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Chronic Urticaria (chronic hives) 
is itchy wheals (welts), angioedema 
(swelling), or both.
Chronic Urticaria
 Is episodic (or it occurs daily)

        Lasts for more than 6 weeks

        Usually recurs over months or years

        Impairs quality of life

        Presents in up to 1.8% of 
        the population worldwide

Note: Many people experience acute urticaria, 
 which is hives lasting less than 6 weeks. 

Wheals (welts)
        Typically a central white or pink 
 swelling with surrounding redness

        Variable size (at least 2 mm)

        Very pruritic (itchy), sometimes 
        burning sensation

         Usually last 1 to 24 hours

Angioedema (swelling)
         Can affect the lips, tongue or 
         other parts of the body 

         May persist for several days

         There is mast cell activation that leads 
 to release of histamine and other 
 reactive chemicals.

         It may be a sign of an underlying 
         health problem, such as infection.

         Possible triggers are pain medications, 
 alcohol, exercise, heat or cold,  infections,
 insects  or parasites, pressure on skin, 
 scratching, stress, sunlight.

Allergies Do Not Cause 
Chronic Urticaria
 Chronic Urticaria is virtually never 
 caused by an allergy, which is 
 sensitization and a hypersensitivity 
 reaction to environmental allergens, 
 such as pollen, molds, dust mites or 
 animal danders.

 Allergy testing and lab tests normally 
 used to diagnose allergies will 
 therefore not be helpful.

The most important differential diagnoses 
for the wheals of Chronic Urticaria, 
because they also present with wheals 
and mimic Chronic Urticaria are:
        Autoinflammatory syndromes, such as:
 • Cryopyrin-associated 
   autoinflammatory syndromes (CAPS)
 • Schnitzler’s syndrome

 Urticarial vasculitis

The most important differential diagnoses 
for the recurrent angioedema of Chronic 
Urticaria, because they also present with 
recurrent angioedema are:
 Bradykinin-mediated forms of
 angioedema, such as: 
 • Hereditary angioedema (HAE)
 • ACE-inhibitor-induced angioedema

    

 Insect bites

 Neuropathic causes

    Other conditions that can result in intense itching and scratching:

 Eczema (atopic dermatitis)

 Psoriasis

 Scabies

The cause is often unknown, thus it is not 
usually possible to cure patients.
BUT: Chronic Urticaria can be well controlled 
by preventing signs and symptoms.
Chronic Urticaria can be managed by:
 Avoiding triggers
 For example, some people react to 
 non-selective anti-inflammatory drugs 
 such as ibuprofen and aspirin, and 
 discontinuing use can reduce wheals.

 Controlling symptoms with medications
 • Non-sedating (non-drowsy) 
   antihistamines 
 • Omalizumab (an antibody against IgE, 
   an important mast cell activator)
 • Cyclosporine (immune system 
   suppressant) 

Facts about available treatments:
 Standard dosage of antihistamines may 
 not be sufficient to control hives, itching 
 or swelling. Updosing may be needed.

 Some non-antihistamine therapies can 
 require laboratory testing or monitoring 
 of potential adverse effects.

 Omalizumab has been underused. It can 
 help to reduce the severity of itching,
 the number of wheals, and angioedema.

Chronic Urticaria causes suffering. 
Quality of life is reduced.
 The itching is disabling both day and 
 night and interferes with concentration, 
 performance, wellbeing, and the 
 ability to fall and stay asleep.

 The disease can last several years.

 It can take time to find the right 
 medication that works and does not 
 have adverse side effects.

 Stopping treatment may result in the 
 return of wheals and/or angioedema
  until the disease resolves 
 spontaneously (on average, after 
 several years).

 People may avoid wearing 
 warm-weather clothing or beach 
 clothes because of embarrassment.

 The swelling (angioedema) can be 
 disfiguring if on the face (such as 
 swelling of lips or eyelids)

 Patients can lose hope if treatments 
 have not been very effective, and they 
 may stop believing the advice given 
 by medical professionals.

    Future Needs
 Informing patients and the public of the options available for treatment of Chronic Urticaria

 More training of non-specialists in the diagnosis and treatment of Chronic Urticaria

 Collecting sufficient data on the worldwide prevalence of Chronic Urticaria
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 Determine the correct diagnosis and identify the cause, if one is present

 Prescribe effective medications to control the symptoms of 
 Chronic Urticaria (wheals and angioedema)

 Teach the patient about the condition and how to manage more severe angioedema, 
 such as swelling of the tongue

 Assess Chronic Urticaria activity, impact and control, e.g., by using the urticaria activity 
 score or the urticaria control test

   The Unique Experience of the Allergist
    Allergists are the specialists who can best deal with urticaria because they have the 
    necessary education and experience to: 
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Abstract

This guideline is the result of a systematic literature review using the ‘Grading of

Recommendations Assessment, Development and Evaluation’ (GRADE) method-

ology and a structured consensus conference held on 28 and 29 November 2012,

in Berlin. It is a joint initiative of the Dermatology Section of the European Aca-

demy 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) with the participation of delegates of 21 national and international socie-

ties. Urticaria is a frequent, mast cell-driven disease, presenting with wheals, an-

gioedema, or both. The life-time prevalence for acute urticaria is approximately

20%. Chronic spontaneous urticaria and other chronic forms of urticaria do not

only cause a decrease in quality of life, but also affect performance at work and

school and, as such, are members of the group of severe allergic diseases. This

guideline covers the definition and classification of urticaria, taking into account

the recent progress in identifying its causes, eliciting factors and pathomecha-
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Summary
This guidance for the management of patients with chronic urticaria and angioedema has
been prepared by the Standards of Care Committee of the British Society for Allergy and
Clinical Immunology (BSACI). The guideline is based on evidence as well as on expert
opinion and is aimed at both adult physicians and paediatricians practising in allergy.
The recommendations are evidence graded. During the development of these guidelines,
all BSACI members were included in the consultation process using a Web-based system.
Their comments and suggestions were carefully considered by the Standards of Care
Committee. Where evidence was lacking, a consensus was reached by the experts on the
committee. Included in this management guideline are clinical classification, aetiology,
diagnosis, investigations, treatment guidance with special sections on children with urti-
caria and the use of antihistamines in women who are pregnant or breastfeeding. Finally,
we have made recommendations for potential areas of future research.
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Introduction

This guidance for the management of patients with
chronic urticaria/angioedema is intended for use by
physicians treating allergic conditions. It should be rec-
ognized that patients referred to an allergy clinic often
have a different pattern of presentation (e.g. intermit-
tent acute) from those referred elsewhere and both the
patient and referring practitioners often wish to deter-
mine whether allergy is involved.

Evidence for the recommendations was collected by
electronic literature searches of MEDLINE and EMBASE
using these primary key words: urticaria, angioedema,
angioneurotic oedema, allergy, allergic, antihistamines,
auto-antibody, autoimmune, hypothyroidism, IgE,
paraprotein, pregnancy, breastfeeding, child, epidemiol-
ogy, management, psychology. In addition, hand
searches were performed and the Cochrane library and
NHS evidence were also searched. Each article was
reviewed for suitability by the first and second author
of this guideline. The recommendations were evidence
graded at the time of preparation of these guidelines

(Appendix Tables B1 and B2). During the development
of these guidelines, all BSACI members were consulted
using a Web-based system and their comments and
suggestions were carefully considered by the Standards
of Care Committee (SOCC). Where evidence was
lacking, a consensus was reached among the experts
on the committee. Conflict of interests were recorded
by the SOCC. None jeopardized unbiased guideline
development.

Executive summary and recommendations

(Grades of recommendations are described in Appendix
Tables B1 and B2)

• Chronic urticaria/angioedema has traditionally been
defined as weals, angioedema or both with daily or
almost daily symptoms lasting for more than 6 weeks.
In these guidelines, we have also included patients with
episodic acute intermittent urticaria/angioedema lasting
for hours or days and recurring over months or years.

• Weals and angioedema commonly occur together,
but may also occur separately.
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QOL  quality of life 
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USS  urticarial severity score  
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Summary
In spite of being an old disease and apparently easy to diagnose, chronic spontaneous
urticaria (CSU) is still perceived as an uncontrollable and difficult to manage disease. The
perception of the patient is that his/her condition is not well understood and that is
suffering from a disorder with hidden causes that doctors are not able to tackle. Some-
times patients go through a number of clinicians until they found some CSU expert who
is familiar with the disease. It is surprising that myths and believes with no scientific
support still persist. Guidelines are not widely implemented, and recent tools to assess
severity are infrequently used. European and American recent guidelines do not agree in
several key points related to diagnosis and treatment, which further contributes to confu-
sion. With the aim to clarify some aspects of the CSU picture, a group of allergists and
dermatologists from the Spanish Dermatology and Allergy societies developed a Frequent
Asked Questions leaflet that could facilitate physicians work in daily practice and contrib-
ute to a better knowledge of common clinical scenarios related to patients with CSU.

Introduction

Chronic urticaria, defined as urticaria that persists for
longer than 6 weeks, is a frustrating condition for both
patients and caregivers due to the persistence of lesions
in spite of using available treatment options. Chronic
spontaneous urticaria (CSU) can be categorized accord-
ing to the EAACI classification into two main types:
chronic spontaneous urticaria (CSU) and physical or
inducible urticaria (Table 1) [1]. CSU is defined by the
spontaneous appearance of wheals with or without

angioedema that persist for ≥6 weeks [1]. CSU is occa-
sionally associated with other types of chronic urticaria,
such as inducible (physical or cholinergic) urticaria [2].
The present article is focused on CSU and covers several
aspects regarding its diagnosis and management.

Despite the impact on quality of life [3, 4] and the
morbidity associated with CSU [3], relatively little is
known about the pathophysiology of this condition.
Moreover, with the exception of physical urticaria, in
the majority of cases, a cause cannot be established. An
autoimmune origin is found in a subpopulation of CSU

Consensus espanyol



IV JORNADA D’ATENCIÓ COMPARTIDA EN AL.LÈRGIA DE L’AIS-BE  

URTICÀRIA

• Què en sabem els metges de família? 
• Quins dubtes tenim en referència a la 

urticària? 
– Causes i etiologia 
– Diagnòstic i diagnòstic diferencial 
– Quines exploracions complementàries hem de 

fer? 
…
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URTICÀRIA

– Tractament 
– Duració del tractament i tractament crònic 
– Tractament en els nens 
– I en dones embarassades o amb lactància 

materna?  
– Prevenció 
– Recomanacions i cures d’infermeria
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URTICÀRIA: ETIOLOGIA

• És de causa al·lèrgica? 
• Té algun paper la IgE? 
• Hi ha urticàries autoimmunes? 
• Quin és el percentatge d’urticària 

espontània? 
• Pot estar relacionada amb altres malalties?
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DIAGNÒSTIC DIFERENCIAL

• Amb quines patologies s’ha de fer el 
diagnòstic diferencial? 

• Clínicament podem estar segurs que és 
una urticària i no altres patologies? 

• Quan hem de derivar a dermatologia o a 
al·lèrgia?
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URTICÀRIA: CLASSIFICACIÓ

• SEGONS DURACIÓ

AGUDA: < 6 SETMANES

CRÒNICA: > 6 SETMANES

AGUDA                      INTERMITENT
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CLASSIFICACIÓ URTICÀRIA

Consenso español de urticaria. 
2014 URTICÀRIA AL·LÈRGICA
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URTICÀRIA FÍSCA

• Dermografisme (factícia)   60% 
• Urticària colinèrgica    20% 
• Urticària a frígore            5% 
• Urticària solar     3% 
• Urticària retardada per pressió             2% 
• Altres: aquagènica, vibratòria, calor local, 

induïda per exercici



IV JORNADA D’ATENCIÓ COMPARTIDA EN AL.LÈRGIA DE L’AIS-BE  

URTICÀRIA FÍSCA: CARACTERÍSTIQUES

• Causat per estímuls físics. 
• Inici immediat. 
• Durada breu. 
• Al lloc de l’estímul. 
• Reproduïble: proves de provocació. 
• Adults joves  i dones: autolimitades. 
• S’associen entre si i amb altres. 
• Amb angioedema: frigore, pressió, vibratòria
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URTICÀRIA AL·LÈRGICA

• Sospita de desencadenant. 
• Minuts després de la ingesta en aliments, 

en fàrmacs pot ser més tardana. 
• Associat o no angioedema, i altres 

manifestacions sistèmiques (anafilaxi). 
• Clínica aguda i aguda intermitent.
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URTICÀRIA AL·LÈRGICA

• FÀRMACS: 
– Tolerància prèvia pot dificultar diagnòstic 
– AINEs: exacerbant urticària o causa 
– IECAs: causa d’angioedema: preval. 0,1 – 2,2% 
– Antibiòtics, codeïna, antidepressius...
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URTICÀRIA AL·LÈRGICA

• ALIMENTS: 
– Més freqüents en nens. 
– Tipus aliments varia segons edat i hàbits 

aliment. 
– Reaccions no al·lèrgiques: 

histaminolliberació, contaminació, 
intoxicacions...
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URTICÀRIA AL·LÈRGICA

• PICADURA INSECTES:



IV JORNADA D’ATENCIÓ COMPARTIDA EN AL.LÈRGIA DE L’AIS-BE  

LES FAVASSES

• “Roncha o habón” 
• Lesió bàsica de la urticària. 
• Per edema localitzat de la pell. 
• Lesió sobre-elevada, centre pàl·lid amb eritema 

circumdant. 
• Eritema desapareix a la pressió. 
• Molt pruriginosa. 
• Evanescents < 24 h.
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PAPER ATENCIÓ PRIMÀRIA
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HISTORIA CLÍNICA DETALLADA
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HISTORIA CLÍNICA DETALLADA

• Altres símptomes acompanyants: 
– Febre o dolors articulars 
– Adenopaties 
– Malestat general 
– Síndrom constitucional
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HISTORIA CLÍNICA DETALLADA

• Fotografiar les lesions... 

• Marcar les lesions...
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I. Diagnòstic de la Urticària Crònica Espontània (UCE)

II. Avaluació clínica.

III. Tractaments. 

      IV. Casos especials.
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Summary
In spite of being an old disease and apparently easy to diagnose, chronic spontaneous
urticaria (CSU) is still perceived as an uncontrollable and difficult to manage disease. The
perception of the patient is that his/her condition is not well understood and that is
suffering from a disorder with hidden causes that doctors are not able to tackle. Some-
times patients go through a number of clinicians until they found some CSU expert who
is familiar with the disease. It is surprising that myths and believes with no scientific
support still persist. Guidelines are not widely implemented, and recent tools to assess
severity are infrequently used. European and American recent guidelines do not agree in
several key points related to diagnosis and treatment, which further contributes to confu-
sion. With the aim to clarify some aspects of the CSU picture, a group of allergists and
dermatologists from the Spanish Dermatology and Allergy societies developed a Frequent
Asked Questions leaflet that could facilitate physicians work in daily practice and contrib-
ute to a better knowledge of common clinical scenarios related to patients with CSU.

Introduction

Chronic urticaria, defined as urticaria that persists for
longer than 6 weeks, is a frustrating condition for both
patients and caregivers due to the persistence of lesions
in spite of using available treatment options. Chronic
spontaneous urticaria (CSU) can be categorized accord-
ing to the EAACI classification into two main types:
chronic spontaneous urticaria (CSU) and physical or
inducible urticaria (Table 1) [1]. CSU is defined by the
spontaneous appearance of wheals with or without

angioedema that persist for ≥6 weeks [1]. CSU is occa-
sionally associated with other types of chronic urticaria,
such as inducible (physical or cholinergic) urticaria [2].
The present article is focused on CSU and covers several
aspects regarding its diagnosis and management.

Despite the impact on quality of life [3, 4] and the
morbidity associated with CSU [3], relatively little is
known about the pathophysiology of this condition.
Moreover, with the exception of physical urticaria, in
the majority of cases, a cause cannot be established. An
autoimmune origin is found in a subpopulation of CSU
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I. Diagnòstic de la Urticària Crònica Espontània 
(UCE)
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of Allergy, Asthma and Immunology, the American Col-
lege of Allergy, Asthma and Immunology, and the Joint 
Council of Allergy, Asthma and Immunology still continue 
to use CIU.3

Omalizumab is a recombinant humanized anti- 
immunoglobulin E (IgE) antibody that binds to the C 3 
domain of the IgE heavy chain. It has been largely studied 
in the field of asthma and is currently approved for the treat-
ment of both adult and pediatric (children; 6-year-old) 
patients. The presence of IgG anti-alpha subunit of the IgE 
receptor has been demonstrated in a portion of patients with 
CSU.4 The rationale to employ omalizumab for controlling 
CSU was that the IgE binding with omalizumab causes 
internalization of the IgE receptor, and as a consequence, 
the disappearance of the autoantigen. However, omalizumab 
might have additional effects, since it is also effective in 
non-autoimmune urticaria.5

Epidemiology of CSU
The prevalence of CSU is unknown, but it is estimated to 
be 0.5%–1% of the population, and the annual incidence is 
estimated at 1.4%.1,3

In 2004, Gaig et al conducted a population-based study 
among adults in Spain to approach the real prevalence of CU.6 
They found a prevalence of 0.6% with a predominance of 
CU in women (odds ratio 3.82) and reported that approxi-
mately 80% of patients were symptom-free after 1 year, and 
symptoms last from 1 year to 5 years in 8.7% and for more 
than 5 years in 11.3%.6

Pathogenesis of CSU
While the pathogenesis of CSU has been extensively 
investigated, no theory has been conclusively proven, and a 
combination of mechanisms may play a role.

Vasoactive mediators released from mast cells and baso-
phils play a key role in the pathogenesis of CSU. Despite 
the presence of other mediators (eicosanoids, cytokines, 
and proteases), histamine is the most prominent and acts 

on H1 receptors (85%) and H2 receptors (15%) in the skin. 
While histamine binding to H1 receptors leads to pruritus 
(by stimulation of C fibers), binding to receptors on post-
capillary venules induces vasodilation, increased vascular 
permeability, and edema.7

Mechanisms other than histamine release have been 
implicated in CSU and include abnormalities in basophil 
signal transduction and number, and autoimmunity. Intrad-
ermal injection of autologous plasma and/or sera from some 
patients with CSU causes a wheal and flare reaction; this 
test is named autologous serum skin test and could reflect 
the presence of histamine-releasing autoantibodies. Differ-
ent autoantibodies can be found in up to 45% of patients 
with CSU. These autoantibodies can be targeted at the IgE 
(Fc portion), the high-affinity IgE receptor (Fc RI), and also 
the antithyroid autoantibodies (both anti-microsomal and 
anti-thyroperoxidase).8

There is also increasing evidence of altered number, 
structure, function of basophils, and defects in their traffick-
ing. Basopenia is well documented, and basophil numbers 
are inversely related to urticaria severity.9 Numerical and 
behavioral alterations in basophils complemented by changes 
in signaling molecule expression and function as well as 
aberrant activation of extrinsic pathway of coagulation are 
other alternative hypotheses.10

Assessment of activity of CSU  
and impact on QoL
Disease activity in CSU may be assessed with the “Urticaria 
Activity Score” during 7 days (UAS7) (Table 2). This tool 
is a unified and simple scoring system that was proposed in 
the last version of the guidelines and has been validated in 
many languages.11 For patients with associated angioedema, 
a novel activity score, the Angioedema Activity Score, has 
been developed and validated by the group of Professor 
Maurer in Berlin.12 It is important, in addition to disease 

Table 1 Chronic urticaria subtypes

Spontaneous Inducible (physical urticaria)

Chronic spontaneous urticaria Urticaria factitia, dermographic urticaria
Chronic autoimmune urticaria Cold urticaria

Delayed pressure urticaria
Solar urticaria
Heat urticaria
Vibratory angioedema
Cholinergic urticaria
Contact urticaria
Aquagenic urticaria

Table 2 Urticaria Activity Score 7 (UAS7): a validated tool with 
which to follow disease activity in clinical practice

Score Wheals Pruritus

0 None None
1 Mild ( 20  

wheals/24 hours)
Mild (present but not annoying or  
troublesome)

2 Moderate (20–50  
wheals/24 hours)

Moderate (troublesome but does  
not interfere with normal daily  
activity or sleep)

3 Intense ( 50  
wheals/24 hours)

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

Note: Sum of score: 0–6 for each day is summarized over 1 week (maximum 42).

I. Diagnòstic de la UCE

Quina és la epidemiologia de la UCE? 
Prevalença a la població general 0,6% a Espanya 
Més freqüent en dones OR 3.82, i menys en infants 
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of Allergy, Asthma and Immunology, the American Col-
lege of Allergy, Asthma and Immunology, and the Joint 
Council of Allergy, Asthma and Immunology still continue 
to use CIU.3

Omalizumab is a recombinant humanized anti- 
immunoglobulin E (IgE) antibody that binds to the C 3 
domain of the IgE heavy chain. It has been largely studied 
in the field of asthma and is currently approved for the treat-
ment of both adult and pediatric (children; 6-year-old) 
patients. The presence of IgG anti-alpha subunit of the IgE 
receptor has been demonstrated in a portion of patients with 
CSU.4 The rationale to employ omalizumab for controlling 
CSU was that the IgE binding with omalizumab causes 
internalization of the IgE receptor, and as a consequence, 
the disappearance of the autoantigen. However, omalizumab 
might have additional effects, since it is also effective in 
non-autoimmune urticaria.5

Epidemiology of CSU
The prevalence of CSU is unknown, but it is estimated to 
be 0.5%–1% of the population, and the annual incidence is 
estimated at 1.4%.1,3

In 2004, Gaig et al conducted a population-based study 
among adults in Spain to approach the real prevalence of CU.6 
They found a prevalence of 0.6% with a predominance of 
CU in women (odds ratio 3.82) and reported that approxi-
mately 80% of patients were symptom-free after 1 year, and 
symptoms last from 1 year to 5 years in 8.7% and for more 
than 5 years in 11.3%.6

Pathogenesis of CSU
While the pathogenesis of CSU has been extensively 
investigated, no theory has been conclusively proven, and a 
combination of mechanisms may play a role.

Vasoactive mediators released from mast cells and baso-
phils play a key role in the pathogenesis of CSU. Despite 
the presence of other mediators (eicosanoids, cytokines, 
and proteases), histamine is the most prominent and acts 

on H1 receptors (85%) and H2 receptors (15%) in the skin. 
While histamine binding to H1 receptors leads to pruritus 
(by stimulation of C fibers), binding to receptors on post-
capillary venules induces vasodilation, increased vascular 
permeability, and edema.7

Mechanisms other than histamine release have been 
implicated in CSU and include abnormalities in basophil 
signal transduction and number, and autoimmunity. Intrad-
ermal injection of autologous plasma and/or sera from some 
patients with CSU causes a wheal and flare reaction; this 
test is named autologous serum skin test and could reflect 
the presence of histamine-releasing autoantibodies. Differ-
ent autoantibodies can be found in up to 45% of patients 
with CSU. These autoantibodies can be targeted at the IgE 
(Fc portion), the high-affinity IgE receptor (Fc RI), and also 
the antithyroid autoantibodies (both anti-microsomal and 
anti-thyroperoxidase).8

There is also increasing evidence of altered number, 
structure, function of basophils, and defects in their traffick-
ing. Basopenia is well documented, and basophil numbers 
are inversely related to urticaria severity.9 Numerical and 
behavioral alterations in basophils complemented by changes 
in signaling molecule expression and function as well as 
aberrant activation of extrinsic pathway of coagulation are 
other alternative hypotheses.10

Assessment of activity of CSU  
and impact on QoL
Disease activity in CSU may be assessed with the “Urticaria 
Activity Score” during 7 days (UAS7) (Table 2). This tool 
is a unified and simple scoring system that was proposed in 
the last version of the guidelines and has been validated in 
many languages.11 For patients with associated angioedema, 
a novel activity score, the Angioedema Activity Score, has 
been developed and validated by the group of Professor 
Maurer in Berlin.12 It is important, in addition to disease 

Table 1 Chronic urticaria subtypes

Spontaneous Inducible (physical urticaria)

Chronic spontaneous urticaria Urticaria factitia, dermographic urticaria
Chronic autoimmune urticaria Cold urticaria

Delayed pressure urticaria
Solar urticaria
Heat urticaria
Vibratory angioedema
Cholinergic urticaria
Contact urticaria
Aquagenic urticaria

Table 2 Urticaria Activity Score 7 (UAS7): a validated tool with 
which to follow disease activity in clinical practice

Score Wheals Pruritus

0 None None
1 Mild ( 20  

wheals/24 hours)
Mild (present but not annoying or  
troublesome)

2 Moderate (20–50  
wheals/24 hours)

Moderate (troublesome but does  
not interfere with normal daily  
activity or sleep)

3 Intense ( 50  
wheals/24 hours)

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

Note: Sum of score: 0–6 for each day is summarized over 1 week (maximum 42).

I. Diagnòstic de la UCE

 Quin és el curs clínic de la UCE? 

Impredictible, recacaigudes i remissions espontànies. 

Pot durar anys. Aprox 70-80% durada <1 any, 11% >5 anys 

No es coneix l’efecte dels tractaments en el curs natural de la 
UCE.

Quina és la epidemiologia de la UCE? 
Prevalença a la població general 0,6% a Espanya 
Més freqüent en dones OR 3.82, i menys en infants 



La UCE es una enfermedad crónica cuya duración 
estimada es de 1 a 5 años en la mayoría de los casos1,2

6 meses Año 3 Año 5 Año 25Diagnóstico

El 50 % remite a 
los 6 meses 

desde su aparición1

El 30 % la 
continuará 

padeciendo 3 años 
después de la 
aparición de los 

síntomas1

El 10 % la 
continuará 

padeciendo 5 años 
después de la 
aparición de los 

síntomas1

El 8% la 
continuará 

padeciendo 25 años 
después de la 
aparición de los 

síntomas1

1. Maurer M, et al. Allergy 2011;66:317–30; 
2. Adaptado de: Beltrani VS. Clin Rev Allergy Immunol 2002;23:147–69.
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I. Diagnòstic d’Urticària Crònica Espontània (UCE),

Quin és el diagnòstic clínic de UCE? 
Favasses diàries/casi diàries evanescents (durada de cada <24h) que no deixen 
lesions en desaparèixes 
Durada de la malatia > 6 setmanes. 
Pruïja 
Angioedema en 40-50% dels pacients. No suposa compromís vital.
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I. Diagnòstic de la UCE

What is the differential diagnosis to be established for a
patient with CSU?. Apart from urticaria vasculitis for
which diagnosis is made through biopsy, It can be diffi-
cult to differentiate hives from other dermatoses [26]
(Table 4). However, the natural course differs in these
pathologies. Erythema multiform clears on its own
within a maximum of 3 weeks; it is included in the dif-
ferential diagnosis because of its severity and should
always be ruled out at the onset of symptoms, when it
can resemble chronic urticaria. Autoinflammatory syn-
dromes [27] have symptoms that may be confused with
chronic urticaria, but they are rare, and although skin
rashes are always associated with systemic symptoms,
itching is not as striking a feature as it is in the case of
chronic urticaria. Certain systemic diseases are associ-
ated with urticaria-like lesions, such as systemic lupus
erythematosus, Schnitzler syndrome (IgM monoclonal
gammopathy, urticaria, fever, lymphadenopathy and
weight loss), mastocytosis and hypereosinophilic syn-
dromes.

Key point: Chronic urticaria differs from other der-
matosis on its duration, the evanescence of lesions and
intense itching.

Is skin biopsy a mandatory diagnostic tool for the diag-
nosis of CSU?. Skin biopsy is not mandatory to diag-
nose chronic spontaneous urticaria, but it is strongly
advisable when hives last more than 24 h, to exclude
urticarial vasculitis. Certain patients with urticarial vas-
culitis may exhibit symptoms similar to those of
patients with chronic urticaria, with wheals lasting
<24 h and with no residual skin lesions [28]. In cases
with an unusual presentation of chronic urticaria – that
is, mild itching, painful skin lesions or unresponsive-
ness to antihistamines – or when the diagnosis is not
clear, we recommend performing a skin biopsy to rule
out urticarial vasculitis.

Key point: Skin biopsy is only recommended when
skin lesions last longer than 24 h.

Is it necessary to assess patients for infections or
active infestations in the diagnosis of CSU?. Despite

being included in several guidelines, no large ran-
domized double-blind, placebo-controlled studies have
demonstrated a causative role for infections in CSU.
With the exception of certain geographical regions in
which specific parasites are endemic [1, 6–9], there is
no need to perform a search or treatment for under-
lying infections.

Key point: The evidence for the role of infection in
CSU is very weak. There is no need for a systematic
assessment of infection in CSU.

Is food allergy associated with CSU?. Chronic urticaria
is not a manifestation of IgE-mediated food allergy.
However, in isolated cases, certain true food allergies
can mimic chronic urticaria. This has been recorded in
allergies to foods containing omega-5 gliadin, lipid
transfer protein (LPT) or galactose-alpha-1,3-galactose.
On the other hand, it should be noted that in some
cases food allergy might occur independently from
CSU.

Key point: CSU is not related to IgE-mediated food
allergy.

Are food preservatives and additives related to CSU?. -
Food additives (such as preservatives and colour addi-
tives) and ingredients naturally present in food (such as
histamine and aromatic components) have been
described as causative or aggravating factors by several
uncontrolled studies [1, 7, 29, 30]. However, a recent
study yielded only two positive results from a single-
blind challenge with 11 food additives of each of 100
patients with chronic urticaria. Moreover, when a dou-
ble-blind test and a placebo challenge test were per-
formed on these two positive patients, neither reacted
to the culprit additive [31]. Avoidance of food preserva-
tives and additives is not therefore recommended.

Key point: There is no need to recommend a restric-
tive diet to patients suffering from CSU.

Is an assessment of autoimmunity useful from a diag-
nostic perspective in patients with CSU?. Autoimmunity
has long been discussed as a cause of CSU. Although
not widely used, assessing serum autoreactivity is use-
ful, this is currently the only office procedure that can
help reveal whether an autoimmune mechanism is
responsible. The common cluster of autoimmune dis-
eases in patients suffering from chronic spontaneous
urticaria, the presence of antithyroid antibodies, and the
serum ability to activate normal basophils, supports the
etiopathogenic role of autoimmunity. Screening can be
performed with the autologous serum skin test (ASST).
The correct approach to the ASST is described in an
EAACI/GA2LEN position paper [32]. The ASST is a non-
specific screening test that evaluates the presence of
serum histamine-releasing factors of any type – not just

Table 4. Differential diagnosis of chronic urticaria

Diseases or syndromes with typical

urticarial lesions

Autoinflammatory

diseases

Schnitzler syndrome

Diseases with fixed urticarial lesions with

atypical features

Cutaneous lupus

erythematosus

Fixed drug eruptions

Bullous pemphigoid

Reticular erythematous

mucinosis

Erythema multiform

© 2014 The Authors. Clinical & Experimental Allergy Published by John Wiley & Sons Ltd, 45 : 731–743

734 M. Ferrer et al.

Quin és el diagnòstic diferencial? 
UCE es distingueix per la seva durada, evanescència i la intensa picor.
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Abstract

This guideline is the result of a systematic literature review using the ‘Grading of

Recommendations Assessment, Development and Evaluation’ (GRADE) method-

ology and a structured consensus conference held on 28 and 29 November 2012,

in Berlin. It is a joint initiative of the Dermatology Section of the European Aca-

demy 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) with the participation of delegates of 21 national and international socie-

ties. Urticaria is a frequent, mast cell-driven disease, presenting with wheals, an-

gioedema, or both. The life-time prevalence for acute urticaria is approximately

20%. Chronic spontaneous urticaria and other chronic forms of urticaria do not

only cause a decrease in quality of life, but also affect performance at work and

school and, as such, are members of the group of severe allergic diseases. This

guideline covers the definition and classification of urticaria, taking into account

the recent progress in identifying its causes, eliciting factors and pathomecha-

© 2014 John Wiley & Sons A/S. Published by John Wiley & Sons Ltd
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Quins són els factors exacerbants coneguts? 
▪ Majoria dels casos: sense causa identificable. 
▪ Únic reconegut:  Antinflamatoris no esteroidals (AINE) 
▪ En los casos en que UCE + urticaria física: desencadenants físics 

(pressió, fregament...)

I. Diagnòstic de la UCE
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Urticaria Crònica Espontània Urticaria física o induïble

Urticaria física:  
▪ Dermografisme simptomàtic 
▪ Urticària per fred 
▪ Urticària por pressió retardada 
▪ Urticària solar 
▪ Urticària per calor 
▪ Urticària per vibració

Urticària colinèrgica

Urticària per contacte

Urticària acuagènica

Cassificació de les urticàries cròniques segons EAACI

1. Curto-Barredo L, Silvestre JF, Giménez-Arnau AM. Update on the Treatment of Chronic Urticaria. Actas Dermosifiliogr. 2013 
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Urticaria Crònica Espontània Urticaria física o induïble

Urticaria física:  
▪ Dermografisme simptomàtic 
▪ Urticària per fred 
▪ Urticària por pressió retardada 
▪ Urticària solar 
▪ Urticària per calor 
▪ Urticària per vibració

Urticària colinèrgica

Urticària per contacte

Urticària acuagènica

Cassificació de les urticàries cròniques segons EAACI

UCE 
70%

UCI 
30%

Urticaria Crònica

Urticària Crònica Espontània (UCE)
Urticària Crònica Induïble (UCI)

1. Curto-Barredo L, Silvestre JF, Giménez-Arnau AM. Update on the Treatment of Chronic Urticaria. Actas Dermosifiliogr. 2013 



IV JORNADA D’ATENCIÓ COMPARTIDA EN AL.LÈRGIA DE L’AIS-BE  

És necessari fer proves diagnòstiques extenses en tots els casos? 

▪ La història clínica i exploració física són essencials. 
▪ A menys que la història clínica ho indiqui no es recomana la realització d’extenses 

proves complementàries.

I. Diagnòstic de la UCE
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I. Diagnòstic de la UCE
Elements bàsics del diagnòstic de la UCE

Història clínica

Exploració física

Urticaria activity score (UAS) y angioedema activity score (AAS) i Questionari de Qualidad de Vida (CU-Q2oL)

Proves d’urticària física

Hemograma, anticossos antitiroidals, test de funció tiroidal; velocitat de sedimentació globular i Proteïna C 
Reactiva
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Prova cutànea per descartar al·lèrgia (si necessària)

Biopsia cutànea (si está indicada)

Prova de sèrum autòleg  TSA*

Test de lliberació de CD63 o histamina (estimulació de basòfils amb serum in vitro)*

* Exploracions opcionals

I. Diagnòstic de la UCE
Elements bàsics del diagnòstic de la UCE

Història clínica

Exploració física

Urticaria activity score (UAS) y angioedema activity score (AAS) i Questionari de Qualidad de Vida (CU-Q2oL)

Proves d’urticària física

Hemograma, anticossos antitiroidals, test de funció tiroidal; velocitat de sedimentació globular i Proteïna C 
Reactiva
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EXPLORACIONS COMPLEMENTÀRIES
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Test sèrum autòleg

Presence of circulating antibodies directed against the alpha chain of the high-affinity IgE 
receptor (FcεR1) in 30-50% of patients with CSU 
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I. Diagnòstic de la UCE
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És necessari evaluar infeccions o infestacions? 

▪ No. No existeix evidència. 

Està la UCE associada a al·lèrgia alimentària? 

▪ No. La UCE no és una manifestació d’al·lèrgia alimentària mediada por IgE. En canvi 
s’han descrits casos d’al·lèrgia alimentària que semblaven una urticària crònica: 
omega 5 gliadina, LTP o altres.
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És útil per al pronòstic de la UCE valorar la autoinmunitat? 

▪ Els pacients amb TSA positiu pateixen una malaltia més greu i de més llarga 
durada 

▪ Autoinmunitat es pot valorar a través del test de sèrum autòlogo (TSA) o 
estimulació de basòfils in vitro. No s’utilitzen de forma habitual.

I. Diagnòstic de la UCE



IV JORNADA D’ATENCIÓ COMPARTIDA EN AL.LÈRGIA DE L’AIS-BE  

És útil per al pronòstic de la UCE valorar la autoinmunitat? 

▪ Els pacients amb TSA positiu pateixen una malaltia més greu i de més llarga 
durada 

▪ Autoinmunitat es pot valorar a través del test de sèrum autòlogo (TSA) o 
estimulació de basòfils in vitro. No s’utilitzen de forma habitual.

Existeixen biomarcadors d’actividad de UCE? 

▪ No. 

▪ La gravetat de la malaltia només es pot valorar per la intensitat de la clínica

I. Diagnòstic de la UCE



IV JORNADA D’ATENCIÓ COMPARTIDA EN AL.LÈRGIA DE L’AIS-BE  

És útil per al pronòstic de la UCE valorar la autoinmunitat? 

▪ Els pacients amb TSA positiu pateixen una malaltia més greu i de més llarga 
durada 

▪ Autoinmunitat es pot valorar a través del test de sèrum autòlogo (TSA) o 
estimulació de basòfils in vitro. No s’utilitzen de forma habitual.

Existeixen biomarcadors d’actividad de UCE? 

▪ No. 

▪ La gravetat de la malaltia només es pot valorar per la intensitat de la clínica

I. Diagnòstic de la UCE

Estan els conservants i aditius alimentaris relacionats amb la UCE? 

No. No és necessària cap dieta restrictiva



IV JORNADA D’ATENCIÓ COMPARTIDA EN AL.LÈRGIA DE L’AIS-BE  

És útil per al pronòstic de la UCE valorar la autoinmunitat? 

▪ Els pacients amb TSA positiu pateixen una malaltia més greu i de més llarga 
durada 

▪ Autoinmunitat es pot valorar a través del test de sèrum autòlogo (TSA) o 
estimulació de basòfils in vitro. No s’utilitzen de forma habitual.

Existeixen biomarcadors d’actividad de UCE? 

▪ No. 

▪ La gravetat de la malaltia només es pot valorar per la intensitat de la clínica

I. Diagnòstic de la UCE

Estan els conservants i aditius alimentaris relacionats amb la UCE? 

No. No és necessària cap dieta restrictiva

10/4/2015 

6 

Pseudoallergen Diets 

US guidelines: 
Summary Statement 98: The evidence is weak that pseudoallergen-free diets 
improve CU.(C) Given the lack of evidence and burden of adhering to these 
diets, their use in CU patients is not recommended.(D) 
 
European Guidelines: 
 

Bernstein JA, et.al. JACI. 2014 May;133(5):1270-7. 
Zuberbier, T. et.al. Allergy. 2014 Jul;69(7):868-87.  
 

Other Recommendations 

European Guidelines: 
Same treatment recommendations for children, 
pregnant and lactating women. 
US guidelines: 
No specific recommendations 

Bernstein JA, et.al. JACI 2014 May;133(5):1270-7. 
Zuberbier, T. et.al. Allergy. 2014 Jul;69(7):868-87.  

Conclusions: 

• We agree more than we disagree regarding evaluation and ongoing 
assessment of CU patients 
– Assessment using validated QOL and UAS – 7 vs. VAS/ISS is important for 

assessing therapeutic responses 
• Therapeutic recommendations for alternative therapies are more narrow 

for the European vs US guidelines  
– Pseudoallergic and low histamine diets require better studies to confirm 

efficacy for CU 
• More research is required to understand the pathobiology of urticaria 

– Biomarkers to predict response to biologic treatments would be helpful 
– Need to better understand how to use omalizumab long term 
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Com es diagnostica UCE en infants? 
▪ Igual que en adults.

I. Diagnòstic de la UCE

L’angioedema aïllat te implicacions clíniques, terapéutiques i/o pronòstiques? 

Sí. L’angioedema sense urticària no és un signe de la UCE. 

És important el diagnòstic diferencial entre angioedema histaminèrgic  i 
angioedema per bradicinines, ja que el maneig és molt diferent.
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SEGUIMENT CLÍNIC

• Quin seguiment clínic hem de fer dels 
pacients amb urticària crònica? 

• Tenim alguna manera objectiva de saber 
com evolucionen?
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II. Avaluació clínica i seguiment.
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Existeixen factors pronòstic de durada? 

Sí, són factors de pitjor pronòstic: 

▪ Gravetat 
▪ Presència d’angioedema 
▪ Resultat positiu en la prova TSA 
▪ Urticària física 
▪ Edat avançada

II. Avaluació clínica i seguiment.
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Es pot mesurar l’activitat de la UCE? 

Per evaluar la gravetat de la UCE i la resposta al tractament: 
escales validades d’activitat d’urticària UAS y UAS7.
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Abstract

This guideline is the result of a systematic literature review using the ‘Grading of

Recommendations Assessment, Development and Evaluation’ (GRADE) method-

ology and a structured consensus conference held on 28 and 29 November 2012,

in Berlin. It is a joint initiative of the Dermatology Section of the European Aca-

demy 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) with the participation of delegates of 21 national and international socie-

ties. Urticaria is a frequent, mast cell-driven disease, presenting with wheals, an-

gioedema, or both. The life-time prevalence for acute urticaria is approximately

20%. Chronic spontaneous urticaria and other chronic forms of urticaria do not

only cause a decrease in quality of life, but also affect performance at work and

school and, as such, are members of the group of severe allergic diseases. This

guideline covers the definition and classification of urticaria, taking into account

the recent progress in identifying its causes, eliciting factors and pathomecha-

© 2014 John Wiley & Sons A/S. Published by John Wiley & Sons Ltd

Allergy

II. Avaluació clínica i seguiment.
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¿Cuantos habones han aparecido en las últimas 24 horas? Puntuación

Ninguno 0

< 20 habones 1

20-50 habones 2

> 50 habones 3

Intensidad del prurito en las últimas 24 horas

Ninguno 0

Leve (presente pero sin resultar molesto o irritante) 1

Moderado (irritante pero no interfiere con actividades diarias o sueño) 2

Severo (interfiere con actividades diarias o sueño) 3

Escales UAS - UAS7

UAS7 semanal (escala de 0-42):  
Suma de la puntuaciones de UAS 
diarios de 7 días consecutivos

7 días
UAS diario (escala de 0-6): 
Puntuación de la intensidad del picor y número           
de habones

Com es calcula UAS y UAS7:



Rango de gravedad del UAS-UAS7

*UAS7≥16 fue un criterio de inclusión en los estudios clínicos de fase 3 de en pacientes con UCE refractaria; ǂUAS7≤6 (enfermedad bien controlada) y UAS7=0 (respuesta 
completa) cuando criterio principal secundario de valoración en estos ensayos; UAS7 = puntuación de la actividad de la urticaria semanal

42

36

30

24

18

12

6

0

UAS7=28–42: UCE grave1 normalmente con picor intenso y >50 habones 
durante más de 24 horas o grandes áreas confluentes de habones2

UAS7=16–27:* UCE moderada1 normalmente con picor molesto y hasta 50 
habones durante 24 horas2

UAS7=7–15: UCE leve1 normalmente con picor leve y menos de 20 habones 
durante 24 horas2

UAS7=1–6:ǂ UCE bien controlada;1 normalmente con un picor leve y sin 
habones o con menos de 20 habones durante 24 horas2

UAS7=0:ǂ picos y ausencia de habones durante 7 días1 

16–27

28–42

7–15

1–6

0

1. Stull D, et al. EAACI 2014; 
2. Zuberbier T, et al. Allergy 2014;69:868–87.
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Els qúestionaris de qualitat de vida són útils en l’avaluació de UCE? 

Sí. El qüestionari validat específico per UCE és  l’únic instrument 
disponible específicament desenvolupat per avaluar la qualitat de vida 
dels pacients amb UCE(CU-Q2oL).

II. Avaluació clínica i seguiment.



La UCE afecta negativamente la calidad de vida (CdV)
▪ La UCE afecta muchos aspectos de la CdV de los pacientes que la padecen,1 siendo 

la presencia de angioedema lo que produce efectos más negativos en la CdV2

UCE = urticaria crónica espontánea;  
CdV = calidad de vida.

Impacto 
de la 
UCE

Actividad física 
Tareas domésticas 

Alimentación 
Concentración 

Insomnio

Limitación en las prendas de vestir 
Aficiones limitadas  

Evitación de la exposición al sol

Soledad 
Aspecto desagradable 

Ansiedad respecto al futuro 
Sensación de suciedad

Efecto sobre las actividades 
diarias 

Carga económica 
Incomodidad

Fatiga 
Estrés 

Abrumamiento 
Ansiedad

Impacto en las relaciones 
Impacto en la sexualidad

1. Kang MJ, et al. Ann Dermatol 2009;21:226–9; 
2. Silvares MRC, et al. Rev Assoc Med Bras 2011;57:577−82.

Vida cotidiana

Ocio

Autopercepción

Limitaciones debidas al 
tratamiento

Estado mental

Relaciones sociales

15
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40
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Es pot predir resposta al tractament? 

▪ No es disposen de  predictors de la resposta al tractament de la 
UCE. 

▪ UCE associada a autoinmunitat o urticaria física és més resistent als 
tractaments.

II. Avaluació clínica i seguiment.
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TRACTAMENT

• Quin és el tractament més adequat? 
• Tenim algun tractament efectiu? 
• Fins a on podem arribar els metges de 

família?
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III. Tractaments
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impact on school performance. There are reports of suc-
cessful use of cyclosporine in children [111, 112] simi-
lar to the response found in adults. There is little
evidence of the efficacy of other therapeutic alterna-
tives, such as systemic corticosteroids, dapsone, oma-
lizumab, intravenous immunoglobulins and
plasmapheresis; these options should be evaluated on
an individual basis in cases of severe refractory chronic
urticaria [1, 7, 9, 113, 114]. None of the currently
licensed antihistamines is contraindicated in children
aged 12 or older, according to the British Association
of Dermatologists Therapy Guidelines and Audit Sub-
committee [9]. As dosing and age restrictions for indi-
vidual products vary in younger children, it is
recommended that the relevant datasheets be consulted
before prescribing antihistamines in children.

Key point: CSU in children should be managed in the
same way as for adults.

A suggested treatment approach is included in Fig-
ure 1. It should be noted that as omalizumab is just
approved as an add-on therapy, long-term data are
needed to assess that omalizumab is safer and better
cost-saving alternative than the remaining therapies
available.

How should CSU be managed during pregnancy and lac-
tation?. During pregnancy, urticaria should be con-
trolled using the minimum level of medication that is
effective [115]. The use of H1-antihistamines (preferably
second-generation) should be considered as the first
therapeutic step. However, no H1-antihistamine agent is
in category A regarding safety in pregnancy. Category
B of safety in pregnancy has been assigned to lorata-
dine, cetirizine, levocetirizine and chlorpheniramine.
Hydroxyzine is the only antihistaminic drug that is

contraindicated in pregnancy, as specifically mentioned
in the product’s specifications.

Lactation could also pose a challenge to treat CSU.
During lactation, loratadine and cetirizine are the only
H1-antihistamines recommended for use. The minimum
possible dose of H1-antihistamines and the shortest
duration of treatment should be used, but only when
the benefits outweigh the potential risks. H1-antihista-
mine is excreted in breast milk. Chlorpheniramine can
cause sedation and poor feeding in babies so should be
avoided [7].

As it is the case in rheumatologic diseases [116,
117] or asthma [118], in CSU [109] systemic corticos-
teroids may be administered in pregnancy but only at
the lowest possible doses and for the minimum period
of time due to potential areas of concern, including
congenital malformations during the first trimester of
pregnancy, neonatal adrenal insufficiency and low
birthweight. However, the absolute risk is low. More-
over, systemic corticosteroids have the potential risk
of inducing hypertension, gestational diabetes and pre-
term delivery due to the premature rupture of mem-
branes. Corticosteroids appear to be safe for nursing
infants because of low levels in breast milk. The con-
centrations in breast milk are generally 5–25% of
maternal serum levels, with rapid and bi-directional
exchange between the serum and breast milk. When
high doses are required, it is reasonable to delay
breastfeeding for up to 4 h after each dose of steroids.
Prolonged treatments and high doses of systemic corti-
costeroids should be avoided.

Key point: During pregnancy and lactation antihista-
mines, labelled as B category should be used as first-
line therapy in urticaria, using the minimum level of
medication that is effective.

Concluding remarks

Due to the lack of knowledge of the physiopathological
CSU mechanisms, a plethora of causative theories and
alternative therapies have always emerged. CSU land-
scape has greatly changed. We now have much better
tools to assess severity and quality of life. More impor-
tantly at the present time, we could offer a real hope to
control symptoms to these desperate patients. For that
reason, it is very important to provide physicians with
updated knowledge. Delivering clear and simple recom-
mendations on when and how apply these new tools
and treatments also reinforces good clinical practice
that in turn will greatly improve patients’ life and
healthcare performance. It is quite discouraging to
observe differences between the American and Euro-
pean CSU diagnosis and treatment approaches. Both
sides have points to make and each of them has
strengths and weaknesses. We tried to offer a FAQ (Fre-

Fig. 1. CSU treatment algorithm (CSU management with treatment
options supported by strong evidence). Use of omalizumab as a first-
line treatment once patients are shown to be refractory to antihista-
mines (in agreement with the most recent review) [100].

© 2014 The Authors. Clinical & Experimental Allergy Published by John Wiley & Sons Ltd, 45 : 731–743
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Summary
In spite of being an old disease and apparently easy to diagnose, chronic spontaneous
urticaria (CSU) is still perceived as an uncontrollable and difficult to manage disease. The
perception of the patient is that his/her condition is not well understood and that is
suffering from a disorder with hidden causes that doctors are not able to tackle. Some-
times patients go through a number of clinicians until they found some CSU expert who
is familiar with the disease. It is surprising that myths and believes with no scientific
support still persist. Guidelines are not widely implemented, and recent tools to assess
severity are infrequently used. European and American recent guidelines do not agree in
several key points related to diagnosis and treatment, which further contributes to confu-
sion. With the aim to clarify some aspects of the CSU picture, a group of allergists and
dermatologists from the Spanish Dermatology and Allergy societies developed a Frequent
Asked Questions leaflet that could facilitate physicians work in daily practice and contrib-
ute to a better knowledge of common clinical scenarios related to patients with CSU.

Introduction

Chronic urticaria, defined as urticaria that persists for
longer than 6 weeks, is a frustrating condition for both
patients and caregivers due to the persistence of lesions
in spite of using available treatment options. Chronic
spontaneous urticaria (CSU) can be categorized accord-
ing to the EAACI classification into two main types:
chronic spontaneous urticaria (CSU) and physical or
inducible urticaria (Table 1) [1]. CSU is defined by the
spontaneous appearance of wheals with or without

angioedema that persist for ≥6 weeks [1]. CSU is occa-
sionally associated with other types of chronic urticaria,
such as inducible (physical or cholinergic) urticaria [2].
The present article is focused on CSU and covers several
aspects regarding its diagnosis and management.

Despite the impact on quality of life [3, 4] and the
morbidity associated with CSU [3], relatively little is
known about the pathophysiology of this condition.
Moreover, with the exception of physical urticaria, in
the majority of cases, a cause cannot be established. An
autoimmune origin is found in a subpopulation of CSU
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TRACTAMENT

• Antihistamínics H1 de segona generació: 
– Dosi fitxa tècnica 
– Augmentar dosi fins a 4 vegades 
– De forma pautada

Reavaluar cada 4 
setmanes
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• Corticoides: 
– Només pautes curtes en casos 

d’exacerbacions

≤ 10 dies
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TRACTAMENT

• Quin seria l’anti-H1 d’elecció? 
• Tots són iguals? 
• Es recomana canviar d’anti-H1 si ens falla 

el que hem prescrit?
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Quin rang de dosis de anti-H1 és més apropiada en la UCE? 
Es recomana utilitzar anti-H1 no sedants a dosi de fitxa 
tècnica com a primera línea de tractament. 

Donada la seguretat d’aquest fàrmacs es pot augmentar fins 
a quatre vegades la dosi estandar considerant cada cas de 
forma individual.

III. Tractaments: Antihistamínics. 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Atopic dermatitis and skin disease

The effectiveness of levocetirizine and desloratadine in up
to 4 times conventional doses in difficult-to-treat urticaria

Maria Staevska, MD,a Todor A. Popov, MD, PhD,a Tanya Kralimarkova, MD,a Cvetelina Lazarova, MD,a Steliana Kraeva,

MD,a Dora Popova, MD, PhD,a Diana S. Church, MD,b Vasil Dimitrov, MD, PhD,a and Martin K. Church, PhD, DScb,c Sofia,

Bulgaria, Southampton, United Kingdom, and Berlin, Germany

Background: H1-antihistamines are first line treatment of
chronic urticaria, but many patients do not get satisfactory
relief with recommended doses. European guidelines
recommend increased antihistamine doses of up to 4-fold.
Objective: To provide supportive evidence for the European
guidelines.
Methods: Eighty tertiary referral patients with chronic
urticaria (age range, 19-67 years) were randomized for double-
blind treatment with levocetirizine or desloratadine (40/40).
Treatment started at the conventional daily dose of 5 mg and
then increased weekly to 10 mg, 20 mg, or 20 mg of the opposite
drug if relief of symptoms was incomplete. Wheal and pruritus
scores, quality of life, patient discomfort, somnolence, and safety
were assessed.
Results: Thirteen patients became symptom-free at 5 mg
(9 levocetirizine vs 4 desloratadine), compared with 28 subjects
on the higher doses of 10 mg (8/7) and 20 mg (5/1). Of the 28
patients nonresponsive to 20 mg desloratadine, 7 became
symptom-free with 20 mg levocetirizine. None of the
18 levocetirizine nonresponders benefited with 20 mg
desloratadine. Increasing antihistamine doses improved quality
of life but did not increase somnolence. Analysis of the effect of
treatment on discomfort caused by urticaria showed great
individual heterogeneity of antihistamine responsiveness: !15%
of patients were good responders, !10% were nonresponders,
and !75% were responders to higher than conventional
antihistamine doses. No serious or severe adverse effects
warranting discontinuation of treatment occurred with either
drug.

Conclusion: Increasing the dosage of levocetirizine and
desloratadine up to 4-fold improves chronic urticaria symptoms
without compromising safety in approximately three quarters of
patients with difficult-to-treat chronic urticaria. (J Allergy Clin
Immunol 2010;125:676-82.)

Key words: Urticaria, levocetirizine, antihistamines, desloratadine,
somnolence, quality of life

Chronic urticaria, with or without angioedema, has tradition-
ally been defined as daily symptoms (itching, hives and/or
swelling) recurring for more than 6 weeks.1,2 Although the condi-
tion is rarely life-threatening, it creates anxiety and embarrass-
ment and has an impact on quality of life comparable with that
of severe coronary artery disease and exceeding that associated
with respiratory allergy.3,4

Chronic urticaria encompasses a broad spectrum of manifes-
tations in terms of localization and number of the skin lesions, and
in many cases its mechanisms remain elusive and subject to
speculation. There is now a substantial body of evidence that up to
50% of patients with chronic urticaria have autoantibodies to the
high-affinity receptor for IgE (FceRI) or to the IgE molecule itself
that are capable of inducing histamine release from basophils and
mast cells in the skin through complement C5a generation.5-7 In
addition, in patients with or without autoantibodies, abnormalities
in the blood coagulation system resulting in thrombin production8

have been suggested. Despite the variety of suspected mecha-
nisms, the symptoms of chronic urticaria are a result of proinflam-
matory mediators in the skin, among which histamine appears to
be pivotal.

Because the heterogeneity of chronic urticaria and the current
elusiveness of its mechanisms make a universal cure unlikely
currently, it is imperative that the most effective palliative care be
used. Given that histamine mediates almost all symptoms of
urticaria through H1-receptors located on nerves and endothelial
cells,1,9 the European Academy of Allergy and Clinical Immunol-
ogy (EAACI)/Global Allergy and Asthma European Network
(GA2LEN)/European Dermatology Forum (EDF) guidelines10

recommend that the first line of treatment should be with nonse-
dating H1-antihistamines. Second-generation antihistamines,
such as levocetirizine, desloratadine, and fexofenadine, with their
long therapeutic half-life, lack of cardiotoxicity, absence of cho-
linergic side effects, and minimal sedation, represent a substantial
therapeutic advance. Indeed, many randomized controlled trials
support the use of such drugs in most forms of urticaria.10 How-
ever, a study of 390 patients with urticaria showed that only about
44% of patients responded well to this treatment: 29% were
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second-generation antihistamines after 4 to 5 days of administra-
tion has been reported repeatedly,28-30 and the weekly stepwise in-
crease in dosage in this study would be ideal to induce tolerance.

In conclusion, this study provides evidence that in patients with
difficult-to-treat chronic urticaria, increasing the daily dose of 2
second-generation antihistamines, levocetirizine and deslo-
ratadine, to up to 4 times the conventionally prescribed doses
increases the control of urticaria symptoms in approximately 75%
of patients without compromising somnolence or safety. The
overall comparison of levocetirizine and desloratadine in chronic
urticaria showed levocetirizine to be the more effective drug in the
course of treatment with 5-mg to 20-mg daily doses.

We thank Professor Walter Canonica and Dr Ilaria Baiardini for providing
the CU-Q2oL, which they developed and validated. We are also indebted to
Dr Ekkehart Dietz, Institut f€ur Biometrie und Klinische Epidemiologie,
Charité Universitätsmedizin, Berlin, Germany, for statistical advice.

Clinical implications: Increasing H1-antihistamine dosage up to
4-fold improved urticarial symptoms and quality of life but did
not increase somnolence in approximately three quarters of
patients with difficult-to-treat chronic urticaria.
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benefit in any of the 18 patients who were not symptom-free on
levocetirizine (P < .04; Fisher exact test).

There was no significant correlation between ASST positivity
and the success or failure rates of treatment with either drug.

Discomfort caused by urticaria
The analysis of the VAS scores for discomfort caused by

urticaria (Fig 3) showed that patients may be divided into 3 broad
groups: low-dose responders, the ;10% of patients in whom 5 mg
of either levocetirizine of desloratadine caused >90% improve-
ment (indicated by the green arrow); nonresponders, the ;15%
of patients with <10% improvement on 20 mg of either drug
(indicated by the red arrow); and high-dose responders, the
remaining ;75% who showed increased benefit with higher anti-
histamine doses. The proportions of responders reporting >50%
improvement in discomfort were 52%, 65%, and 74% with 5,
10, and 20 mg levocetirizine and 41%, 56%, and 63% on the
same doses of desloratadine. The overall improvement with
levocetirizine was significantly (P < .003) greater than with
desloratadine (Mann-Whitney test).

Somnolence
A major concern with increasing doses of H1-antihistamines is

that of somnolence. With levocetirizine, 75% of patients showed
either no change or a reduction in somnolence throughout the
study (Fig 4, A). In fact, there was a statistically significant
(R 5 0.41; P 5 .008) Spearman rank correlation between changes
in the VAS scores for somnolence and urticaria related discomfort
between the start of the study and the last week in which each
patient participated in the study. For desloratadine, the situation
was less clear, with 55% of patients showing either no change
or a reduction in somnolence throughout the study (Fig 4, B).
There was no significant Spearman rank correlation between
changes in the VAS scores for somnolence and urticaria related
discomfort for desloratadine (R 5 0.06; P 5 .7). With neither
drug was somnolence significantly greater in those patients taking
20 mg per day compared with their somnolence before starting the
trial (Wilcoxon test for paired data).

Quality of life
Quality of life was assessed by using the CU-Q2oL,16 which

asks questions about pruritus, swelling, impact on life activities,
sleep problems, looks and limits to obtain the patient’s view of
both the overall impact of chronic urticaria and the effectiveness
of its treatment. The results showed that there was an increasing
improvement in quality of life with increasing doses of both
levocetirizine and desloratadine (Table II), with levocetirizine
again showing superiority. Detailed analysis of the individual
domains of this questionnaire is the subject of a separate manu-
script (manuscript in preparation, DS Church et al.).

Safety
Only 17 of the 80 patients, 6 taking levocetirizine and 11 taking

desloratadine, recorded adverse reactions at any time during the
study. These included (each in a single patient unless stated
otherwise in parentheses): hip pain, anxiety (2), nausea, and
fatigue during week 0 when no drug was given; hip pain, anxiety,
nausea, headache, and oral discomfort during week 1 when
receiving 5 mg of drug; hip pain, nausea, headache (3), stomach
ache, kidney pain, viral infection, and palpitations with no
accompanying electrocardiogram change during week 2 when
receiving 10 mg of drug; nausea in 1 patient only during week 3
when receiving 20 mg of drug; and nausea, viral infection (3),
breathlessness during week 4 after the switch to 20 mg of the
alternative drug. No reaction was serious or severe enough to
cause discontinuation of treatment. There was no pattern in their
appearance, and the probability for association with either drug
dose or one drug in particular was low. No pathological changes
appeared in the electrocardiogram during treatment with any of
the medications.

DISCUSSION
This study provides evidence that in patients with difficult-

to-treat chronic urticaria, increasing the daily dose of 2 second-
generation antihistamines, levocetirizine and desloratadine, to up
to 4 times their conventionally prescribed doses of 5 mg/d
increases the control of urticaria symptoms without compromis-
ing patient safety. The number of chronic urticaria patients who
became symptom-free more than doubled when administering the
drugs in doses double or quadruple the conventional doses.
Furthermore, the results strongly suggest that levocetirizine is the
more effective of the 2 drugs in relieving whealing and itching, a
conclusion supported by a previous 4-week trial in chronic
urticaria17 and wheal and flare studies comparing levocetirizine
and desloratadine.18-21 A recent study suggested that using higher
doses of desloratadine in subjects with cold-induced urticaria had
a beneficial effect.22 This is in line with our results, which were,
however, obtained in patients with difficult-to-treat urticaria.

Although the 80 patients recruited into the study had been
deemed by their previous treating physicians to be poorly
responsive to treatment, the symptoms of 13 patients, 9 on
levocetirizine and 4 on desloratadine, were completely relieved
by the initial 5-mg dose of drug. There are several possible
reasons for this. First is the inherently variable clinical course of
chronic urticaria, which would change a patient’s responsiveness
to therapy. Second, they were treated with less effective therapies
before enrollment: 7 of the 9 responding to 5 mg levocetirizine
and 3 of the 4 responding to 5 mg desloratadine had not been

FIG 2. The number of patients whose symptoms were relieved by
levocetirizine (Levo) or desloratadine (Deslo) throughout the 4 weeks of
the study. The numbers in parentheses refer to the number of patients
who were symptom free on 5 mg (week 1), 10 mg (week 2), 20 mg (week
3), or after the drug switch (week 4).
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Introduction
Urticaria and angioedema lasting more than 6 weeks have
been designated as chronic urticaria (CU). It encompasses
two major subtypes: chronic spontaneous urticaria (CSU)
(previously known as chronic idiopathic urticaria) (CIU)
and chronic inducible urticaria. CSU has been defined
as wheals and/or angioedema that are endogenous and
independent of any external physical stimulus. It affects
0.5 to 1% of the population [1]. In 40 to 45% of patients
with CSU autoantibodies to the high affinity IgE receptor
(FcεRI) or to IgE itself are thought to play a psathogenic
role, whereas 55 to 60% of cases are considered idiopathic
[2]. Inducible urticarias include all forms of physical
urticarias (cold-induced, heat-induced, solar, and pressure
urticaria).
According to the International Guidelines for the man-

agement of urticaria and angioedema non-sedating, second
generation antihistamines (NSAHs) are recommended
for the treatment of CU [3]. Nevertheless, a considerable
proportion of patients do not respond sufficiently to
NSAHs. According to Humphreys and Hunter up to
40% of patients with CU may not achieve good control
with antihistaminic therapy [4]. They reported that out
of 390 CU patients who were treated with antihistamines
44% responded well, 29% became asymptomatic, and
15% showed partial improvement. In a recent paper
from Japan it was observed that the improvement rates
(defined as a urticaria symptom score UAS ≤ 3) in 117
CU patients who received standard doses of AHs were

36.6% at 12 months, 51.2% at 24 months, and 66.1% at
60 months, while the remission rates were 11.5%, 13.9%,
and 27.7%, respectively [5].
In patients that do not respond to standard doses, the

next step in guideline-based therapy is to increase AH
doses up to 4 times [3]. Investigations assessing the
response to various NSAHs have demonstrated that
up-dosing is significantly more effective in reducing
symptoms of CU than standard-dose treatment [6].
According to Kaplan, high-dose antihistamines are effect-
ive in 45-60% of patients with CSU [7], while about one
third are antihistamine resistant regardless of which dose
is used [8,9].
The present article is a review of the literature on the

treatment of CU with increased doses of NSAHs in order
to investigate if there are differences in efficacy between
the various second generation AHs that have been studied
in controlled protocols. It must be noticed, however,
that it is difficult to find clinical investigations that
strictly follow the criteria recommended by the guidelines
on the management of urticaria, and therefore studies
included in this review were those in which higher doses
of NSAHs were used regardless of the clinical response to
conventional doses.
AHs included in this review are desloratadine, levoce-

tirizine, fexofenadine, and the recently introduced NSAHs
rupatadine and bilastine. Bilastine belongs to the piperidine
class of antihistamines as do loratadine, desloratadine, and
fexofenadine. Like other antihistamines bilastine is an H1
receptor inverse agonist. In vitro studies have shown that
bilastine has a high specific affinity for the H1-receptor but
it has no or very low affinity for 30 other tested receptors.
The affinity for the H1 receptor is 3 and 6 times higher
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1Allergy and Clinical Immunology Department, Centro Médico-Docente la,
Trinidad and Clínica El Avila, 6a transversal Urb. Altamira, piso 8, consultorio
803, Caracas 1060, Venezuela
Full list of author information is available at the end of the article

journal

© 2014 Sánchez-Borges et al.; licensee BioMed Central Ltd. This is an Open Access article distributed under the terms of the
Creative Commons Attribution License (http://creativecommons.org/licenses/by/4.0), which permits unrestricted use,
distribution, and reproduction in any medium, provided the original work is properly credited. The Creative Commons Public
Domain Dedication waiver (http://creativecommons.org/publicdomain/zero/1.0/) applies to the data made available in this
article, unless otherwise stated.

Sánchez-Borges et al. World Allergy Organization Journal 2014, 7:33
http://www.waojournal.org/content/7/1/33

than for cetirizine and fexofenadine, respectively [10,11].
Rupatadine fumarate is a new potent, long acting, orally
active dual antagonist of both histamine H1 and Platelet-
Activating Factor (PAF) receptors. In in vivo and in vitro
studies rupatadine was as potent or even more potent
than other second generation antihistamines (loratadine,
terfenadine and cetirizine) or selective PAF antagonists [12].

Methods
A literature search of PubMed/MEDLINE looking spe-
cifically at the studies that investigated the effects of in-
creased doses of NSAHs in patients with all subtypes of
CU was conducted. For analysis of the efficacy, only
double-blind, placebo-controlled studies were selected,
whereas uncontrolled studies were excluded.
Data on study drug, doses, study design, treatment

duration, subtype of urticaria being treated, number of
patients, and main parameter of efficacy, were collected.
When available, efficacy data were pooled from different
studies that utilized the same drug dose. The proportions
of patients responding to the therapy were compared using
the Fisher’s exact test with a significance level of p < 0.05.

Results
Twelve studies that investigated the effects of higher
doses of NSAHs were identified in this search. Among
those, 3 papers dealing with the treatment of patients
with CSU were excluded from analysis because of their
open design, 2 employing cetirizine and one that utilized
ebastine [13-15]. Another study by Metz et alwas also
excluded because it assessed exclusively the effects of a
20 mg dose of rupatadine in patients with acquired cold
urticaria whereas no comparisons with other doses of
the drug were done [16].
Table 1 summarizes the details from 8 double-blind,

placebo-controlled studies included in this report. Two in-
vestigations used fexofenadine, rupatadine, or desloratadine,
and one study was done with levocetirizine or bilastine. In

most studies NSAHs were administered for 28 days,
although in the papers by Siebenhaar (with desloratadine)
and Krause (with bilastine) the drugs were given for 7 days.
Six articles included patients with CSU/CIU and other 2
studied patients with acquired cold urticaria. Four investi-
gations chose mean pruritus scores as the main outcome,
and the other 4 utilized the percentage of symptom-free
patients as the main parameter of efficacy.
Table 2 presents the results of the 8 studies in regard

to efficacy of the treatment. It can be observed that the
proportion of symptom improvement was highly variable,
ranging from 3.4% to 71.6%, depending on the drug and
dose. The best responses were obtained with fexofenadine,
rupatadine, and bilastine.
The statistical comparison of the data is shown in

Figure 1. There were not significant differences in effi-
cacy between fexofenadine and bilastine, rupatadine and

Table 1 Studies included in this comparative analysis
Author Year Drug Study

design
Treatment

duration (days)
Urticaria
subtype

n Parameter
of efficacy

Reference
numbers

Finn 1999 Fexofenadine DB,PC 28 CSU/CIU 439 MPS 17

Nelson 2000 Fexofenadine R,DB,PC 28 CSU/CIU 418 MPS 18

Giménez-Arnau 2007 Rupatadine R,DB,PC 28 CSU/CIU 329 MPS 19

Dubertret 2007 Rupatadine R,DB,PC 28 CSU/CIU 277 MPS 20

Siebenhaar 2009 Desloratadine R,DB,PC 7 ACU 30 % SF 21

Staevska 2010 Desloratadine DB,PC 28 CSU/CIU 40 % SF 22

Staevska 2010 Levocetirizine DB,PC 28 CSU/CIU 40 % SF 22

Krause 2013 Bilastine R,DB,PC 7 ACU 20 % SF 23

DB double-blind, PC placebo-controlled, R randomized.
CSU chronic spontaneous urticaria, CIU chronic idiopathic urticaria, ACU acquired cold urticaria.
MPS mean pruritus score, % SF percentage of symptom-free patients.

Table 2 Efficacy of increased doses of non-sedating
antihistamines in patients with chronic urticaria

Efficacy

Authorref Drug Dose (mg) Responders/n %

Finn [17] Fexofenadine 120 BD 46/89 51.6

Finn [17] Fexofenadine 240 BD 54/83 64.9

Nelson [18] Fexofenadine 120 BD 33/77 42.8

Nelson [18] Fexofenadine 240 BD 46/82 56.0

Giménez-Arnau [19] Rupatadine 20 QD 69/109 63.3

Dubertret [20] Rupatadine 20 QD 48/67 71.6

Siebenhaar [21] Desloratadine 20 QD 15/30 50.0

Staevska [22] Desloratadine 10 QD 7/36 19.4

Staevska [22] Desloratadine 20 QD 1/29 3.4

Staevska [22] Levocetirizine 10 QD 8/31 25.8

Staevska [22] Levocetirizine 20 QD 5/23 21.7

Krause [23] Bilastine 40 QD 11/20 55.0

Krause [23] Bilastine 80 QD 12/20 60.0
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Abstract

This guideline is the result of a systematic literature review using the ‘Grading of

Recommendations Assessment, Development and Evaluation’ (GRADE) method-

ology and a structured consensus conference held on 28 and 29 November 2012,

in Berlin. It is a joint initiative of the Dermatology Section of the European Aca-

demy 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) with the participation of delegates of 21 national and international socie-

ties. Urticaria is a frequent, mast cell-driven disease, presenting with wheals, an-

gioedema, or both. The life-time prevalence for acute urticaria is approximately

20%. Chronic spontaneous urticaria and other chronic forms of urticaria do not

only cause a decrease in quality of life, but also affect performance at work and

school and, as such, are members of the group of severe allergic diseases. This

guideline covers the definition and classification of urticaria, taking into account

the recent progress in identifying its causes, eliciting factors and pathomecha-

© 2014 John Wiley & Sons A/S. Published by John Wiley & Sons Ltd
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If there is no improvement, should higher than
fourfold doses of H1-antihistamines be used?

We recommend to preferably updose modern second genera-

tion H1-antihistamines that do not cause sedation up to four-

fold (strong recommendation/high-quality evidence) and to not

further increase the dose.

Further therapeutic possibilities for antihistamines refractory

patients

Omalizumab (anti-IgE) has now been shown to be very effec-
tive in the treatment for CSU, both in case reports and case
series as well as in double-blind placebo-controlled studies in

antihistamine refractory selected patients (108–118). Oma-
lizumab has also been reported (case reports and small series)
to be effective in cholinergic urticaria (119), cold urticaria
(120), solar urticaria (121), heat urticaria (122), symptomatic
dermographism (123), and delayed pressure urticaria (124).
For an overview in inducible urticaria, see Metz et al (125).
Omalizumab is effective already in doses from 150 to 300 mg
per month, often independently from total serum IgE (126).

Is omalizumab useful in the treatment of
patients unresponsive to high doses of H1-anti-
histamines as third-line treatment?

We recommend a trial of omalizumab as add on therapy to

modern second generation H1-antihistamines as third-line in

the algorithm of treatment of urticaria (strong recommenda-

tion/high level of evidence).

Ciclosporin A also has a moderate, direct effect on mast
cell mediator release (127, 128). Ciclosporin A has now been
shown to be effective in double-blind placebo-controlled
studies and is the only agent of this type to inhibit basophil
histamine release. Efficacy of ciclosporin A in combination
with a modern second-generation H1-antihistamine has been
shown in placebo-controlled trials (129, 130) as well as open
controlled trials (131), but this drug cannot be recommended
as standard treatment due to a high incidence of adverse
effects (130). It is recommended only for patients with severe
disease refractory to any dose of antihistamine, but ciclospo-
rin A has a far better risk/benefit ratio compared with long-
term use of steroids.

Is ciclosporin A useful as add on treatment in
patients unresponsive to high doses of H1-
antihistamines as third-line treatment?

We recommend a trial of ciclosporin A as add on therapy to

modern second generation H1-antihistamines as third-line in

the algorithm of treatment of urticaria (strong recommenda-

tion/high level of evidence).

Some older RCTs have assessed the use of antileukotri-
enes. Studies are difficult to compare due to different popula-
tions studied, for example, inclusion of only aspirin and food
additive intolerant patients or exclusion of ASST-positive
patients. In general, the level of evidence for the efficacy of
leukotriene receptor antagonists in urticaria is low but best
for montelukast.

Should leukotriene antagonists be used in the
third line treatment of urticaria?

We suggest a trial of montelukast as add on therapy to mod-

ern second generation H1-antihistamines as third-line in the

treatment of urticaria (weak recommendation/low level of

evidence).

First line:  
Modern second generation antihistamines 

If symptoms persist  
after 2 weeks 

Second line: 

Increase dosage up to fourfold of modern second 
generation antihistamines 

If symptoms persist  
after 1–4 further weeks 

Third line:  

Add on to second line*: Omalizumab or Ciclosporin 
A or Montelukast 

Short course (max 10 days) of corticosteroids may 
also be used at all times if exacerbations demand this 

Figure 2 Recommended treatment algorithm for urticaria. *The

order of third-line treatments does not reflect preference. First

line = High-quality evidence: Low cost and worldwide availability

(e.g., modern second-generation antihistamines exist also in devel-

oping countries mostly cheaper than old sedating Antihistamines),

per daily dose as the half-life time is much longer, very good safety

profile, good efficacy. Second line = high-quality evidence: Low

cost, good safety profile, good efficacy. Third line as add-on to AH.

Ciclosporin A = High-quality evidence: Medium to high cost, mod-

erate safety profile, good efficacy. Omalizumab = High-quality evi-

dence: High cost, very good safety profile, very good efficacy.

Montelukast = Low quality evidence: Low cost, good safety, low

efficacy. Short course of corticosteroids = Low quality evidence:

Low cost, worldwide availability, good safety profile (for short

course only), good efficacy during intake, but very low for lasting

efficacy.
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or absence of weals. Treatment of underlying infections
and malignancies may lead to amelioration or resolu-
tion of symptoms. Alcohol can aggravate CU by its
effect of vasodilation [71].

Symptom control. In many cases, treatment of CSU is
predominantly directed towards symptom control and
therefore antihistamines active against the H1 receptor
remain the mainstay of treatment. Second-generation
antihistamines are commonly prescribed and are gener-
ally well tolerated with minimal sedation: many have a
once-daily dosage to improve adherence (see Table 4).
Pharmacokinetics suggest that to rapidly achieve opti-
mal blood levels and hence rapid relief of symptoms,
two tablets of the chosen antihistamine may be taken
as the first dose, reverting to a single daily tablet there-
after. Studies of higher dose non-sedating antihista-
mines demonstrate efficacy with up to 49 the
conventional dose using levocetirizine or desloratadine
[72]. Once symptom control has been accomplished,
daily treatment [73] is advised in most patients for 3–
6 months. For individuals with a long history at presen-
tation of urticaria with angioedema, treatment for 6 or
even 12 months is advised with gradual withdrawal
over a period of weeks. For patients with infrequent
symptoms, treatment may be taken as required or even
prophylactically (e.g. prior to occasions when symptoms
would be most unwelcome, such as business presenta-
tions). Figure 2 shows a step-up treatment plan for
chronic urticaria. A short course of corticosteroids may
be appropriate in severe episodes at any stage (e.g.
prednisolone up to 40 mg daily for 7 days) [74].

Patient-reported outcomes are available for the evalua-
tion of urticaria patients [75].

Standard treatment. Choice of H1-antihistamine—All
antihistamines are licensed for use in chronic urticaria,
but the chronic use of first-generation antihistamines,
such as chlorphenamine, should be avoided where pos-
sible because of sedation and interference with psycho-
motor performance. Sedation and impaired
psychomotor function is reduced with second-genera-
tion antihistamines, it but can still occur. Although a
sedating antihistamine at night can sometimes be use-
ful, the long half-life of hydroxyzine can cause day-
time somnolence [76]. Additional anti-inflammatory
effects as suggested by the various antihistamine man-
ufacturers may be relevant to the treatment of chronic
urticaria, but the impact on clinical practice has not
been quantified [77]. Table 3 lists the antihistamines
(H1-antihistamines) indicated for use in chronic urti-
caria.

The efficacy of the various antihistamines using sup-
pression of the weal and flare response does not corre-
late with clinical urticarial responses and hence should
not be solely used to predict or compare clinical
responses in CU [78–80].

The absence of head to head comparisons in clinical
trials prevents stratification of efficacy. Table 3 lists
the antihistamines (H1-antihistamines) indicated for
use in chronic urticaria. Individual patient responses
and side-effects to antihistamines vary and an
endorsement for a particular antihistamine cannot be
given. If higher than recommended doses of antihista-
mines are to be considered, incremental updosing is
advised.

Tranexamic acid—Tranexamic acid appears to benefit
patients with angioedema particularly those without
weals and inhibits the conversion of plasminogen to
plasmin and consequently the production of bradykinin.
The evidence is anecdotal, but common usage recom-
mends consideration in problematic cases.

Refractory treatment. In cases of chronic urticaria and
angioedema, resistant to high-dose antihistamines, there
is no recommended second-line therapy, but the treat-
ment options given in Tables 4 and 5 and Fig. 2 may
be considered depending on the presenting clinical
symptoms, specific trigger factors and underlying
pathology.

Leukotriene receptor antagonists—Leukotriene receptor
antagonists may be useful in combination with antihis-
tamines in a subgroup of patients with chronic urti-
caria, particularly those with adverse responses to
aspirin, NSAIDs and in those with delayed pressure urti-
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1) Standard dose non-sedating H1 antihistamine

2) Higher dose of H1-antihistamine up to four times 
recommended dose or add in second antihistamine

3) Consider a second line agent, anti-leukotriene or, if
angioedema is present, use tranexamic acid

4) Consider an immunomodulant (e.g.
omalizumab, cyclosporine

Fig. 2. General management plan for chronic urticaria (Adults and
children). The starting point and the rate of progression between steps
depend on clinical severity and response. Short course of corticoster-
oids (e.g. 1 mg/kg prednisolone twice a day, up to 40 mg total per
day, for 3 days) may be used for severe exacerbations [74, 146], see
also section on rescue medication. The treatment should be stepped
down once control is achieved. Observations on the mechanism of
antihistamine action [147] suggest that it is probably sensible to with-
draw such therapy gradually, rather than stopping it abruptly.
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Summary
This guidance for the management of patients with chronic urticaria and angioedema has
been prepared by the Standards of Care Committee of the British Society for Allergy and
Clinical Immunology (BSACI). The guideline is based on evidence as well as on expert
opinion and is aimed at both adult physicians and paediatricians practising in allergy.
The recommendations are evidence graded. During the development of these guidelines,
all BSACI members were included in the consultation process using a Web-based system.
Their comments and suggestions were carefully considered by the Standards of Care
Committee. Where evidence was lacking, a consensus was reached by the experts on the
committee. Included in this management guideline are clinical classification, aetiology,
diagnosis, investigations, treatment guidance with special sections on children with urti-
caria and the use of antihistamines in women who are pregnant or breastfeeding. Finally,
we have made recommendations for potential areas of future research.

Keywords adult, allergy, angioedema, antihistamine, anti-IgE, auto-antibody, autoimmune,
breastfeeding, BSACI, child, epidemiology, guideline, hypothyroidism, IgE, management,
paraprotein, pregnancy, pregnancy, Urticaria
Submitted 6 October 2014; revised 11 December 2014; accepted 9 January 2015

Introduction

This guidance for the management of patients with
chronic urticaria/angioedema is intended for use by
physicians treating allergic conditions. It should be rec-
ognized that patients referred to an allergy clinic often
have a different pattern of presentation (e.g. intermit-
tent acute) from those referred elsewhere and both the
patient and referring practitioners often wish to deter-
mine whether allergy is involved.

Evidence for the recommendations was collected by
electronic literature searches of MEDLINE and EMBASE
using these primary key words: urticaria, angioedema,
angioneurotic oedema, allergy, allergic, antihistamines,
auto-antibody, autoimmune, hypothyroidism, IgE,
paraprotein, pregnancy, breastfeeding, child, epidemiol-
ogy, management, psychology. In addition, hand
searches were performed and the Cochrane library and
NHS evidence were also searched. Each article was
reviewed for suitability by the first and second author
of this guideline. The recommendations were evidence
graded at the time of preparation of these guidelines

(Appendix Tables B1 and B2). During the development
of these guidelines, all BSACI members were consulted
using a Web-based system and their comments and
suggestions were carefully considered by the Standards
of Care Committee (SOCC). Where evidence was
lacking, a consensus was reached among the experts
on the committee. Conflict of interests were recorded
by the SOCC. None jeopardized unbiased guideline
development.

Executive summary and recommendations

(Grades of recommendations are described in Appendix
Tables B1 and B2)

• Chronic urticaria/angioedema has traditionally been
defined as weals, angioedema or both with daily or
almost daily symptoms lasting for more than 6 weeks.
In these guidelines, we have also included patients with
episodic acute intermittent urticaria/angioedema lasting
for hours or days and recurring over months or years.

• Weals and angioedema commonly occur together,
but may also occur separately.
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glomerulonephritis, uveitis or episcleritis, recurrent abdominal
pain, obstructive lung disease and urticaria, and/or angioedema.
Swelling of the area in the medial portion of the upper eyes might
be a sign of thyroid ophthalmopathy and misinterpreted as
angioedema. Urticaria-like dermatoses can occur at various
stages of pregnancy. Women who present with cyclical urticaria
might have autoimmune progesterone-induced dermatitis.
Episodic attacks of angioedema with weight gain are character-
istic of episodic angioedema with eosinophilia (Gleich
syndrome). Hypereosinophilic syndrome should be considered
when the peripheral total eosinophil count exceeds 1500/mL in
the absence of other causes for peripheral eosinophilia. Cutaneous
mast cell disorders that can present with urticaria-like lesions
include urticaria pigmentosa, mastocytomas, and telangiectasia
macularis eruptiva perstans. Mast cell activation disorders can
also present with urticaria and angioedema but usually have
additional systemic symptoms. Erythema multiforme might
resemble urticaria and might be due to viral infections (herpes),
mycoplasma infection, or medications. Hepatitis B or C can be
associated with urticarial vasculitis and should be considered in
differential diagnosis, particularly for patients whose behaviors
predispose for contracting a sexually transmitted disease, who
have recently received a blood transfusion, or who have exposure
to contaminated needles. Bullous pemphigoid can present
initially with urticaria-like papules or small plaques that
might be excoriated by the patient before noticeable blistering
occurs. Persistent swelling of the lips without evidence of
eczematous dermatitis might be a sign of cheilitis granulomatosa
(Melkerrson-Rosenthal syndrome). Polymorphous light eruption
differs from solar urticaria in that the onset usually occurs
minutes to hours after sunlight exposure and the eruption,
which occurs in different forms, including papules, papulove-
sicles, and plaques, lasts for days compared with solar urticaria,
which is short-lived between exposures. Recall urticaria is a
condition in which urticaria is observed at the site of a previous
sting or injection after re-exposure to the same inciting factor.
Patients with Schnitzler syndrome caused by an IgM or
more rarely IgG monoclonal gammopathy present with nonprur-
itic urticaria (that spares the face), bone pain, and intermittent
fever.

Management of CU involves both nonpharmacologic and
pharmacologic approaches. Nonsteroidal anti-inflammatory
drugs, heat, and tight clothing might exacerbate CU in some
patients, and avoidance of these factors might be beneficial.
Pseudoallergens have been defined as substances that can induce
intolerance reactions and include food additives, vasoactive
substances, fruits, vegetables, and spices. The utility of a
pseudoallergen-free diet for management of CU has not been
convincingly demonstrated. Avoidance of pseudoallergens in the
diet is not recommended. Potent topical corticosteroids might
improve symptoms from delayed-pressure urticaria but have
limited utility in the treatment of diffuse CU.

A step-care approach has been developed for the management
of CU (Fig 1). H1 antagonists are effective in the majority of
patients with CU but might not achieve complete control in all
patients. Second-generation antihistamines are safe and effective
therapies in patients with CU and are considered first-line agents
(step 1). For patients not responding to monotherapy with a
second-generation antihistamine at US Food and Drug
Administration–approved doses, several treatment options can
be used (step 2). Higher doses of second-generation

antihistamines might provide more efficacy, but data are limited
and conflicting for certain agents. Addition of H2 antagonists or
leukotriene receptor antagonists can be considered for patients
with CU with unsatisfactory responses to second-generation
antihistamine monotherapy. First-generation antihistamines can
also be considered in patients who do not achieve control of their
condition with higher-dose second-generation antihistamines.
Treatment with hydroxyzine or doxepin can be considered in
patients whose symptoms remain poorly controlled with
dose advancement of second-generation antihistamines and/or
addition of 1 of more of the following: H2 antihistamines, first-
generation H1 antihistamines at bedtime, and/or antileukotrienes
(step 3). Systemic corticosteroids are frequently used for patients
with refractory CU, but no controlled studies have demonstrated
efficacy. In some patients short-term use (eg, 1-3 weeks’ duration)
might be required to gain control of their disease until other
therapies can achieve control. Because of the risk of adverse
effects with systemic corticosteroids, long-term use for treatment
of patients with CU should be avoided as much as possible.
Patients with CU whose symptoms are not adequately controlled
on maximal antihistamine therapy (eg, step 3 care) might be
considered to have refractory CU.

A number of alternative therapies have been studied for the
treatment of CU; these therapies merit consideration for patients
with refractory CU (step 4). Omalizumab, approved by the FDA
at both 150 mg and 300 mg doses for the treatment of CU patients
unresponsive to H1 antagonists 12 years of age and older, and
cyclosporine have the greatest published experience for efficacy
in patients with CU compared with all other alternative agents.
The therapeutic utility of omalizumab for refractory CU has been
supported by findings from large double-blind, randomized
controlled trials and is associated with a relatively low rate of

FIG 1. Step-care approach to the treatment for CU.
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S’han d’usar corticosteroids (CS) en tractament de la UCE? 

No es recomana l’ús perllongat de CS en UCE. 
Poden ser útils cicles curts (≤ 10 dies)per controlar 
exacerbacions.

III. Trataments no antihistamínics: CS
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• I si això ens falla? 
• Tenim alguna novetat que aporti valor? 
• Derivem al pacient?
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Omalizumab se une a una región específica del dominio 
constante de la IgE (Cα3), impidiendo por tanto la unión de 
la IgE con los receptores de los mastocitos

Esta zona específica de la Fc de la IgE es también la zona 
mediante la cual la IgE se une al receptor FcεRI. 

Holgate ST. Q J Med 1998
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2006 1r CR 
Cualquier 
urticaria  

(Urticaria por 
frío)

2007 
1r CR 
UCE

2013 ASTERIA I + II 
y GLACIAL  

ECA fase III en UCE

Programa de asma Programa de urticaria

IIIII Prueba de concepto

2011 MYSTIQUE  
1r ECA para la definición 
de dosis en la UCE

2011. X-CUISITE  
1r ECA multicéntrico en UCE

2011 1r CR  
Dermografismo 
sintomático

2011 1r CS  
UCI

2008. 1r CR 
Urticaria solar

2010 1st CR  
Urticaria por 

presión

2008. 1r CR 
Urticaria  
colinérgica

2008. 1r  
CS UCE

2014 2004

III

2008 1r ECA 
unicéntrico en UCE

Los resultados positivos del uso de omalizumab en la UC 
referidos por los investigadores impulsan el desarrollo en la UCE

Zuberbier T, Maurer M. Omalizumab for the treatment of chronic urticaria. Expert Rev Clin 
Immunol. 2015 Feb;11(2):171-80 

CR = Informe de caso; CS = Serie de casos 
UCE = urticaria crónica espontánea 
ECA = ensayo controlado aleatorizado 
UCI = Urticaria crónica inducible 15
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Case report

Effect of omalizumab on patients with
chronic urticaria
Sheldon L. Spector, MD,*† and Ricardo A. Tan, MD†

Background: Chronic urticaria (CU) is often difficult to treat. Approximately 40% to 50% of patients with no apparent cause
are believed to have an associated autoimmune profile that may play a pathogenetic role.

Objectives: To describe 3 patients with CU refractory to conventional treatment who responded to omalizumab therapy.
Methods: Treatment was maximized with antihistamines, antileukotrienes, and histamine2 blockers with no improvement.

Systemic steroids provided only temporary relief. Laboratory workup revealed 1 patient with a low IgE level and elevated
anti-IgE receptor antibody level, 1 patient with an elevated IgE level but a normal anti-IgE receptor antibody level, and 1 patient
with a very elevated IgE level and an elevated anti-IgE receptor antibody level. All 3 patients were prescribed omalizumab
therapy every 2 weeks.

Results: Two patients had total clearing of urticaria within 1 week and 1 patient within 6 weeks of starting omalizumab
therapy. The patient with the elevated anti-IgE receptor antibody level had normalization of the level after starting treatment.

Conclusions: Omalizumab may have a beneficial effect in the treatment of CU. Further studies are needed to confirm this
effect and better elucidate the mechanism for the observed improvement.

Ann Allergy Asthma Immunol. 2007;99:190–193.

INTRODUCTION
Chronic urticaria (CU) is often the bane of allergists and
dermatologists who find this condition difficult to treat.
Treatment with sedating and nonsedating antihistamines, his-
tamine2 (H2) blockers, or antileukotrienes can be effective.1
For intractable cases, prolonged systemic steroids or cyclo-
sporine may be necessary for control. We described 3 patients
with CU who responded remarkably well to omalizumab.

CASE REPORTS
Case 1
Patient 1 was a 27-year-old man who was referred for intrac-
table, daily CU and angioedema of 1-year duration, first
noted while he was recovering from left olecranon bursitis
(Fig 1). Urticaria was generalized, whereas angioedema was
seen on the lips and penis. His condition was refractory to
combinations of antihistamines, antileukotrienes, and H2-
blockers. Antihistamines, including hydroxyzine, doxepin,
cetirizine, fexofenadine, and loratadine, had been taken up to

3 to 4 times the recommended doses with no effect. High-
dose systemic steroids helped temporarily. When first seen,
the patient was taking montelukast, 10 mg/d; cetirizine, 10
mg/d; and ranitidine, 150 mg twice daily. Urticaria was
generalized but worse over pressure areas, with no other
triggers. The results of previous laboratory workup, including
thyroglobulin and thyroid peroxidase antibody measurement,
thyroid function tests, antinuclear antibody measurement, and
erythrocyte sedimentation rate measurement, were unremark-
able. Biopsy with direct immunofluorescence showed no
evidence of urticarial vasculitis. Food allergen test results
were negative. The patient had no history of asthma or
allergic rhinitis. Other possible causes of CU, including oc-
cult bacterial, fungal, viral and parasitic infections, collagen
disease, food additives, physical and contact urticaria, and
systemic mastocytosis, had been considered and ruled out.
The results of physical examination were unremarkable ex-
cept for urticaria on the arms and legs.

In our office, zileuton, 600 mg 4 times daily, was added to
replace montelukast with no improvement. Laboratory
workup revealed an IgE level of less than 9 IU and an
elevated anti-IgE receptor (FceR1) antibody level of 9.1%
(reference range, 0%–5%) (National Jewish Medical Center,
Denver, CO). The results of an in vitro histamine release test
(HR-Urticaria test), in which the patient’s serum is incubated
with donor basophils, were negative (Reflab, Copenhagen,
Denmark).

Omalizumab (300 mg every 2 weeks) was given with
significant improvement within 2 weeks and total clearing by

* Division of Clinical Allergy and Immunology, UCLA Medical Center, Los
Angeles, California.
† California Allergy & Asthma Medical Group, Los Angeles, California.
This study was presented as an oral presentation at the American College of
Allergy, Asthma and Immunology Annual Meeting; November 12, 2006;
Philadelphia, PA.
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Plan de desarrollo clínico de Omalizumab en UCE

FASE II

12 24-3
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▪ Omalizumab 300 mg te un perfil de seguritat favorable. 
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Pacients sense resposta a dosis elevades de anti-H1. Eficàcia i seguretat 
demostrada. Indicació en fitxa tècnica des del 2014.



IV JORNADA D’ATENCIÓ COMPARTIDA EN AL.LÈRGIA DE L’AIS-BE  

 Quina dosi de Omalizumab es recomana per UCE? 

▪ 300 mg de Omalizumab subcutànea cada 4 setmanes.

 Quins efectes adversos estan associats amb Omalizumab en UCE? 

▪ Omalizumab 300 mg te un perfil de seguritat favorable. 

III. Tractaments no antihistamínics: omalizumab
Quins pacients han de ser tractats amb Omalizumab? 

Pacients sense resposta a dosis elevades de anti-H1. Eficàcia i seguretat 
demostrada. Indicació en fitxa tècnica des del 2014.

Quan es pot discontinuar Omalizumab? 

 En discontinuar Omalizumab després de 6 mesos de tractament, la 
majoria de pacientes recauen gradualment, però el retractament és 
efectiu si es reintrodueix.
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Timing and duration of omalizumab response in patients
with chronic idiopathic/spontaneous urticaria

Allen Kaplan, MD,a Marta Ferrer, MD, PhD,b Jonathan A. Bernstein, MD,c Evgeniya Antonova, MS, PhD,d

Benjamin Trzaskoma, MS,d Karina Raimundo, MS,d Karin Ros!en, MD, PhD,d Theodore A. Omachi, MD, MBA,d

Sam Khalil, PhD,e and James L. Zazzali, PhD, MPHd Charleston, SC, Pamplona, Spain, Cincinnati, Ohio, South San Francisco,

Calif, and Basel, Switzerland

Background: Few data are available that describe response
patterns in patients with chronic idiopathic urticaria (CIU)/
chronic spontaneous urticaria (CSU) treated with omalizumab.
Objective: We sought to describe response patterns by using
data from the 3 pivotal omalizumab CIU/CSU trials.
Methods: Every 4 weeks, randomized patients received dosing
with placebo or 75, 150, or 300 mg of omalizumab (ASTERIA I:
n5 318, 24 weeks; ASTERIA II: n5 322, 12 weeks) or placebo or
300mg of omalizumab (GLACIAL: n5 335, 24 weeks). Response
was defined as well-controlled urticaria (weekly Urticaria
Activity Score [UAS7] <_ 6) or complete response (UAS7 5 0).
Results: Response rates were dose dependent and highest with
300 mg of omalizumab. Some patients responded early (before
week 4). At week 12, a higher proportion of patients treated
with 300 mg of omalizumab reported a UAS7 <_ 6 (26.0% [75 mg
of omalizumab], 40.0% [150 mg of omalizumab], 51.9% [300 mg
of omalizumab], and 11.3% [placebo] for ASTERIA I; 26.8%
[75 mg of omalizumab], 42.7% [150 mg of omalizumab], 65.8%
[300 mg of omalizumab], and 19.0% [placebo] for ASTERIA II;
and 52.4% [300 mg of omalizumab] and 12.0% [placebo] for
GLACIAL) or a UAS7 5 0 (11.7% [75 mg of omalizumab],
15.0% [150 mg of omalizumab], 35.8% [300 mg of omalizumab],
and 8.8% [placebo] for ASTERIA I; 15.9% [75 mg of

omalizumab], 22.0% [150 mg of omalizumab], 44.3% [300 mg of
omalizumab], and 5.1% [placebo] for ASTERIA II; and 33.7%
[300 mg of omalizumab] and 4.8% [placebo] for GLACIAL). In
patients receiving 300 mg of omalizumab with 24 weeks of
treatment, median time to achieve a UAS7 <_ 6 was 6 weeks
(ASTERIA I and GLACIAL) and median time to achieve a
UAS7 5 0 was 12 or 13 weeks (ASTERIA I and GLACIAL,
respectively). Some patients who achieved well-controlled
urticaria or complete response sustained response throughout
the treatment period.
Conclusion: Benefits of omalizumab treatment were evident
early (before week 4) in some patients and persisted to week 24.
Use of 300 mg of omalizumab demonstrated best results in
controlling CIU/CSU symptoms. (J Allergy Clin Immunol
2015;nnn:nnn-nnn.)

Key words: Omalizumab, chronic idiopathic urticaria, chronic
spontaneous urticaria, responder analysis, complete response,
well-controlled urticaria

Chronic idiopathic urticaria (CIU)/chronic spontaneous
urticaria (CSU) is a condition characterized by spontaneous
appearance of pruritic hives, angioedema, or both that recur
without an identifiable external cause and persist for 6 weeks or
longer.1-3 CIU/CSU is a rare condition, and its prevalence was
reported to range between 0.6% and 0.8% in the general
population of Spain and Germany.4,5 Patients with CIU/CSU
report substantial worsening of health-related quality of life.6-8

The Urticaria Activity Score (UAS) is a validated measure to
assess disease activity in patients with CIU/CSU. The UAS score
(range, 0-6) comprises a sum of daily ratings for itch severity and
number of hives (0-3 points for each). The weekly Urticaria
Activity Score (UAS7) sums UAS scores during a 7-day period,
and possible values for the UAS7 range from 0 to 42. US and
European guidelines recommended evaluating disease activity
and response to treatment in routine clinical practice.2,3

The 2014 CIU/CSU guidelines for the United States and
Europe2,3 recommend treating CIU/CSU in a stepwise manner,
starting with monotherapy with a second-generation antihista-
mine.2,3 However, complete response to H1-antihistamines has
been reported to reach slightly greater than 50% in patients
with CIU/CSU.1 Although the next steps vary slightly between
guidelines, recommendations include increasing the dose of
H1-antihistamine up to 4-fold and/or adding other therapies,
such as H2-antihistamines or leukotriene receptor antagonists
(LTRAs). Should lack of control continue, guidelines recommend
using omalizumab.2,3

Data from 3 phase III clinical trials (ASTERIA I, ASTERIA II,
and GLACIAL) demonstrated the efficacy and safety of
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Abbreviations used
CIU: Chronic idiopathic urticaria
CSU: Chronic spontaneous urticaria

LTRA: Leukotriene receptor antagonist
UAS: Urticaria Activity Score
UAS7: Weekly Urticaria Activity Score

omalizumab to treat patients with CIU/CSU.9-11 Despite the
positive results of these trials, many clinical questions remain
regarding the response to omalizumab in patients with CIU/
CSU. The expected timing of response to omalizumab has not
been previously reported. Furthermore, published data do not
provide guidance on how many doses might be needed to define
response or lack of response.

The aim of this analysis was to investigate response patterns
of omalizumab to treat CIU/CSU in the phase III clinical trial
data, with a goal of providing a practical approach to omalizu-
mab use for clinicians by using omalizumab in the real-world
setting.

METHODS
Phase III omalizumab studies

ASTERIA I,11 ASTERIA II,10 and GLACIAL9 were phase III, global,
randomized, multicenter, double-blind, placebo-controlled clinical trials
designed to assess the efficacy and safety of omalizumab use in patients
with CIU/CSU.

ASTERIA I and ASTERIA II enrolled patients with CIU/CSU who
remained symptomatic despite treatment with H1-antihistamines at approved
doses. Enrolled patients in both studies had to have a UAS7 >_ 16 (equivalent
to moderate-to-severe CIU/CSU symptoms on at least 4 of 7 days2) and an itch
component UAS7 (range, 0-21) >_ 8 for the 7 days before randomization.
Enrolled patients were randomized 1:1:1:1 to receive omalizumab (75, 150,
or 300 mg) or placebo subcutaneously every 4 weeks for 6 (ASTERIA I) or
3 (ASTERIA II) doses. In both studies, patients were observed for an addi-
tional 16 weeks without therapy. In ASTERIA I, patients were allowed to
change their background medication after week 12. The primary efficacy
end point in both studies assessed the mean change in weekly itch severity
score from baseline to week 12. The studies also evaluated the proportion of
patients who achievedwell-controlled urticaria (UAS7 <_ 6; secondary analysis
in both studies) and the proportion of patients who achieved complete
response (UAS75 0; secondary analysis in ASTERIA I and post hoc analysis
in ASTERIA II) at week 12. Additional details of the ASTERIA I and
ASTERIA II study designs have been published elsewhere.10,11

GLACIAL was a phase III, global, randomized, multicenter, double-blind,
placebo-controlled clinical trial that assessed the safety and efficacy of
omalizumab use in patients with CIU/CSU. H1-antihistamines had failed at
up to 4 times the recommended dose plus H2-antihistamines, LTRAs, or
both in GLACIAL-enrolled patients. Enrolled patients were randomized 3:1
to receive 300 mg of omalizumab or placebo subcutaneously every 4 weeks
for 6 doses. The primary end point in this study was the safety of 300 mg of
omalizumab versus placebo. The key efficacy end point included the change
in the weekly itch severity score from baseline to week 12, the proportion of
patients with well-controlled urticaria (UAS7 <_ 6) at week 12, and the
proportion of patients with complete response (UAS7 5 0) at week 12.
Additional details of the GLACIAL study design have been published by
Kaplan et al.9

All 3 studies were conducted in accordance with US Food and Drug
Administration regulations, the International Conference on Harmonisation
E6 Guideline for Good Clinical Practice, and any other applicable laws.
Institutional review board approval and informed consent were obtained
from all patients. These trials are registered with ClinicalTrials.gov

(no. NCT01287117 for ASTERIA I, no. NCT01292473 for ASTERIA II,
and no. NCT01264939 for GLACIAL).

Data collection and assessments
Patients used an electronic handheld device (eDiary) to record data twice

daily for the validated Urticaria Patient Daily Diary.12-14 These data informed
the primary and many secondary end points from study patients in all 3 phase
III studies of omalizumab. The Urticaria Patient Daily Diary includes
questions about itch severity and number of hives (to assess UAS), largest
hive size, sleep interference, daily activity interference, diphenhydramine
(rescue medication use), angioedema episodes and management, and health
provider contact for CIU/CSU-related issues. Patients reported itch severity
twice daily on a scale from 0 to 3 (0, none; 1, mild; 2, moderate; and 3, severe).
Patients also reported the number of hives twice daily on a scale from 0 to 3 (0,
none; 1, between 1 and 6 hives; 2, between 7 and 12 hives; and 3, >12 hives).

Definitions of response
The following definitions of response to treatmentwere based on theUAS7:

either complete response (itch and hive free, UAS7 5 0) or well-controlled
urticaria (UAS7 <_ 6). By design, the well-controlled urticaria group also
included complete responders.

Analyses
We calculated the percentage of patients who achieved responses at

time points separated by 4-week increments, as well as the percentage of

TABLE I. Patient characteristics*

Characteristic
ASTERIA I
(n 5 318)

ASTERIA II
(n 5 322)

GLACIAL
(n 5 335)

Age (y), mean (SD) 41.2 (14.5) 42.5 (13.7) 43.1 (14.1)
Female sex, no. (%) 231 (72.6) 244 (75.8) 241 (71.9)
Race, no. (%)

White 263 (82.7) 272 (84.5) 298 (89.0)
Asian 14 (4.4) 9 (2.8) 9 (2.7)
Black 33 (10.4) 28 (8.7) 21 (6.3)
Other 8 (2.5) 13 (4.0) 7 (2.0)

Weight (kg),
mean (SD)

82.2 (21.0) 82.4 (21.9) 83.9 (22.5)

BMI (kg/m2),
mean (SD)

29.3 (6.8) 29.8 (7.3) 29.8 (7.8)

Duration of CIU (y)!
Mean (SD) 6.9 (9.1) 6.5 (8.6) 7.4 (9.5)
Median (range) 3.7 (0.5-50.5) 3.3 (0.5-66.4) 3.6 (0.5-54.1)

Baseline UAS7,
mean (SD)

31.1 (6.6) 30.7 (6.8) 30.9 (6.6)

CU Index"
Positive (>_10) 80 (25.2) 94 (29.3) 103 (30.9)
Negative (<10) 237 (74.8) 227 (70.7) 230 (69.1)

Total IgE level
(IU/mL)§

Mean (SD) 182.8 (387.8) 168.2 (231.9) 158.5 (287.7)
Median (range) 83 (1-5000) 78 (1-1450) 78 (1-3050)

Presence of
angioedema
at baseline (%)

151 (47.5) 131 (40.7) 178 (53.1)

BMI, Body mass index; CU, chronic urticaria.
*Individual study baseline characteristics by dose group have previously been
published.9-11

!ASTERIA I (n 5 313), ASTERIA II (n 5 314), pooled (n 5 627), and GLACIAL
(n 5 329).
"The CU Index reflects the ability of serum to induce histamine release in normal
basophils: ASTERIA I (n 5 317), ASTERIA II (n 5 321), and GLACIAL (n 5 333).
§ASTERIA I (n 5 306), ASTERIA II (n 5 308), pooled (n 5 614), and GLACIAL
(n 5 326).
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Dosi òptima: 300 mg 

Segons resposta: 

» Responders: 

» Early responders abans de les 4 setmanes (una sola dosi): 
aprox 40-50% 

» Late responders: fins a les 12 setmanes 

» Not responders <20% aprox 
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III. Tractaments no antihistamínics
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Quin és el paper dels antileukotriens en UCE? 

▪ No es recomanen per poca evidència clínica

III. Tractaments no antihistamínics



IV JORNADA D’ATENCIÓ COMPARTIDA EN AL.LÈRGIA DE L’AIS-BE  

Quins altres tractaments per la UCE existeixen? 

▪ Altres tractament amb baix grau d’evidència:  doxepina, 
nifedipina, warfarina, hidroxicloroquina, dapsona, sulfasalazina, 
metotrexato, micofenolato, interferón, gammaglobulina 
intravenosa, colchicina, hormona tiroidal i fototeràpia. 

III. Tractaments no antihistamínics: altres
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IV. Casos especials
Com es tracta durant l’embaràs i lactància? 

En embaràs:  

• Utilitzar anti-H1 de categoria B en dosis mínimes y durant temps limitat 
(loratadina, cetirizina, levocetirizina). 

• Corticosteroids (CS) suposen molts riscos per a la mare i el fetus. Es 
pueden utilitzar en dosis mínimes durant temps limitat. 

Durant la lactància: 

• Anti-H1 indicats: loradatina i cetirizina. 
• CS es consideran segurs en dosis mínimes.  
• Postposar sessions de lactància fins 4 hores si s’usen dosis elevades de 

CS.
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IV. Casos especials

Com es tracta la UCE en infants? 

Igual que en adults 

Anti-H1 utilitzats infants:  

• Ketotifeno i cetirizina - a partir de 6 mesos. 
• Levocetirizina, loratadina, desloratadina i ebastina - a partir de 2 anys. 
• Rupatadina - a partir de 6 anys. 
Hi ha poca evidència sobre l’ús de tractaments no anti-H1 en infants 
amb UCE. 

Els trataments alternatius s’han valorar de manera individualitzada.
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PAPER D’INFERMERIA

• Què poden fer les infermeres per els 
pacients amb urticària crònica?
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