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Abstract

Introduction: urticaria has a high impact on the quality of life of patients with this condi-
tion. While there are multiple evidence-based guidelines, these tend to be aimed at providing
management recommendations for specialists rather than primary care physicians, who are
usually the first to care for patients with urticaria.

Objective: to develop a consensus document aimed at presenting evidence-based recom-
mendations to help general practitioners, family doctors, pediatricians, internists and emergency
physicians provide timely care for patients with urticaria, facilitating its diagnosis and timely
care, and thus avoiding delays for the patients.

Methods: international urticaria guidelines with recommendations based on the GRADE
system were used as the source of information. Delegates of the interested scientific societies
were convened, and, through structured meetings, treatment barriers and possible solutions
for the application of the recommendations in primary care were identified.

Results: the main barriers for primary care physicians in applying the guidelines were
identified: confusion in the diagnosis, proper timing of treatment, first-line medications,
and management of special situations. Possible consensus solutions were proposed for each
identified barrier.

Conclusion: this consensus document contains recommendations for the management and
treatment of acute and chronic urticaria which help primary care physicians provide timely
and effective treatment for patients with this disease. (Acta Med Colomb 2022; 48. DOL: https://
doi.org/10.36104/amc.2023.2722).

Keywords: antihistamines, angioedema, urticaria, wheals, gudeline, consensus, omali-
zumab.
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Introduction

Urticaria is a disease which primarily affects the skin,
causing welts and/or angioedema (1). Patients commonly
refer to these lesions as “hives,” “reddening,” “nettle rash,”
and “swelling.” Based on how long it lasts, it is divided
into acute and chronic urticaria (less than or more than six
weeks, respectively), although the lesions are clinically
similar. Acute urticaria affects one out of three people at
some point in their lives; it has multiple causes and tends
to be self-limiting. Chronic urticaria affects approximately
one out of 100 people (1, 2). Despite being less frequent
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than acute urticaria, it has a greater impact on the patients’
quality of life and that of their families. Between 40 and
70% of patients with chronic urticaria believe their dis-
ease is secondary to a food or medication and decide to
implement restrictions, which in more than 95% of cases
are unnecessary. These restrictions are often supported by
their attending physicians, with no clear proof of causality,
worsening their quality of life (3, 4). For example, they
may avoid the consumption of several foods or medica-
tions even when the events persist after discontinuing the
suspected substance.
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Various guidelines are currently available with evidence-
based recommendations for diagnosing and treating patients
with urticaria (1, 5-8). These guidelines have proven useful
and help achieve optimal clinical control of the disease,
improving the patients’ quality of life and avoiding unnec-
essary restrictions (9). However, they are written from an
allergy and dermatology specialist’s perspective, and some
recommendations are not accessible to primary care physi-
cians who, in most cases, are the first to treat patients with
urticaria. For urticaria, primary care physicians include gen-
eral practice, family medicine, internal medicine, emergency
medicine and pediatrics. In 20% of cases, the first medical
consult is in the emergency room, due to respiratory symp-
toms or to how dramatic the skin lesions can be, affecting
the face or a large body surface within a few seconds (10).
It is common for many primary care physicians to refer to
dermatologists and/or allergists even before determining the
diagnosis or type of urticaria or having evaluated the clinical
response to first line treatment.

When patients initially consult for urticaria, they should
be reassured and offered highly effective and easily acces-
sible treatments. The goals of this first visit are to:

1. Make the correct diagnosis.

2. Estimate the severity of the condition.

3. Begin first line treatment and avoid unnecessary restric-
tions.

4. Order the pertinent follow-up tests.

5. Determine if specialized treatment is needed.

All of these objectives can be handled by primary care
physicians, allowing the patients timely treatment and the
lowest impact of the disease on their daily lives. In addition,
an appropriate approach to urticaria by primary care physi-
cians helps reduce emergency room visits and direct patients
needing specialized care to urticaria specialists, which
benefits the healthcare system. In this consensus, based on
international recommendations (1, 5-7), several medical
associations (Asociaciéon Colombiana de Alergia, Asma e
Inmunologia [Colombian Association of Allergies, Asthma
and Immunology] (ACAAI); Asociacion Colombiana de
Dermatologia [Colombian Association of Dermatology]
(ASOCOLDERMA); Sociedad Colombiana de Médicos
Generales [Colombian Society of General Practitioners]
(SOCOMEQG), Asociacion Colombiana de Medicina Interna
[Colombian Association of Internal Medicine] (ACMI),
Sociedad Colombiana de Medicina Familiar [Colombian
Society of Family Medicine] (SOCMEF), Sociedad Co-
lombiana de Pediatria [Colombian Society of Pediatrics]
(SCP), and Asociacién Colombiana de Emergencias Médicas
[Colombian Association of Medical Emergencies] (ACEM))
have sought to draft a practical and simple document to help
primary care physicians accomplish the objectives described.

Methodology
The panel of experts was composed of urticaria specialists
(allergists and dermatologists) and primary care physicians

(general practice, family medicine, emergency medicine,
internal medicine and pediatrics). The following outcomes
were considered important for the patients: control of symp-
toms like pruritis, welts, and angioedema; familial/social
impact; quality of life; job and school performance and/or
absenteeism; and serious side effects due to treatment. We
defined the following parameters for the consensus:

* Objective: to construct a consensus to provide clear,
practical and simple guidelines for the diagnosis and
management of urticaria to primary care physicians, in
line with the international guidelines on the disease.

e Consensus users: the main target is all people who
participate in treating urticaria, especially primary care
physicians: general practitioners, family physicians,
emergency physicians, internists and pediatricians. The
consensus recommendations can be useful for decision-
making in academic or administrative institutions such
as scientific associations, universities, the ministry of
health, insurance agencies, hospitals and/or healthcare
centers.

e Target population: patients with urticaria.

* Point of use: outpatient care, inpatient care, emergency
room.

e Aspects covered: the diagnosis and clinical management
of urticaria.

* Aspects not covered: specialist management, manage-
ment of the differential diagnosis.

* Underlying source of information: this document is
based on several international guidelines on urticaria,
especially the European guideline, as its recommenda-
tions include an evaluation of the evidence (1, 5-7, 11).

* Panel composition: the panel was made up of allergists,
dermatologists, pediatricians, general practitioners,
family physicians, internists, emergency physicians,
immunologists and epidemiologists who participated in
developing the document.

The consensus included six steps and the Delphi
methodology was used for panel decisions (12):

1. Drafting of the initial manuscript
Members of the Urticaria Centers of Reference and
Excellence (UCARE) network belonging to ACAAI
and ASOCOLDERMA drafted a manuscript which
considered the underlying concepts of diagnosis and
management in the international guidelines on urticaria.

2. Creation of the panel of experts
All scientific societies involved in the primary care
of patients with urticaria were invited. Each scientific
society selected two representatives.

3. Initial discussion of the manuscript
The initial document was shared with the rest of the
panel, and, through meetings, agreements were reached
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on the topics that should be included or withdrawn
from the document. Each topic is presented as a clini-
cal question, and the answer to each question will be
based on the international guidelines or, if necessary,
on a review of the literature by the team of epidemi-
ologists. The discussion identified potential barriers
for primary care physicians to implement the guide-
line recommendations and possible solutions to these
barriers. A maximum of three rounds of voting were
conducted, seeking 90% agreement. If a consensus was
not reached, the controversial points were discussed and
the majority recommendation was recorded, reporting
the percentage of approval.

4. Assignment of the strength of the recommendation

and feasibility

The strength of the evidence was based on the GRADE
system proposed in the international guidelines used
as a reference. For this consensus, we only included
recommendations with a strong recommendation. The
feasibility of the recommendation being adopted by pri-
mary care physicians was defined by the panel’s opinion
1,5-7).

5. National external validation
To evaluate the clarity of the concepts and their applica-
bility, the manuscript was presented to physicians from
the various participating societies who were not on the
panel. The recommendations they gave were once again
discussed by the members of the panel and included in
the manuscript.

Atencién primaria

Aumentar 4 veces la dosis

convencional

Iniciar un antiH1 de segunda
generacion en dosis
convencional

Table 1. Characteristics of urticaria and angioedema.

Characteristics of the welts and angioedema in urticaria

1. Welts of various sizes with a pale center and erythematous border
Sudden onset
Less than 24-hour duration (usually less than two hours)
Do not leave a residual lesion
Mainly pruritis, with an occasional burning sensation and, rarely, pain
The welts refill rapidly after finger pressure

A

Angioedema characteristics
1. Resolution usually in less than three days
2. Mainly a burning sensation, occasionally pruritis, and rarely pain
3. Tends to occur on the eyelids, lips and tongue

The clinical characteristics allow welts and angioedema to be distinguished from other
skin conditions like eczema, prurigo, etc.

6. International external validation
In a second phase not covered in this manuscript,
considering the healthcare system differences between
countries, the manuscript will be presented to various
Latin American allergists and dermatologists to evaluate
the transportability of the document to other countries.

Results
RECOMMENDATIONS REGARDING THE DIAGNOSIS

HoW 1S URTICARIA DIAGNOSED?
Currently, the diagnosis of urticaria is eminently
clinical (Table 1). Urticaria is a condition character-
ized by the formation of welts and/or angioedema,
accompanied by pruritis (Table 1). Acute and chronic
urticaria are differentiated by their duration of less
than or more than six weeks, respectively (Figure 1).
Therefore, the first thing we must ask a patient with
urticaria is:

Especialista en Urticaria

ﬁ Ciclosporina

Omalizumab

Evaluar respuesta clinica luego de
al menos 4 semanas de tratamiento

Figure 1. Urticaria classification flowchart. (Classification and suggested management. The management of the trigger depends on the patient; complementary
studies are not always required to identify the cause, and it often is not found. Other times, it can be due to infections or food and drug allergies).
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“What do the lesions look like?
When did they appear?

How long have you had the lesions?
How often do they appear?

How long does each lesion last?”’

Based on these questions, we can determine if the patient
has urticaria, and if it is chronic or acute (Table 2). We rec-
ommend that, if possible, the lesions should be confirmed
with photographs (if they are not present when the patient
consults), as the patient and physician may, at times, have
different ideas of what constitutes a welt or angioedema.
Acute and chronic urticaria tend to have different causes
and prognoses (Figure 2): the acute form tends to occur
together with or preceded by an infectious process, tends
to be self-limiting and does not usually require additional
diagnostic tests (13). The few exceptions occur when there
is a suspected food or drug allergy presenting with a rash
with welts or angioedema, which may be suspected when
the reaction occurs soon after exposure to the suspect sub-
stance (usually within the first two hours) and does not occur
spontaneously. On the other hand, the causes of chronic
urticaria seem to be mainly self-reactivity mechanisms, and
it is divided into two types: chronic spontaneous urticaria
(CSU), in which welts occur independently of an environ-
mental stimulus, and chronic inducible urticaria (CIU), in
which certain physical stimuli can repeatedly trigger the
skin manifestation, especially cold, water, heat, pressure,
friction, vibration, exercise, etc. In 5-30% of patients both
types of chronic urticaria may occur together.

Therefore, it is important to ask the patient:

“What do you suspect causes the problem?
Do the symptoms occur ONLY when you
are exposed to this stimulus, or can they
occur spontaneously?”’

Since welts and angioedema are not pathognomonic
of urticaria, the disease must be differentiated from other
processes like anaphylaxis, hereditary angioedema, and
urticarial vasculitis, among others. In this case, we can ask
some questions aimed at ruling out differential diagnoses.
In Tables 1 and 2 and Figure 1 we present the most common
clinical characteristics of urticaria, and the main points to
ask about and describe in the medical chart.

IDENTIFIED BARRIERS
Often, patients with urticaria are referred to spe-
cialists even before confirming if they have acute or
chronic urticaria, which makes it difficult to access
appropriate treatment promptly. Similarly, referrals
to the emergency room and the lack of follow up in
primary care lead to impaired disease control.

SoLurion
Improved recognition of the disease helps differen-
tiate it correctly from other processes which, while
possibly also accompanied by welts and angioedema,

Table 2. Clinical assessment of urticaria.

# Initial medical history Comment

1 Time of onset of the
disease

Time in months or years.

2 Description of the lesions Number of welts, shape, size, distribution, duration
and frequency of the events.

3 Associated angioedema
(yes or no)

Location, frequency, possible association with
respiratory symptoms

4 Associated symptoms Joint pain, fever, abdominal pain, among others.

5 Family history of welts
and angioedema.

The presence of urticaria in several members of
the family should lead to a suspicion of other
conditions.

6 Describe possible triggers = Foods, medications, infections, stress, physical
activity, physical stimuli (pressure, water, etc.).
Special attention to NSAIDs or ACE inhibitors.

7 Comorbidities Special attention to autoimmune diseases.

8 Social, work and leisure
activity history

To explore their relationship with the disease.

9 Prior treatment and
clinical response

‘What medication has been taken, for how long,
and disease control.

10 = Prior procedures/
diagnostic results

Note all tests performed for the disease

A positive answer to questions 4, 5 or 6 means that other diagnoses must be considered
along with a possible referral to an allergist or dermatologist. NSAIDs: nonsteroidal
anti-inflammatory drugs ACE inhibitors: angiotensin-converting enzyme inhibitors.

have a different course and treatment. With the flow-
chart provided and the key questions, the correct
diagnosis of urticaria can be improved.

ASSESSMENT OF SEVERITY

How po I CLASSIFY URTICARIA ACCORDING TO ITS

SEVERITY?
The activity of chronic urticaria is an important
aspect that helps determine the level of control of
the disease and the need for treatment changes.
Two simple scales which are easily applied during
an office visit and help give an idea of the severity
and response to treatment are the Urticaria Activity
Score (UAS) and the Urticaria Control Test (UCT).
The UAS is based on the evaluation of the welts
and pruritis, which are the key signs and symptoms
of urticaria and can be easily documented by the
patient (14, 15).

The score evaluates the number of welts (0-3 points) and
intensity of the pruritis (0-3 points) in 24 hours and assigns
a score from 0-6. This scale can be applied on the day of
the appointment, but ideally the patient should use it for
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Figure 2. Causes of acute and chronic urticaria. (Acute urticaria may affect one in three patients. Its cause is often not identified, but it should be suspected in the
context of infections, for example, after infections with SARS-CoV-2 and other viruses). In chronic urticarias, concomitant spontaneous and inducible urticarias are

also frequently found.

at least seven consecutive days prior to the office visit, as
this allows changes over time to be evaluated; in one week
of evaluation, the maximum score is 42 points (Table 3).
Qualitatively, the results are divided according to disease
activity into “complete control” (score of 0), “control” (1-6
points), “mild” (7-15 points), “moderate” (16-27 points),
and “severe” (28-42 points). The minimum clinically im-
portant difference on the UAS7 is nine points. Various web
pages (e.g., https://www.profesionalessanitarios.novartis.es/
areas-terapeuticas/dermatologia/urticaria/recursos-medico/
cuestionario-uct) and/or cell phone applications (e.g. Urti-
cariApp) are available free of charge to calculate this score.

HoWw DO 1 CLASSIFY URTICARIA ACCORDING TO ITS

LEVEL OF CONTROL?
The UCT evaluates urticaria control according to
the response to pharmacological treatment. This
scale contains questions which determine if the
disease is “controlled” (12 or more points) or “not
controlled” (11 or fewer points) (16). The abbreviated
UCT consists of four simple questions (17) with a
maximum score of 16 points (Table 4). The minimum
clinically important difference is three points. Lack
of control on the UCT or on the UAS7 indicates a
need for treatment adjustment, and this is why it is
important to apply them at each office visit. Various

web pages (e.g., https://www.profesionalessanitarios.

novartis.es/areas-terapeuticas/dermatologia/urti-
caria/recursos-medico/cuestionario-uas) and/or cell

phone applications (e.g. UrticariApp) are available
free of charge to calculate this score.

Some other symptoms can indicate severe urticaria, and
referral to an urticaria specialist should be considered (Figure
3). Up to 20% of patients with chronic urticaria can have
associated symptoms such as respiratory distress similar to
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anaphylaxis. However, these events tend to not be repetitive,
and thus should not be managed chronically, but rather just
during the acute event. If, on the other hand, the event is
repetitive, the patient should be urgently referred to an ur-
ticaria specialist, preferably an allergist. Some patients may
occasionally develop symptoms such as joint pain, fever or
dizziness, or may report residual skin lesions. Once again,
if these events are repetitive, they should be referred to an
urticaria specialist, preferably a dermatologist.

BARRIERS IDENTIFIED
Primary care physicians do not make much use of the
clinical scales for urticaria, which makes it difficult
to clearly determine the severity of the condition.

Remitir al especialista en urticaria

*

CUANDO REMITIR
Existen dudas respecto al diagndstico
El paciente no alcanza control con los antihistaminicos
El paciente ha tenido eventos con dificultad respiratoria
Las exacerbaciones limitan su movilidad
Varios miembros de la familia sufren de urticaria
Presencia de sintomas atipicos (dolor abdominal, fiebre, etc.)
Hay una asociacién probable con alimentos o medicamentos (AINEs, IECAs)
Hay una asociacion probable con estimulos fisicos (ejercicio, friccion, presion,
agua)
Hay una asociacion probable con la actividad laboral

W NS WNPRE

o

Figure 3. When to refer. (If one of the previous points is found, consider referring to the
dermatologist and/or allergist. NSAIDs: nonsteroidal anti-inflammatory drugs. ACE inhi-
bitors: angiotensin-converting enzyme inhibitors).
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Table 3. UAS and UAS7.

UAS
Score Welts
0 None
1 Mild: <20 per 24 hours
2 Moderate: 20-50 per 24 hours
3 Intense: > 50 per 24 hours or large areas of confluent welts
UAS7
Date ‘Week Day 1 Day 2 Day 3
/) 1 Welts: Welts: Welts:
Pruritus: Pruritus: Pruritus:
/o 2 Welts: Welts: Welts:
Pruritus: Pruritus: Pruritus:
I, 3 Welts: Welts: Welts:
Pruritus: Pruritus: Pruritus:
I, 4 Welts: Welts: Welts:
Pruritus: Pruritus: Pruritus:
/) 5 Welts: Welts: Welts:
Pruritus: Pruritus: Pruritus:
PUNTAJE (UAS)

0: CONTROL COMPLETO

3-4: MODERADA

Pruritus
None
Mild: present, but not a problem
Moderate: problematic but does not interfere with activities
Intense: problematic, interferes with activities or sleep
Day 4 Day 5 Day 6 Day 7 Total
Welts: Welts: Welts: Welts:
Pruritus: Pruritus: Pruritus: Pruritus:
Welts: Welts: Welts: Welts:
Pruritus: Pruritus: Pruritus: Pruritus:
Welts: Welts: Welts: Welts:
Pruritus: Pruritus: Pruritus: Pruritus:
Welts: Welts: Welts: Welts:
Pruritus: Pruritus: Pruritus: Pruritus:
Welts: Welts: Welts: Welts:
Pruritus: Pruritus: Pruritus: Pruritus:

PUNTAJE (UAS7)

0: CONTROL COMPLETO

7-15: LEVE

16-27: MODERADA

UAS: Urticaria Activity Score for one day (UAS) and seven days (UAS7). For each question about welts or pruritis, a severity score is assigned. The
UAS is scored as controlled (0), mild (1 to 2 points), moderate (3 to 4 points) or severe (5 to 6 points) activity. The same procedure is used for the UAS7,
over seven consecutive days, and the activity is assigned according to the score: Complete control (0 points), Controlled (1 to 6 points), Mild activity
(7 to 15 points), moderate activity (16 to 27 points), or severe activity (28-42 points). The minimum clinically important difference for comparing two

measurements using the UAS7 is 9 points.

SoLution

The use of simple disease-specific clinical scales
and awareness of warning signs that encourage
ruling out other diagnoses help correctly stratify
the disease and level of control provided by each
patient’s pharmacological treatment. The use of a
common language within the medical team facilitates
communication between the different care levels
and streamlines the patients’ appropriate treatment.
Access through web pages, cell phone applications,
etc., facilitates the use of these scales.

TREATMENT RECOMMENDATIONS

Urticaria has a high impact on quality of life but tends to
be self-limiting; acute urticaria disappears within the first
six weeks and chronic urticaria tends to resolve in 50-80%
of cases within the first five years (18, 19). Therefore, the
goal of urticaria treatment is to control the symptoms of the
disease until it disappears. The steps for pharmacological
treatment are found in Figure 4. During primary care, physi-
cians can begin with second generation antihistamines and
identify possible triggers. This applies both to outpatient
care as well as emergency and inpatient care. Below, we
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Table 4. UCT.
The resp to each questi hould be restricted to the last four weeks. Score 0-16 (0: no control, 16: complete control, >12 points controlled).

How much have you suffered in the last four weeks from urticaria 0 1 2 3 4
symptoms (itching, welts and/or swelling) Very much Much Somewhat Alittle Not at all
Has your quality of life over the last four weeks been affected by 0 1 2 3 4
the urticaria Very much Much Somewhat Alittle Not at all
In the last four weeks, how often has the medical treatment not been 0 1 2 3 4
enough to control the urticaria symptoms Very much Much Somewhat Alittle Not at all
Overall, how well controlled has your urticaria been in the last 0 1 2 3 4
four weeks? Not at all Alittle Somewhat Much Very much
UCT: Urticaria Control Test.

will discuss first line management, which includes avoidance SOLUTION

measures and the use of antihistamines. Then we will men-
tion other therapies and treatment in a few special groups.

WHAT SHOULD A PATIENT WITH URTICARIA AVOID?

Due to its spontaneous appearance, patients with
urticaria often associate the onset of the events
with multiple stimuli (20). However, in most cases,
these associations are not relevant to the disease,
and avoidance measures are therefore unnecessary.
The patient must be asked if the events also occur
spontaneously or only when they are exposed to a
given stimulus. If the patient associates the events
with a stimulus, it is also important to ask if the
events always occur with exposure to the stimulus or
only sometimes. When the patient has spontaneous
events which also sometimes occur with the suspect
stimulus and sometimes not, a causal association is
unlikely, and it should be considered spontaneous
urticaria.

On the other hand, if the patient strongly suspects a
given stimulus and reports that the event is recurrent with
exposure, restrictive measures are needed until the patient
undergoes confirmatory tests by an urticaria specialist (Fig-
ure 3). As mentioned previously, urticaria may sometimes
occur secondary to exposure to a physical stimulus (in the
case of chronic urticaria), or to food or medications (in
acute urticaria). In these cases, if the acute events recur with
further exposure to the suspected stimulus, these patients
should be referred to an allergy specialist, as the urticaria
may be a symptom of food or drug allergies.

BARRIERS IDENTIFIED

Patients often impose restrictions on themselves
with no clear evidence of their usefulness, based
on their own decisions, informal information from
nonmedical sources or even, at times, medical recom-
mendations which in most cases do not contribute to
improved clinical control. This increases the burden
of the disease as it affects the patients’ quality of life
and social and recreational interaction.
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A correct assessment of the suspected triggers identi-
fied by the patient helps avoid unnecessary restric-
tions. If a trigger is identified which may be related
to the clinical condition (e.g., foods, medications or
physical stimuli), the patient must be referred to a
specialist.

WHAT IS THE APPROPRIATE PHARMACOLOGICAL

TREATMENT FOR URTICARIA?
The symptoms of acute and chronic urticaria are
mainly mediated by the action of histamine on the
HI receptors located in the endothelial cells of the
skin. Therefore, histamine blocking is central to
urticaria treatment. The continuous use of antihista-
mines in acute and chronic urticaria is supported by
the results of several studies which show their high
efficacy, effectiveness and safety even after several
years’ use (5, 9).

Currently, no urticaria or rhinitis guideline supports the
use of first-generation antihistamines due to their frequent
side effects, interactions with other medications or foods,
and lack of clearly superior efficacy over second generation
antihistamines (9,21). Among the most frequently reported
side effects are their sedative and anticholinergic effects,
and their effects on the quality of sleep, concentration
and motor skills. All of these effects are uncommon with
second-generation antihistamines like loratadine, deslorata-
dine, cetirizine, levocetirizine, fexofenadine, bilastine, and
rupatadine, among others.

The initial dose in all patients is the usual daily dose
according to age (Table 5). If after at least one month of
daily use no relevant symptom improvement is found on
the UAS7 and/or UCT, a second line of treatment should
be considered, consisting in increasing the dose to up to
four times the usual daily dose (Figure 4). This measure has
proven beneficial in various studies (22-25). It is important
to emphasize that the increased dose does not significantly
increase the risk of side effects. If control is not achieved
after at least one to three months of treatment, referral to an
urticaria specialist should be considered.
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Figure 4. Treatment steps. (Each treatment step is added to the following one according to the patient’s control. The recommended evaluation pe-
riod with antihistamines is at least four weeks. If there is no response, an increase of preferably four times the conventional dose is recommended.)

If the patient has had urticaria for less than six weeks,
antihistamines should be recommended for at least one or
two months. If the patient stops having welts and/or angio-
edema, withdrawal can be considered. On the other hand,
if the patient has had urticaria for more than six weeks
or still has pruritis, welts or angioedema, even if they are
occasional, treatment should be extended for at least six
months and suspension considered only when the patient
has experienceed three to six months without skin lesions
and without moderate or intense pruritis.

Omalizumab is an anti-IgE biologic medication which
is effective and safe for treating chronic spontaneous or
inducible urticaria. Real-life studies have shown that cyclo-
sporine also positively affects the management of chronic
urticaria, especially in patients with an unsatisfactory
response to antihistamines. These two treatments should
be ordered by physicians who are experts in the treatment
of urticaria, like dermatologists and allergists, due to their
cost and/or safety profile.

BARRIERS IDENTIFIED

Many times, treatment is applied intermittently and
for less time than necessary to evaluate the clinical
response and/or achieve disease control. The use of
first-generation antihistamines is still common, de-
spite having more side effects than second-generation
antihistamines. Combining antihistamines is also
common, which has not proven to be more effective
than using a single antihistamine at a higher dose.

SoLution
Applying the guideline recommendations that have
been summarized in this consensus facilitates the
proper use of treatment, emphasizing the safety of

second-generation antihistamines even at four times
the conventional dose for an extended period of time.

WHAT TO DO IN SPECIAL GROUPS?
MANAGEMENT IN CHILDREN

Management in children follows the same steps
described above, adjusting the antihistamine dose
according to age (Table 5). Only medications with
proven efficacy and safety in the pediatric population
should be used (25-27). Cetirizine, desloratadine,
fexofenadine, levocetirizine, rupatadine, bilastine and
loratadine have been well studied in children over the
age of two, and some real-life studies suggest that
loratadine, cetirizine and fexofenadine can even be
used in six-month-old children. For children under
six months old, a case-by-case assessment should be
performed to determine the need for antihistamines
versus the risks.

PREGNANT AND LACTATING WOMEN
In principle, the same considerations described above
apply to pregnant and lactating women, although
none of the urticaria treatments have been studied
in clinical safety trials in pregnant women. Some
real-life studies allow the use of second-generation
antihistamines to be recommended, especially lorata-
dine, cetirizine, desloratadine and levocetirizine (28,
29). There are no studies available during lactation,
either; however, some real-life observations with lo-
ratadine, cetirizine and fexofenadine seem to indicate
a low risk for mothers and infants (30).
If a patient has chronic urticaria and is on second-gener-
ation antihistamines when she finds out she is pregnant, it
does not appear to be necessary to change the medication,
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Table 5. Conventional antihistamine doses.

Antihistamine Adults Children
Loratadine 10 mg/day 0.2 mg/kg/day
Cetirizine 10 mg/day 0.2 mg/kg/day
Levocetirizine 5 mg/day 0.1 mg/kg/day
Desloratadine 5 mg/day 0.1 mg/kg/day
Fexofenadine 180 mg/day 6 months to 2 years: 30 mg per day.
2 to 11 years: 30 mg twice a day.
Rupatadine 10 mg/day Children 2 to 11 years old (>25 kg): 5
mL/day
Children weighing =10 kg
and less than 25 kg: 2.5 mL/day
Bilastine 20 mg/day 6-11 years old with a body weight of at

least 20 kg
(4 mL of oral solution)

The daily dose is presented by age. Subject to availability in each country.

regardless of the one being used. However, if control is not
achieved and she requires a higher dose, we suggest chang-
ing to one of the previously mentioned drugs.

BARRIERS IDENTIFIED
The diagnosis and treatment of urticaria in children and
pregnant women causes concern. Early suspension of
treatment in an effort to reduce the risk of side effects
causes relapses and affects the patients’ quality of life.

SoLution
Real-life studies suggest that continuous treatment at
appropriate doses is secure and effective in managing
urticaria in special groups.

EMERGENCY CARE

Up to 20% of the initial care of patients with urticaria is
given in the emergency room, due to patients’ fear caused by
the sudden onset of the condition and their search for quick
care. During their stay in the emergency room, the patients
should be stratified, and the previously mentioned history
taken (Figure 1, Tables 2, 3 and 4). The treatment steps are
also the same (use of antihistamines as the first and second
line of treatment) (Table 5). If the patient has not begun
this treatment, administration of an H1 antagonist may be
started in the emergency room until the outpatient follow-
up, with referral to a primary care physician. If the patient
has been taking an antihistamine in a single dose, but has
not achieved adequate control, the dose can be raised, and a
referral made to primary care. The effect of the antihistamine
is generally seen within the first two hours, during which
the patient can be kept under observation, if the physician
deems it appropriate.

If the patient has already taken these steps and control has
not been achieved, or if there is a warning sign (respiratory
distress, mobility problems, etc.), after ruling out possible
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differential diagnoses which would require a specific treat-
ment (e.g., adrenaline for anaphylaxis), a short cycle (no
longer than five days) of a systemic steroid may be admin-
istered, adjusted to the patient’s weight, and priority referral
to an urticaria specialist should be considered.

BARRIERS IDENTIFIED

Many patients who have not received basic urticaria
treatment go to the emergency room because they
do not find rapid access to ambulatory care and/or
are afraid. Steroids tend to be administered in the
emergency room without appropriate patient strati-
fication, and sometimes patients are not referred for
outpatient monitoring.

SoLurion

Knowledge of the proper diagnosis and treatment
of urticaria will allow more effective management
in the emergency room and promote an appropriate
referral according to the severity of the condition.
The use of systemic steroids should be restricted to
patients who have not responded to the maximum
dose of antihistamines. If the condition is accompa-
nied by respiratory distress, other processes such as
anaphylaxis should be ruled out.

FoLLow-uP TESTS
FOR ACUTE URTICARIA
Due to its self-limiting nature, laboratory tests are not
usually needed, unless a differential diagnosis (infec-
tion, urticarial vasculitis, anaphylaxis) or causal agent
(e.g., infection, food or drug allergy) is suspected.

FOR CHRONIC URTICARIA

A complete blood count is recommended for all
patients, along with acute phase reactants, total
IgE and anti-TPO 1gG antibodies. However, they
are not indispensable in primary care and they may
be restricted to cases being managed by urticaria
specialists, who will interpret them according to
each patient’s context and complement them with
other tests, if needed. For example, for patients with
a strong suspicion of triggers such as foods, medica-
tions, physical stimuli, etc., referral to an allergist
is recommended for specialized confirmatory tests
(allergy skin tests, drug or food challenges, physical
urticaria tests) or to a dermatologist for a biopsy if
urticarial vasculitis is suspected.

BARRIERS IDENTIFIED
Patients with urticaria frequently undergo multiple
tests which generally do not provide information
leading to treatment changes. On the other hand, tests
which may be necessary to avoid unnecessary restric-
tions or for differential diagnosis are not performed.
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SoLution
It is important to stress that the diagnosis of urticaria
is eminently clinical. Tests should be performed only
when another diagnosis is suspected which needs to
be evaluated.

Discussion

The consensus identified various barriers which keep
the primary care physician from providing the proper treat-
ment to patients with urticaria. Specific recommendations
are provided for each of these barriers based on the inter-
national guidelines. Most of the barriers result from confu-
sion regarding how to make the diagnosis, when the patient
should be referred to a specialist, and the initial treatment
with antihistamines.

The application of the consensus could improve primary
care physicians’ skill in treating patients with urticaria and
avoid delays with unnecessary referrals or beginning inap-
propriate management such as food or drug restrictions
which usually have little impact on the disease.

The external validation performed by presenting the
document constructed by the panel to members of the various
participating societies confirmed that the identified barriers
had a significant negative impact on patient management.
There was also a positive reception regarding the feasibil-
ity of making the pertinent corrections with the proposed
solutions. External validation also allowed some specific
barriers to be identified, such as emergency room care or
consultations in special populations.

Acknowledgements
The authors would like to thank the physicians and specialists who contributed to
developing this consensus, as well as the participating societies. We would like to
thank NOVARTIS for their financing.

References

1. Zuberbier T, Abdul Latiff AH, Abuzakouk M, Aquilina S, Asero R, Baker
D, et al. The international EAACI/GA2LEN/EuroGuiDerm/APAAACI guideline
for the definition, classification, diagnosis, and management of urticaria. Allergy.
2022;77(3):734-66.

2. Sanchez J,Amaya E,Acevedo A, Celis A, Caraballo D, Cardona R. Prevalence
of Inducible Urticaria in Patients With Chronic Spontaneous Urticaria: Associated
Risk Factors. J Allergy Clin Immunol Pract. 2016.

3. Sanchez Jorge J, Sanchez A, Cardona R. Prevalence of drugs as triggers of
exacerbations in chronic urticaria. J Investig Allergol Clin Immunol. 2018:0.

4. Sanchez J, Sanchez A, Cardona R. Dietary Habits in Patients with Chronic
Spontaneous Urticaria: Evaluation of Food as Trigger of Symptoms Exacerbation.
Dermatol Res Pract. 2018; 6703052.

5. Kolkhir P, Pogorelov D, Darlenski R, Caminati M, Tanno LK, Le Pham D,
et al. Management of chronic spontaneous urticaria: a worldwide perspective.
World Allergy Organ J.2018;11(1):14.

6. Bernstein JA, Lang DM, Khan DA, Craig T, Dreyfus D, Hsieh F, et al. The
diagnosis and management of acute and chronic urticaria: 2014 update. J Allergy
Clin Immunol. 2014;133(5):1270-7.

7. TsabouriS,Arasi S, Beken B, Church MK, Alvaro-Lozano M, Caffarelli C, et
al. A European survey of management approaches in chronic urticaria in children:
EAACI pediatric urticaria taskforce. Pediatr Allergy Immunol.2022;33(1):e13674.

8. Magerl M, Altrichter S, Borzova E, Giménez-Arnau A, Grattan CE, Lawlor
F, et al. The definition, diagnostic testing, and management of chronic inducible
urticarias - The EAACI/GA(2) LEN/EDF/UNEV consensus recommendations
2016 update and revision. Allergy. 2016;71(6):780-802.

10

9. Sanchez J, Zakzuk J, Cardona R. Evaluation of a Guidelines-Based Approach
to the Treatment of Chronic Spontaneous Urticaria. J Allergy Clin Immunol Pract.
2018;6(1):177-82.¢l.

10.Maurer M, Houghton K, Costa C, Dabove F, Ensina LF, Giménez-Arnau A,
et al. Differences in chronic spontaneous urticaria between Europe and Central/
South America: results of the multi-center real world AWARE study. World Allergy
Organ J.2018;11(1):32.

11. Larenas-Linnemann D, Medina-Avalos MA, Ortega-Martell JA, Beirana-
Palencia AM, Rojo-Gutiérrez MI, Morales-Sianchez MA, et al. [Mexican
guidelines on the diagnosis and treatment of urticaria]. Rev Alerg Mex.2014;61
Suppl 2:S118-93.

12.Okoli C, D.Pawlowski S. The Delphi method as a research tool: an example,
design considerations and applications. 2004;42(1):15-29.

13.Schaefer P. Acute and Chronic Urticaria: Evaluation and Treatment. Am Fam
Physician. 2017;95(11):717-24.

14.Hawro T, Ohanyan T, Schoepke N, Metz M, Peveling-Oberhag A, Staubach
P, et al. The Urticaria Activity Score-Validity, Reliability, and Responsiveness. J
Allergy Clin Immunol Pract.2018;6(4):1185-90.el.

15.Hawro T, Ohanyan T, Schoepke N, Metz M, Peveling-Oberhag A, Staubach
P, et al. Comparison and interpretability of the available urticaria activity scores.
Allergy.2018;73(1):251-5.

16. Weller K, Groffik A, Church MK, Hawro T, Krause K, Metz M, et al.
Development and validation of the Urticaria Control Test: a patient-reported
outcome instrument for assessing urticaria control. J Allergy Clin Immunol.
2014;133(5):1365-72, 72 ¢1-6.

17. Garcia-Diez I, Curto-Barredo L, Weller K, Pujol RM, Maurer M, Giménez-
Arnau AM. Cross-Cultural Adaptation of the Urticaria Control Test From German
to Castilian Spanish. Actas Dermosifiliogr. 2015;106(9):746-52.

18.Lee N, Lee JD, Lee HY, Kang DR, Ye YM. Epidemiology of Chronic Urticaria
in Korea Using the Korean Health Insurance Database,2010-2014. Allergy Asthma
Immunol Res.2017;9(5):438-45.

19. Arik Yilmaz E, Karaatmaca B, Cetinkaya PG, Soyer O, Sekerel BE, Sahiner
UM. The persistence of chronic spontaneous urticaria in childhood is associated
with the urticaria activity score. Allergy Asthma Proc.2017;38(2):136-42.

20.Sanchez J,Amaya E,Acevedo A, Celis A, Caraballo D, Cardona R. Prevalence
of Inducible Urticaria in Patients with Chronic Spontaneous Urticaria: Associated
Risk Factors. J Allergy Clin Immunol Pract. 2017;5(2):464-70.

21.Dressler C, Werner RN, Eisert L, Zuberbier T, Nast A, Maurer M. Chronic
inducible urticaria: A systematic review of treatment options. J Allergy Clin Im-
munol.2018;141(5):1726-34.

22.Kontou-Fili K, Paleologos G, Herakleous M. Suppression of histamine-
induced skin reactions by loratadine and cetirizine diHCI. Eur J Clin Pharmacol.
1989;36(6):617-9.

23.Zuberbier T, Miinzberger C, Haustein U, Trippas E, Burtin B, Mariz SD, et
al. Double-blind crossover study of high-dose cetirizine in cholinergic urticaria.
Dermatology. 1996;193(4):324-7.

24. Wanderer AA, Grandel KE, Wasserman SI, Farr RS. Clinical characteristics
of cold-induced systemic reactions in acquired cold urticaria syndromes: recom-
mendations for prevention of this complication and a proposal for a diagnostic
classification of cold urticaria. J Allergy Clin Immunol. 1986;78(3 Pt 1):417-23.

25. Staevska M, Popov TA, Kralimarkova T, Lazarova C, Kraeva S, Popova D, et
al. The effectiveness of levocetirizine and desloratadine in up to 4 times conventional
doses in difficult-to-treat urticaria. J Allergy Clin Immunol. 2010;125(3):676-82.

26.Gupta S, Khalilieh S, Kantesaria B, Banfield C. Pharmacokinetics of des-
loratadine in children between 2 and 11 years of age. Br J Clin Pharmacol.
2007;63(5):534-40.

27.Meltzer EO, Scheinmann P, Rosado Pinto JE, Bachert C, Hedlin G, Wahn
U, et al. Safety and efficacy of oral fexofenadine in children with seasonal
allergic rhinitis--a pooled analysis of three studies. Pediatr Allergy Immunol.
2004;15(3):253-60.

28.Novak Z, Yaiez A, Kiss I, Kuna P, Tortajada-Girbés M, Valiente R, et al.
Safety and tolerability of bilastine 10 mg administered for 12 weeks in children
with allergic diseases. Pediatr Allergy Immunol. 2016;27(5):493-8.

29. Weber-Schoendorfer C, Schaefer C. The safety of cetirizine during pregnancy.
A prospective observational cohort study. Reprod Toxicol. 2008;26(1):19-23.
30.Powell RJ, Leech SC, Till S, Huber PA, Nasser SM, Clark AT. BSACI guide-

line for the management of chronic urticaria and angioedema. Clin Exp Allergy.

2015;45(3):547-65.
@. BY SA



