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Abstract

Chronic urticaria (CU), defined as the spontaneous or inducible appearance of hives, angioedema or both for 6 weeks or
more, presents with a number of subtypes which all substantially impair patients’ quality of life (QoL). International urti-
caria guidelines give clear recommendations on workup and treatment but the occurrence of CU with multiple causes
and triggers (sometimes with more than one subtype occurring in a single patient) presents challenges for an individual-
ized assessment by physicians. This review summarizes recent guidance on the classification, diagnosis and assess-
ment of CU subtypes and discusses how currently available patient assessment tools and laboratory tests can be used
in clinical practice as part of an individualized patient management plan.
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Presentation and classification of chronic
urticaria
Urticaria is one of the most common skin conditions, affecting
as many as one in four individuals around the world during
their lifetime." It is characterized by the sudden appearance of
hives (wheals), angioedema, or both.> Typical hives (Fig. 1a)
have three features: (i) a central swelling of variable size sur-
rounded by reflex erythema; (ii) itching that may be intense or,
in some cases, a burning sensation; (iii) resolution within a few
hours and usually within 24 h.* Angioedema (Fig. 1b) most fre-
quently occurs beneath mucous membranes but may be any-
where on the integument. It is characterized by a sudden,
pronounced swelling of the lower dermis and subcutis with a
sensation of pain rather than itching. In contrast to hives,
angioedema swellings can take as long as 72 h to resolve.?

The symptoms of urticaria are primarily mast cell-medi-
ated.>® Many specific factors that induce mast cell activation
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have been described in chronic spontaneous urticaria (CSU)
(also called chronic idiopathic urticaria [CIU]), including auto-
immune mechanisms in up to 50% of cases,*” although the
cause quite commonly remains unknown (idiopathic). Once
activated, the stimulated mast cells release inflammatory media-
tors such as histamine, which stimulate the sensory nerves, lead-
ing to itchiness and promote vasodilation with plasma
extravasation.”® Platelet activating factor, together with other
newly synthesized or preformed mast cell mediators, promotes
the dermal lesion skin infiltration of other immune cells, includ-
ing neutrophils, eosinophils, T-lymphocytes and basophils.*”°
The European Academy for Allergy and Clinical Immunology
(EAACI)/Global Allergy and Asthma European Network
(GAZLEN)/European Dermatology Forum (EDF)/World Allergy
Organization (WAO) 2013 guideline classification of urticaria is
based on the duration of symptoms, frequency and cause
(Fig. 2).> Acute urticaria is defined as being of less than 6 weeks’
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Figure 1 Clinical appearance of the characteristic symptoms of
urticaria. (a) hives; (b) angioedema affecting the mouth (case
provided by E. Toubi).

duration and accounts for the majority of cases (10-20% lifetime
prevalence).>'! These acute reactions can be triggered by a
specific food or drug, and in children are often associated with
infection.”'®'® Chronic urticaria (CU) is defined as daily or
almost daily urticaria for 6 weeks or more. It is called chronic
spontaneous urticaria (CSU; previously referred to as idiopathic
or ordinary) if swellings are spontaneous, or chronic inducible
urticaria (CINDU) where a physical or other eliciting trigger can
be identified.”> CSU may be secondary to functional autoanti-
bodies or infection but the cause of CINDU remains unknown,
except in the case of contact urticaria, which may be allergic or
non-immunological. CSU is the predominant form of CU,
accounting for >75% of cases and affecting 0.5-1.0% of the pop-
ulation." In some cases, patients present with more than one
subtype of urticaria (e.g. CSU with an inducible urticaria) or
with overlapping subtypes of CINDU,' which can make diagno-
sis challenging.

The impact of CU on patients’ quality of life (QoL) is often
underestimated, but is in fact similar or greater than that of
other chronic skin conditions that cause severe impairment,
such as psoriasis and atopic dermatitis.'* The symptoms of CU
have a substantial adverse impact on patients’ daily living/leisure
activities, sleep, mobility, mental status, social functioning and
self-perception; loss of sleep in particular is a major problem for
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patients.'>'® Symptoms have been reported to reduce productiv-
ity at school or work by 25-30%.'7 Swelling and itching are
reported by patients to be the worst aspects of the condition.'®
The presence of angioedema or psychiatric comorbidities, such

as anxiety and depression, further impair patients’ QoL."®"?

Chronic spontaneous urticaria

Chronic spontaneous urticaria presents with hives alone in
approximately 50% of cases and with concurrent angioedema in
approximately 40% of cases." A minority of patients (~10-15%)
will present with angioedema alone.' Hereditary angioedema
and drug-induced angioedema should be considered in the dif-

20,21

ferential diagnosis, particularly as some forms of drug-

induced angioedema can become life-threatening if the upper
airways are affected.”"*?

In the majority of cases, CSU usually resolves within
1-5 years,' although approximately 10-20% of cases can take up
to 5-10 years to resolve."*** Rare cases lasting up to 50 years
have also been reported.' Several indicators of disease duration
have been reported that may be useful to identify subtypes of
CSU with a different clinical course. For example a significant
association between disease severity at diagnosis and duration
has been demonstrated.”® In one 5-year study of 145 patients
with CSU, all cases of mild severity resolved within 2 years
(P < 0.0001).°> In contrast, only 41% of moderate to severe
CSU cases resolved within 2 years and 30% of patients were still
experiencing symptoms at 5 years.”” Other markers of disease
severity that have been associated with longer disease duration
include the occurrence of angioedema, in combination with
hives or alone, concurrent CINDU with a physical cause and a

positive autologous serum skin test (ASST).">%7

Chronic inducible urticaria

Chronic inducible urticarias may be elicited by external physical
triggers, such as temperature (cold or heat contact urticaria), sus-
tained local pressure (delayed pressure urticaria, symptomatic
dermographism), vibration (vibratory urticaria) and sunlight
(solar urticaria) (Fig. 2).*® They may also be triggered by an
increased core body temperature (cholinergic urticaria) or, rarely,
by water contact (aquagenic urticaria).”® Some cases of contact
urticaria may be chronic if the association between triggering fac-
tor and urticaria is not recognized, although the eliciting cause is
usually obvious at presentation and exposure to the trigger can
be avoided. Patients can present with overlapping physical urtica-
rias, or may have summation physical urticaria where more than
one stimulus is required simultaneously to elicit a rash.

Diagnostic procedures and assessments

The key goals of the recent diagnosis and management guide-
lines for CU are to confirm CSU or CINDU and exclude differ-
ential diagnoses, identify a cause where appropriate, and
measure disease activity, impact and control.?
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Figure 2 EAACI/GA?LEN/EDF/WAO 2013 guideline classification of urticaria and recommended diagnostic tests for urticaria subtypes.?
*Depending on suspected cause. **As indication of severe systemic disease. ASST, autologous serum skin test; CRP, C-reactive pro-
tein; EAACI, European Academy for Allergy and Clinical Immunology; EDF, European Dermatology Forum; ESR, erythrocyte sedimenta-
tion rate; GALEN, Global Allergy and Asthma European Network; WAO, World Allergy Organization. Reproduced from Zuberbier et al.

Allergy 2014;69(7):868-87. Copyright © 2015 Wiley, with permission.

Diagnosis of CU

The EAACI/GA*LEN/EDF/WAO guidelines recommend the use
of a diagnostic algorithm (Fig. 3)* to distinguish CU from other
conditions that can present with hives or angioedema, or to dis-
tinguish between urticaria subtypes. Causes of hives that are
important to exclude at diagnosis include urticaria vasculitis and
auto-inflammatory disorders.”® These can usually be distin-
guished by the clinical presentation of the hives, systemic
involvement or by blood analysis. An important first step
therefore in the diagnosis of CU is to identify the hive as the ele-
mental lesion of the rash. Then diagnosis of urticaria is based on
patient history, which should address factors such as duration
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and appearance of hives, symptoms and use of medication. For
those patients also experiencing fever or joint pain, an auto-
inflammatory condition may be suspected, or urticarial
vasculitis. In the case of hives that do not resolve within 24 h, a
skin biopsy should be taken, as histology may indicate urticarial
vasculitis. Physical examination might include provocation tests
for CINDU for some patients if the history indicates specific
triggers.”

For patients with suspected CSU, EAACI/GA*LEN/EDF/
WAO urticaria guidelines recommend that routine assessment
should focus on patient history and clinical and physical signs,
avoiding extensive diagnostic tests for all possible causes as these
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Figure 3 EAACI/GALEN/EDF/WAO 2013 guideline-recommended diagnosis algorithm for urticaria.? ACE, angiotensin converting
enzyme; AAE, acquired angioedema due to C1 inhibitor deficiency; AE, angioedema; AID, auto-inflammatory disease; EAACI, European
Academy for Allergy and Clinical Imnmunology; EDF, European Dermatology Forum; GA?LEN, Global Allergy and Asthma European Net-
work; HAE, hereditary angioedema; WAO, World Allergy Organization. Reproduced from Zuberbier et al. Allergy 2014;69(7):868-87.

Copyright © 2015 Wiley, with permission.

are unnecessary and costly.” Routine diagnostic measures should
be limited to a differential blood count, measurement of eryth-
rocyte sedimentation rate (ESR) or C-reactive protein (CRP)
levels and omission of any drugs suspected of causing a reaction
(Fig. 2).> These measures will rule out any serious underlying
systemic disease. Use of extended diagnostic testing to identify
underlying causes and exclude other diagnoses is recommended
only for patients with severe or long-standing CSU. Extended
diagnostic tests might include tests for infection (e.g. Helicobact-
er pylori), skin prick tests for allergy, autoantibodies, autologous
serum skin tests and skin biopsy (Fig. 2).?

For patients with a diagnosis of CINDU, it is recommended
that routine diagnostic tests are limited to determining the
threshold of eliciting factors (Fig. 2).? These will be discussed in
more detail below.

Laboratory diagnostic tests

The EAACI/GA’LEN/EDF/WAO urticaria guidelines recom-
mend extended diagnostic testing if the patient’s history is rele-
vant (Fig. 2).2 CSU caused by autoimmunity is being recognized
with increasing frequency®® and is thought to account for
approximately 45% of cases of CSU.> In CSU suspected to be
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caused by autoimmunity, ASST can confirm that autologous
serum injection can induce autoreactivity.’' However, this test
has a sensitivity and specificity of only 80% for a positive in vitro
basophil histamine release assay and is not a specific test of func-
tional autoantibodies. The clinical significance of a positive
autologous plasma skin test (APST) has been questioned.’>** In
up to 50% of patients with CSU caused by autoimmunity, circu-
lating functional autoantibodies against immunoglobulin E
(IgE) or against the high-affinity IgE receptor can be detected.’*
In 2013, the EAACI Taskforce highlighted the need for defined
criteria for diagnosis of autoimmune CSU and proposed that
these criteria should include confirmation of functional activity
of autoantibodies (by the basophil histamine release assay) and
specificity (by immunoassay).”®** An assay using the marker
CD63 to detect activation of healthy donor basophils by CSU
sera has also been described for autoimmune CSU and correlates
with a positive ASST result and disease activity.”® Such in vitro
tests, however, need to be performed in specialized research lab-
oratories which are only available in some countries. Hence,
these tests are currently of limited use for everyday clinical prac-
tice. Other immunoassays are also being investigated. Serum
testing for IgE directed against autoantigens may be helpful to
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understand the pathological mechanisms involved in CSU and
aid identification of patients who are candidates for immuno-
modulatory therapy. For example a study reported that approxi-
mately 50% of patients with CSU express IgE against thyroid
peroxidase and this has been hypothesized to cause autoallergic
mast cell activation.*®

Biomarkers of disease activity and response to treatment that
can be applied in practice would be of value for the management
of CSU patients. Recent studies have reported the use of blood
D-dimer and substance P as potential markers of disease activity
and response to treatment.>”*® However, additional scientific
and clinical research is required to develop informative biomar-
kers for CSU.

Tools for diagnosis and assessment of CSU

In order to develop an individualized management programme
for patients with CSU, several aspects of the condition need to
be assessed to provide more information on the prognosis and
help guide treatment and assess response. Assessments should
include disease duration and severity, disease control, QoL and
comorbidities. Many of the instruments widely used in the diag-
nosis and assessment of CU are completed by both patient and
physician. Patient-reported outcome (PRO) data are particularly
important for assessing disease status in the management of CU
due to the substantial impact of the symptoms on many aspects
of patients” lives.">'® The episodic and unpredictable nature of
urticaria also means that physicians are reliant on information
from the patient on their disease activity and impact between
clinic visits.

Instruments for assessing disease activity

The tool recommended by the EAACI/GA’LEN/EDF/WAO urti-
caria guidelines for measuring disease activity and response to
treatment in clinical practice is the Urticaria Activity Score
(UAS; Table 1), a validated composite score of the Itch Severity
Score (ISS) and number of hives score.>*® It is recommended

Table 1 Urticaria Activity Score (UAS) to assess disease severity.?
Reproduced from Zuberbier et al. Allergy 2014;69(7):868-87.2
Copyright © 2015 Wiley, with permission.

Score  Hives (wheals) Score ltch Severity
Score (ISS)
0 None 0 None
1 Mild (<20 hives/24 h) 1 Mild (present, but not
annoying or troublesome)
2 Moderate 2 Moderate (troublesome,
(20-50 hives/24 h but does not interfere
with normal daily activity
or sleep)
3 Intense (50 hives/ 3 Intense (severe itch,
24 horlarge which is sufficiently
confluent troublesome to interfere

with normal
daily activity or sleep)

areas of hives)
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that disease activity is documented using the UAS over a period
of 7 days, giving a total weekly Urticaria Activity Score (UAS7)
of 0—42. The UAS7 is completed by the patient and has been
used in clinical trials. The use of UAS7 by patients to evaluate
their hives and pruritus daily for 7 days provides semi-quantita-
tive information on disease activity between clinic visits and cap-
tures changes in intensity and possible triggers. In a phase III
trial of omalizumab in CSU,* patients were categorized using
UAS?7, according to the severity of their disease, as either itch/
hive-free (0), well controlled (1-6), mild (7-15), moderate
(16-27), or severe (28-42). UAS7 scores were also found to cor-
relate with patient QoL, as measured using the Dermatology Life
Quality Index (DLQI).*® The utility of the UAS7 as an indicator
of QoL, however, requires further validation in studies using the
DLQI and other PRO instruments. The UAS7 is limited in that
it can only be recorded prospectively. In addition, it does not
assess angioedema and is not suitable for use in CINDU.

The Angioedema Activity Score (AAS) is a new instrument
that can be used to assess angioedema activity, but does not
provide a composite score of angioedema, hives and itch.*'
It includes questions on the occurrence and severity of
angioedema as well as its impact on patients’ daily activities
and appearance. The questionnaire is completed by the
patient on a weekly basis, over a 4 week period, and can be
used to categorize disease severity as mild (~25 points), mod-
erate (~60 points) or severe (~80 points). The original version
of the AAS has now been translated from German into several
languages, including English, French, Italian, Japanese, Spanish
and Swedish.

Disease control

The Urticaria Control Test (UCT)* is a validated instrument
that can be used by patients (with either CSU or CINDU) and
physicians to assess disease control over the past 4 weeks.** Four
questions address the control of signs and symptoms of the dis-
ease, QoL impairment, efficacy of treatment, and overall disease
control. The answer to each question is rated from 0 (very
much) to 4 (not at all) and a total score is calculated, where the
highest possible score of 16 indicates complete control. A score
of <11 indicates poor disease control.** The UCT can be used
for ad hoc assessment.

Quality of Life (QoL) Instruments
Validated and reliable PRO instruments for assessing QoL impair-
ment are available for patients with urticaria and angioedema. The
EAACI/GA’LEN/EDF/WAQ urticaria guidelines recommend
the use of the validated Chronic Urticaria Quality of Life
Questionnaire (CU-Q20L) and the AngioEdema (AE-QoL)
instrument (for patients with angioedema but no hives) to assess
and monitor QoL impairment and disease activity in CSU.”

The CU-Q20L questionnaire was the first QoL instrument to
be developed that is specific for CU, and assesses physical,
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Figure 4 Quality of life impairment assessed using (a) the Chronic Urticaria Quality of Life Questionnaire (CU-Q20L) and (b) the Angio-
edema Quality of Life Questionnaire (AE-QoL).?>*” Box-and-whisker plot showing the distribution of a) CU-Q20L and b) AE-QoL scores.
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AE-QoL (b). Reproduced from Weller et al. Allergy 2012;67(10):1289-98.22 Reproduced from Mlynek et al. Allergy 2009;64(6):927-36.*"

Copyright © 2015 Wiley, with permission.

emotional, social and practical aspects of the condition over a 2-
week period.*” The questionnaire includes 23 items, within six
domains: functioning; sleep; itching/embarrassment/mental sta-
tus; swelling/eating; limits and looks (Fig. 4)."” Patients rate the
individual items within each domain from 0 (never) to 4 (very
often) and a total CU-Q20L score (0-100) is calculated based on
the sum of all completed items/total possible score of all com-
pleted items X 100.** Scores for each individual domain can also
be calculated. The CU-Q20L questionnaire was originally devel-
oped for use in Italy*® but has now been translated and validated
for use in Brazil, Bulgaria, Germany, Greece, Poland, Portugal,
Spain and Turkey.** *®

The AE-QoL questionnaire assesses symptom-specific QoL
impairment over a 4-week period in patients with recurrent
angioedema.22 The questionnaire, developed in Germany, has
now been translated for use in different countries (e.g. Canada,
France, Greece, Japan, Italy, Russia, Spain, Sweden and the
USA). Four dimensions are examined: functioning; fatigue/
mood; fears/shame and nutrition (Fig. 4). Patients score indi-
vidual items within each dimension from 0 (never) to 4 (very
often) and a total AE-QoL score (0-100) is calculated based on
the sum of all completed items/total possible score of all com-
pleted items X 100.** Scores for each individual dimension can

also be calculated.

Comorbidities

Chronic spontaneous urticaria is associated with a number of
comorbidities (e.g. depression/anxiety, autoimmune diseases, thy-
roid dysfunction, metabolic diseases, atopic disorders or H. pylori
gastritis.>***° These need to be considered in the diagnosis and
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management of patients with CSU, as conditions such as depres-
sion may have further impact on QoL."® Similarly, symptoms of
CSU such as itching can influence the severity of associated
depressive symptoms.”*® The extended diagnostic procedures rec-
ommended in the EAACI/GA’LEN/EDF/WAO urticaria guide-
lines include a number of tests for patients with a relevant history.
These include tests for infection (e.g. H. pylori, Streptococcus spp.,
Staphylococcus sp., bowel parasites), type 1 allergy (IgE, skin prick
test), functional autoantibodies, thyroid hormones and non-
organ-specific autoantibodies (e.g. anti-nuclear antibodies [ANA]),
skin tests including physical tests to rule out inducible additional
urticaria, assessment of autoreactivity and a pseudoallergen-free
diet.

Specific tools for diagnosis and assessment of CINDU

Diagnosis of CINDU should be based on confirmation of CIN-
DU and exclusion of differential diagnoses, identification of trig-
gers, confirmation by provocation/challenge and assessment of
thresholds (Fig. 2).2
patient with CINDU is the duration of hives, as in most cases of
CINDU hives last for <1 h, with the exception of contact urti-

caria (2 h) and delayed pressure urticaria (24 h).>!

An important aspect of the history of a

The clinical
presentation can also help to distinguish between the subtypes of
CINDUs (Fig. 5). Provocation and threshold testing methods
for physical and cholinergic urticarias generally provide results
within minutes and have been recommended by the EAACI/
GA’LEN/EDF/UNEV (urticaria network e.V.).?® H,-antihista-
mines should be withdrawn prior to testing as this may affect
results.”® There are no published disease activity assessment tools
specifically for CINDU, although the UCT may be used.*” In
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Figure 5 Clinical presentation of various CINDUs: (a) symptomatic dermographism; (b) delayed pressure urticaria; (c) cold contact
urticaria; (d) solar urticaria; (e) heat contact urticaria; (f) vibratory urticaria; (g) aquagenic urticaria; (h) cholinergic urticaria (case provided
by C. Grattan).

contrast to CSU, there are no specific QoL instruments that are
appropriate for use by patients with physical or cholinergic urti-
carias. The Dermatology Life Quality Index (DLQI),* is useful,
however.

Provocation and threshold testing for physical urticarias
Symptomatic dermographism is characterized by hives and itch-
ing triggered by rubbing and scratching (Fig. 5a). It is the most
common form of physical urticaria.’* Provocation and threshold
testing are usually performed on the upper back or volar fore-
arm. For provocation testing, a blunt, smooth instrument can be
used to stroke the skin. Several instruments are available that
can also be used to determine thresholds. A calibrated spring-
loaded dermographometer is a useful instrument as it can be
used to apply different pressures (20-60 g/mm?), thus enabling
simultaneous threshold testing.’? An alternative method is the
Fric Test®, which consists of six tips stroked over the skin to
determine provocation thresholds.>®

Delayed pressure urticaria is caused by sustained pressure
(e.g. from seatbelts, clothing, bags, etc.) and can present along-
side CSU (Fig. 5b).%® Traditionally, delayed pressure urticaria
has been diagnosed and assessed by application of metal rods of
different weight to the skin of the upper back, shoulder, volar
forearm or thigh. The rods should be applied to the skin for
15 min, which can be painful for the patient, and a result may
not be evident for up to 6 h.?® A simpler and more convenient
method is the use of a dermographometer which can be adjusted
to apply different amounts of pressure (100 g/mm?®) and
requires only 70 s for testing.

Cold contact urticaria can be triggered by exposure to cold
temperatures and subsequent rewarming of the skin (Fig. 5c).>*
This can be confirmed simply by testing whether application of a
melting ice cube in thin polythene for 5 min to the skin of the
patient’s forearm elicits a hive response. The ice should be
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melting to avoid skin damage at temperatures <0°C and should
be placed in a plastic bag to avoid confusion with aquagenic urti-
caria (Fig. 5g).%* Cold contact stimulation tests using testing kits
(e.g. TempTest®) can be used to determine the critical tempera-
ture thresholds for cold contact urticaria or the more rare heat-
contact urticaria (Fig. 5¢).%° In clinical trials, use of TempTest®
has been shown to provide a useful measure of changes in critical
temperature thresholds in response to antihistamine therapy.>

Solar urticaria is triggered by exposure to ultraviolet (UV)
light (Fig. 5d). It can be confirmed by dermatologists in provo-
cation tests using a solar simulator to apply UVA (up to 6 J/
cm?) and UVB (up to 0.06 J/cm?) or a projector to apply visible
light (to exclude other causes) to patches of skin on the but-
tocks.”® An urticarial response is usually visible within 10 min.
Specialist reference centres can provide more sophisticated
threshold testing to identify the specific dose and wavelength of
light leading to a reaction.

Vibratory angioedema, although rare, can be diagnosed with
use of a laboratory vortex mixer at 1000 rpm for 10 min on the
volar forearm (Fig. 5f).%8

Provocation and threshold testing for cholinergic urticaria
Cholinergic urticaria can be induced by an increase in core
body temperature through exercise or by passive warming
(e.g. through bathing in hot water up to 42°C; Fig. 5h).”®
Provocation tests should include ergometric testing (e.g. use
of an exercise machine or physical activity of any description
to the point of sweating). If this test is positive, it should be
followed by bathing at 42°C for 15 min to increase body tem-
perature by >1°C.® A positive exercise test but negative hot
bath test indicates exercise-induced urticaria. Recently, a novel
standardized pulse-controlled ergometry test has been
described for both provocation and threshold testing and
assessment of disease severity.”’

© 2015 European Academy of Dermatology and Venereology
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Testing for contact urticaria

Contact urticaria can present as localized burning/itching at the
point of contact through to anaphylaxis (previously called the
contact urticaria syndrome).”® It can be classified as immuno-
logical (IgE- and histamine-mediated, rapid onset) or non-
immunological (non IgE- or histamine-mediated, slow onset).*®
These two forms may be associated with different causes. Open
or closed patch skin testing can be used to test for contact urti-
caria.” Skin prick tests using histamine as positive control or
extracts from suspected allergens can confirm IgE-mediated
cases.”® In-use challenge skin prick testing with potential trig-
gers, (e.g. fruits, latex gloves, etc.) applied directly to the skin
can be very useful. Any provocation test should be conducted
with caution and facilities for emergency treatment during prov-
ocation should be available.

Laboratory diagnostic tests

In terms of laboratory tests, none are specifically recommended
for CINDU, with the exception of blood count, ESR and CRP
for cold urticaria to screen for familial cold autoinflammatory
syndrome, and cryoglobulins for secondary cold contact urti-
caria, depending on patient history (Fig. 2).> Further research is
required to identify molecular and immunological markers of
the various subtypes. While this subtype of CU is also thought
to be mediated by mast cells and histamine, the pathological
mechanisms involved are likely to differ from CSU and other
autoantibodies have been

inflammatory mediators and

implicated.®

Summary and conclusions

Chronic urticaria is a heterogeneous condition, characterized by
pruritic hives with or without angioedema, and has a substantial
negative impact on many aspects of patients’ lives. CU can be
classified into a number of subtypes which differ in duration and
cause. The most frequently occurring form, CSU, may be associ-
ated with circulating autoantibodies, however, for approximately
50% of patients there is no identifiable cause. CINDUs, associ-
ated with physical or other triggers, are less common than but
can often present alongside CSU. Early diagnosis of CU and use
of assessments appropriate for the individual patient are impor-
tant for monitoring disease activity and guiding treatment. The
2013 update to the EAACI/GA’LEN/EDF/WAO guidelines high-
lights the importance of patient history for diagnosis and assess-
ment of disease severity and recommends limited laboratory
testing to exclude underlying systemic disease. Use of extended
diagnostic testing to explore possible causes is also warranted in
some patients and should be used in cases of CINDU to identify
thresholds of eliciting factors. A number of validated PRO-based
instruments have now been developed specifically for CU and
should be used as part of an individual patient management pro-
gramme to assess disease activity and impact. While there is
some evidence that autoantibodies and other biomarkers may be
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of use to monitor disease activity, there is a need for further
research to phenotype CU subtypes and identify markers that
can be used in routine clinical practice.
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