ommendations are similar, although there is a lack in evidence
that second-generation antihistamines, especially in higher
than recommended doses, are safe in pregnancy. The FDA-
approved doses of cetirizine, levocetirizine, and loratadine are
category B while fexofenadine and desloratadine fall into cat-
egory C [38]. Overall, the same treatment algorithm recom-
mended in non-pregnant adults is advocated for children and
pregnant or lactating women.

Conclusion

Urticaria is a skin condition which whether acute or chronic
can have a significant impairment on quality of life and well-
being. Although there are many medications available which
have been proven to successfully control the symptoms of
urticaria in the majority of people, a portion of the population
with chronic urticaria has long-standing uncontrolled disease.
In addition, the current approved treatments only provide var-
iable symptom control and do not lead to disease remission.
Further research is needed to better elucidate the underlying

Table 2 Comparison between
urticaria guidelines EAACI JTF practice parameters

Evaluation for Helicobacter
pylori infection

Recommended Extended Panel Not recommended

Pseudoallergen-free diet Recommended Extended Panel Not recommended

ASST Recommended Extended Panel Not recommended

LTRA Recommended third step Recommended second step

Anti-H2 antihistamines Not recommended Recommended second step

First-generation
antihistamines

Not recommended Recommended second and third steps

Systemic corticosteroids for
exacerbations

Up to 10 days 1–3 weeks

Other alternative therapies Omalizumab recommended, others
with low levels of evidence

Omalizumab recommended, others
with low levels of evidence

Curr Allergy Asthma Rep (2015) 15: 30 Page 5 of 7 30



pathobiology of chronic urticaria so that safe and effective
disease-modifying medications improve the management of
this potentially debilitating disease. Until then, it is important
to continue to build consensus regarding treatment algorithms
based on available scientific evidence which is the purpose of
clinical practice guidelines.
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