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Abstract
The terms control and remission and other key terms used in chronic urticaria (CU) such as flare-up, relapse, exacerbation, and recurrence
have not been fully defined in the literature. Disease monitoring and treatment goals in clinical practice are not well established. After
a qualitative appraisal of available evidence, we aimed to find a consensus definition of control and remission, clarify key terminology,
provide guidance on how to monitor the disease, and establish treatment goals in clinical practice. A modified Delphi consensus approach
was used. Based on a literature review, a scientific committee provided 137 statements addressing controversial definitions and terms,
available patient-reported outcomes (PROs), and recommendations on how to measure therapeutic objectives in CU. The questionnaire
was evaluated by 138 expert allergists and dermatologists. A consensus was reached on 105 out of the 137 proposed items (76.6%). The
experts agreed that complete control and remission of CU could be defined as the absence of signs or symptoms while on treatment and
in the absence of treatment, respectively. Consensus was not reached on the definition of other key terms such as flare-up, exacerbation,
and recurrence. The panel agreed that the objective of therapy in CU should be to achieve complete control. PROs that define the degree
of control (complete, good, partial, or absence) were established. An algorithm for disease assessment is provided. In conclusion, this work
offers consensus definitions and tools that may be useful in the management of patients with CU.
Key words: Chronic urticaria. Terminology as topic. Patient outcome assessment. Recurrence. Consensus.

Resumen
El concepto de control y remisión de la enfermedad, así como otros términos clave utilizados en la urticaria crónica (UC), como reagudización,
recaída, exacerbación o recurrencia, no están totalmente aclarados en la literatura. Tampoco está bien establecido el seguimiento de
la enfermedad y los objetivos del tratamiento en la práctica clínica. Tras una evaluación cualitativa de la evidencia, nos propusimos
encontrar una definición consensuada de control y remisión de la UC, aclarar terminología clave, proporcionar orientación sobre cómo
monitorizar la enfermedad y establecer objetivos de tratamiento en la práctica clínica. Para llegar a un consenso, se utilizó una técnica
Delphi modificada. Basándose en una revisión de la literatura, un comité científico elaboró 137 aseveraciones que abordaban definiciones
y términos controvertidos, el uso de Patient Reported Outcomes (PROs) y recomendaciones sobre cómo medir los objetivos terapéuticos en
la UC. El cuestionario fue evaluado por 138 alergólogos y dermatólogos expertos. Se alcanzó un consenso en 105 de las 137 aseveraciones
propuestas (76,6%). Los expertos estuvieron de acuerdo en que el control completo y la remisión de la CU podrían definirse como la
ausencia de signos o síntomas de la enfermedad mientras se está en tratamiento y en ausencia de tratamiento, respectivamente. No
se alcanzó un consenso sobre la definición de otros términos clave como reagudización, exacerbación o recurrencia. El panel estuvo de
acuerdo en que el objetivo terapéutico de la CU debe ser lograr un control completo. Se establecieron los PROs que definen el grado de
control de la CU (completo, bueno, parcial o ausencia de control). Además, se creó un algoritmo para la evaluación de la enfermedad.
En conclusión, este trabajo ofrece definiciones y herramientas de consenso que pueden ser útiles en el manejo de los pacientes con CU.
Palabras clave: Urticaria crónica. Terminología como asunto. Evaluación del resultado de la atención al paciente. Recurrencia. Consenso.
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Introduction
Chronic urticaria (CU) is a common condition that
markedly affects functioning and subjective well-being and
entails considerable costs for both patients and the health
system [1]. The point prevalence of CU, which is based on
coding reports in health systems from different countries,
ranges from 0.1% to around 1% globally [2]. CU affects mostly
young and middle-aged women and usually lasts for several
years (more than 1 year in 25%-75% of patients) [3]. Often,
more than 1 year is needed before effective management is
implemented [3].
The EAACI/GA2LEN/EuroGuiDerm/APAAACI
guidelines cover the definition and classification of urticaria [1].
However, the concepts of disease control and remission have
not been fully clarified by these and other guidelines [4-8],
and different definitions can be found in the literature [1,9-11].
While other key terms, such as flare-up, relapse, exacerbation,
and recurrence, are commonly used in the literature and in
clinical practice, there are no uniform criteria on their exact
meaning and to what extent they are interchangeable [12-15].
In addition, guidelines provide recommendations on the
use of patient-reported outcomes (PROs), but no precise
recommendations are given on the cut-off points that should
guide modifications to treatment [1,4-8,16-18].
In this work, we aimed to find a consensus definition of
control and remission in CU and clarify key terminology
related to relapse or recurrence. Additionally, we aimed to
provide guidance on how to monitor the disease and on how
to optimize the use of PROs in the decision-making process
during the clinical management of patients with CU.

Material and Methods
This project was based on a qualitative appraisal of
available scientific evidence and a consensus method (modified
Delphi) [19]. A scientific committee consisting of 10 experts
with recognized experience in the management of urticaria
was formed to lead the project. Details of the modified Delphi
methodology used to reach consensus are shown in Table S1.
In summary, after an exhaustive review of the literature and
discussion, the scientific committee generated 137 debatable
statements/items addressing the concept of control in CU and
recommendations on how to monitor disease activity and its
impact. The questionnaire was assessed online by 138 expert
allergists and dermatologists in 2 rounds.
Literature Search
The literature search focused on guidelines and reviews
addressing management and monitoring of CU. The search
was carried out on the web sites of the main allergology and
dermatology scientific societies as well as in the main guideline
repositories and in the PubMed database. In addition, a search
was performed in PubMed with the following terms: ("Chronic
Urticaria"[Mesh]) OR (Chronic Urticaria) AND (Control OR
Remission OR Recovery of Function OR Disease Activity OR
Urticaria Activity Score OR Urticaria Control Test). Guidelines
and reviews from the last 5 years and clinical studies from
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the last 10 years in Spanish or English were assessed. We
selected the articles that proposed definitions of control and
remission of CU or other terms, such as relapse, recurrence,
flare-up, or exacerbation. In addition, we selected guidelines
addressing disease monitoring, with emphasis on those that
provided guidance on the use of PROs. The literature search
was performed in July 2020. The details of the search are
shown in Table S2. The evidence was qualitatively reviewed,
summarized, and presented to the scientific committee to
identify the debatable items.

Results
The questionnaire contained 137 items divided into
3 blocks addressing controversial definitions and terms
in CU (Table S3), available and recommended PROs in
CU (Table S4), and recommendations on how to measure
therapeutic objectives in CU (Table S5). The questionnaire was
submitted to a panel of 147 experts, and 138 panelists responded
to both rounds of evaluation. After 2 rounds of evaluation, a
consensus was reached on 105 out of the 137 proposed items
(76.6%) (agreement in 100 and disagreement in 5). Consensus
was not reached on 32 items (Table S3-S5). No consensus was
reached for 7 out of 8 items related to the best term to define
reappearance of symptoms in an asymptomatic CU patient
with or without treatment (Table S3). Key terms used in CU
that need clarification and only 1 definition are summarized
in Table 1.
The Figure shows an algorithm for assessment of CU that
summarizes the consensus on recommended PROs and tools
to assess disease activity and control and quality of life (QOL)
in clinical practice and when to use them. This algorithm
includes consensus items from block II (Table S4). Table 2
Table 1. Key Terms in Chronic Urticaria Requiring Clarification and a
Single Definition
The best term to define the total absence of signs or symptoms
of the disease when on treatment
• Controla
The best term to define the total absence of signs or symptoms
of the disease in the absence of treatment
• Remissiona
The term proposed to define the reappearance of symptoms
in an asymptomatic CU patient while on treatment (no
consensus).
• Flare-up
• Break-out
• Exacerbation
The best term to define the reappearance of symptoms in an
asymptomatic CU patient in the absence of treatment:
• Relapsea,b
• Recurrence
• Recidivate
Abbreviation: CU, chronic urticaria.
a
Terms for which consensus was reached.
b
The panel reached a consensus on the term “relapse” as “recidiva”
in Spanish.
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CU assessment
Quality of life

Activity and/or control
CSU

– UAS7 once a day
– UCT
– Validated control scales
(UCT) and disease
activity (UAS) together
with visual analog scale
for pruritus and hives

Additionally, in CSU with
frequent angioedema
attacks (regardless of
the concomitant presence
of hives and pruritus)

CINDU

– UCT
– Thresholds of provocation
tests (eg, TempTest,
dermographism)

–
–
–
–

DLQI
CU-Q2oL
AE-QoL (if angioedema is present)
Active assessment of:
- Sleep quality
- Mood
- Quality of personal interactions
- Performance at work and school

– AAS7/AAS28
– Number of angioedema
episodes in a month
– AECT

Measure disease activity, control, and QOL with at least 1 PRO:
– During the first visit
– During each visit when there is active disease (in the cases of QOL when there is moderate or severe active disease)
– Before starting a new treatment
– After a change or modification in treatment
– When there is worsening of symptoms
– On a routine basis (not in the case of QOL)
Figure. Algorithm for chronic assessment of urticaria. AAS indicates Angioedema Activity Score; AECT, Angioedema Control Test; AE-QoL, Angioedema
Quality of Life Questionnaire; CINDU, Chronic inducible urticaria; CSU, chronic spontaneous urticaria; CU, chronic urticaria; CU-Q2oL, Chronic Urticaria
and Quality of Life Questionnaire; DLQI, Dermatology Life Quality Index; PRO, patient-reported outcome; QOL, Quality of life; UAS, Urticaria Activity
Score; UCT, Urticaria Control Test.

summarizes definitions of control of CU (complete, good,
partial, or absence), PROs that define this degree of control,
time to confirm the degree of control in a patient treated with
biological or immunomodulatory therapy, and management
recommendations. The table includes mostly consensus items
from block III (Table S5) and some consensus items from
block I related to the definition of disease control (Table S3).

Discussion
In this article, we review the concepts of disease control
and remission, as well as other key terms used in CU, and
evaluated guidelines and reviews addressing monitoring
and treatment goals in clinical practice. A panel of allergists/
allergologists and dermatologists with extensive experience
in the management of CU reached a consensus on the
definition of control and remission. In addition, the experts
reached a consensus on aspects related to the assessment and
management of CU and provided insights on how to monitor
and manage the disease according to activity.
Key Terms Used in CU That Require Clarification
Despite the fact that the definition of CU is well
established [1,16], it is surprising that there is no agreed
definition in the literature of key terms such as control and
© 2022 Esmon Publicidad

remission, which are sometimes considered interchangeable in
the literature [9]. This lack of consensus on terminology occurs
in other fields of medicine, such as rheumatic diseases [20].
In clinical trials, symptom control and remission have
been defined as an Urticaria Activity Score 7 (UAS7)
of 0 while on treatment [9], although other definitions can be
found, for example, “not being diagnosed with urticaria for at
least 1 year during follow-up” [10] or “if a patient with CU
never utilized medical services to treat urticaria for ≥365 days,
even after using all the prescribed urticaria medicines” [11].
Similarly, the definition of control is not homogeneous in
the literature [21-24]. Our panel agreed that the definition
of these 2 concepts is not clear in the literature and reached
a consensus on their definitions. The panel considered that
the concepts of control and remission are different: control
refers to patients without signs or symptoms of CU when on
treatment, and remission refers to patients without signs or
symptoms of CU when not on treatment. Accordingly, the
panel agreed that complete control of CU could be defined as
the absence of signs or symptoms of disease while the patient
is receiving treatment for it, and remission can be defined as
the total absence of signs or symptoms when the patient is
not receiving treatment. In addition, there was agreement on
a definition of good control, partial control, and absence of
control, based mainly on the intensity of symptoms or signs
while on treatment, always taking into account the assessment
J Investig Allergol Clin Immunol 2022; Vol. 32(4): 261-269
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of the clinical condition by both the treating physician and
the patient (Table 2).
Recurrence and relapse are interpreted differently in
the literature. In clinical trials with omalizumab in chronic
spontaneous urticaria (CSU), relapse has been defined as
UAS7 ≥16 after symptom control and withdrawal of initial
therapy [14]. However, relapse has also been considered to be
the reappearance of CSU symptoms in complete responders and
an increase in the UAS7 score compared with the value at the
end of treatment with omalizumab in partial responders [15].

In other studies, CU recurring at least 6 months after cessation
of effective therapy and disappearance of prior CU symptoms
is referred to as recurrent CU instead of relapse [13]. In
addition, in the Medical Subject Headings (MeSH) thesaurus
(the National Library of Medicine's controlled vocabulary
thesaurus used for indexing articles for the MEDLINE/PubMed
database), the term recurrence is defined as the return of a sign,
symptom, or disease after remission and includes the terms
recrudescence and relapse [25]. The panelists were requested
to agree on the differences between relapse, recurrence, and

Table 2. Definitions of Control of Chronic Urticaria and Recommendations on Management
Complete control

Good control

Definition

Absence of signs or symptoms
of the disease while the patient is
receiving treatment for it.

Decrease in symptoms or signs Decrease in the intensity of the
with treatment at an appropriate symptoms or signs of the disease
with treatment, but without reaching
level as judged by both the
an adequate level according to the
physician and the patient.
opinion of the physician and the
patient and without achieving a
normal quality of life.

Partial control

Absence of control

PROs that define
the degree of
control in clinical
practicea

– UAS7 = 0 (does not apply in – UAS7 1-6 (does not
apply in CINDU or
CINDU or angioedema).
angioedema).
– UCT = 16.
– UCT ≥12.
– Absence of angioedema
– Presence of angioedema
(ASS7 or ASS28 = 0) if
(ASS7 or ASS28 >0)
there is a previous history of
that does NOT interfere
angioedema.
with normal activity or
– Optimal quality of life (eg,
does NOT have a high/
DLQI = 0-1).
significant impact on
quality of life (if there
is a previous history of
angioedema).
– Good quality of life (eg,
DLQI = 2-5).

Absence of evident
positive changes
in the symptoms
and quality of life
of the patient after
starting treatment
(taking into account
the evaluation of the
clinical condition
made by the treating
physician and the
assessment made by
the patient).

– Despite observing some
clinical improvement, the
patient continues with active
disease by maintaining:
- UAS7 >6 (does not apply
in CINDU or angioedema).
- UCT <12.
- Presence of angioedema
(ASS7 or ASS28 >0) that
interferes with normal
activity or has a significant
impact on quality of life (if
there is a previous history
of angioedema).
- A significant impact on
quality of life (eg, DLQI
>5).

No specific
percentage or
threshold of any
PROs that serves to
definitively define
the absence of a
response.

Time to confirm
2 wk
the degree of
control in a patient
with standard-dose
second-generation
H1-antihistaminesb

2 wk

2 wk

2 wk

Time to confirm
4 wk
the degree of
control in a patient
with up to 4-fold
standard-dose
second-generation
H1-antihistamineb

4 wk

4 wk

4 wk

Time to confirm
3-6 mo
the degree of
control in a
patient receiving
biological therapyb

3-6 mo

3-6 mo

6 mo

(continuation)
J Investig Allergol Clin Immunol 2022; Vol. 32(4): 261-269
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Table 2. Definitions of Control of Chronic Urticaria and Recommendations on Management (continued)
Complete control

Good control

Partial control

A modification of the dosage
– A modification of the
regimen or change in treatment is
dosage regimen or
dosage regimen or change in
recommended
change in treatment is
treatment is recommended if
recommended:
there is a treatment-related
- When the patient
adverse event.
has achieved a good
– If a decrease in the dosage
response to treatment
regimen of a well-tolerated
(but not a complete
treatment in a patient with
response), and more
a complete response is
effective therapeutic
desired, it is recommended
alternatives are
to lower the dosage regimen
available.
when the patient presents
- Or there is a treatmenta complete response for
related adverse event
≥3-6 mo.
– If a well-tolerated treatment – It is not recommended to
withdraw the treatment
is to be withdrawn in a
or lower the treatment
patient with a complete
dosage in a patient who
response, it is recommended
has a good response (but
to withdraw it when the
not a complete response)
patient presents a complete
and the treatment is well
response for ≥6 mo
tolerated.

Recommendations – A modification of the

Absence of control
A modification of the
dosage regimen or
change in treatment
is recommended

Abbreviations: AAS, Angioedema Activity Score; CINDU, chronic inducible urticaria; CU, chronic urticaria; DLQI, Dermatology Life Quality Index; UAS,
Urticaria Activity Score; UCT, Urticaria Control Test.
a
To assess the degree of control (complete control, good control, or partial control), it is recommended to use a validated questionnaire and
complement it with an assessment by the treating physician, taking into account the patient’s own assessment of his/her clinical condition as well.
b
Scientific committee recommendation not specifically addressed in the questionnaire.

other, related terminology such as flare-up and exacerbation.
The questionnaire was provided in Spanish; therefore, the
conclusions cannot be directly transposed into English. The
panel did not reach an agreement on the best term to define
the reappearance of symptoms in an asymptomatic CU
patient on treatment. The term with the highest degree of
consensus (very close to agreement) is flare-up (“brote” in
Spanish), with a greater degree of consensus than exacerbation
(“exacerbación” in Spanish). In the MeSH thesaurus, symptom
flare-up is defined as a transient exacerbation of symptoms
of an existing disease or condition [26], which is in line with
our panel consensus. On the other hand, the panel agreed that
the best term to define the reappearance of symptoms in an
asymptomatic CU patient in the absence of treatment is relapse
(“recidiva” in Spanish), rather than recurrence (“recurrencia”
in Spanish). In conclusion, we propose to use the terms relapse
and flare-up (rather than exacerbation or recurrence) to describe
the reappearance of symptoms in an asymptomatic CU patient
in the absence of treatment or while on treatment, respectively.
However, a consensus model specifically designed in English
would be necessary to make this recommendation applicable
to the English-language literature.
CU Monitoring
Regarding the use of PROs, the panel agreed that there
is a need to define which PROs are most indicated for use in
daily clinical practice or whether there are specific situations
where one can be used instead of another. Guidelines are
© 2022 Esmon Publicidad

not consistent on which PROs should apply to CU patients
or on when they should be applied in the course of the
disease [1,4,5,16,27,28].
In line with the EAACI/GA2LEN/EuroGuiDerm/
APAAACI guidelines [1], the panel agreed that in daily
clinical practice, it is advisable to use PROs to help
measure CU activity, the degree of CU control, and the
QOL of patients with CU. Besides, the EAACI/GA2LEN/
EuroGuiDerm/APAAACI guidelines suggest using the
UAS7 and the Angioedema Activity Score (AAS) to assess
disease activity, the Urticaria Control Test (UCT) to assess
disease control, and the Chronic Urticaria Quality of Life
Questionnaire (CU-Q2oL) and Angioedema Quality of Life
Questionnaire (AE-QoL) to assess impairment of QOL in
patients with CSU [1]. The panel’s agreements are generally
in line with these recommendations, although they added
recommendations for assessment of chronic inducible
urticaria (CINDU) based on assessment of thresholds with
specific diagnostic tests (Figure). Considering the agreed
items on the use of PROs, the scientific committee designed
an algorithm that summarizes the consensus on recommended
PROs and tools to assess disease activity, disease control, and
QOL and when to use them (Figure). This algorithm can be
a simple and useful tool in clinical practice when caring for
a patient with CU.
In general, the panel agreed that it is advisable to measure
the activity and control of CU using PROs on a routine basis.
Conversely, there was no consensus on the need to measure
QOL routinely. This difference may be explained by the
J Investig Allergol Clin Immunol 2022; Vol. 32(4): 261-269
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fact that tools used to measure QOL are time-consuming
and difficult to administer in clinical practice, where time is
limited. In addition, the activity of CU is usually associated
with impairment of QOL [18,29], and the panel might have
considered that measuring QOL is somewhat redundant
and that it may be better to prioritize monitoring of disease
activity and control. On the other hand, the EAACI/GA2LEN/
EuroGuiDerm/APAAACI guidelines recommend that patients
with CU should be assessed for disease activity, impact, and
control at every visit [1]. Our panel recommended assessments
at specific points during the course of the disease (Figure 1)
and on a regular basis rather than at every visit. Again, the
panel tends toward a more practical, down-to-earth point of
view than the guidelines.
Therapeutic Goals
Considering the objectives of therapy for CU, the panel
reached a consensus on a key point that may guide the decisionmaking process when managing CU patients, namely, the
therapeutic objective of CU should be to achieve complete
control of the disease. The panel also considered that if
complete control is not achieved after treatment alternatives
have been exhausted, the therapeutic objective should be good
control, that is, minimum disease activity. Partial control is
not an optimal therapeutic goal. The panelists agreed on the
thresholds recommended in the PROs to define complete
and good or partial control of CU in clinical practice. This
definition of control based on PROs may be more useful in
clinical practice than the broad definition agreed previously in
block I. The definitions of control from these 2 perspectives are
presented in Table 2, which also shows the consensus on the
timeframe needed to confirm the degree of control in a patient
on treatment. The scientific committee considered that this
timeframe applies only for biological therapy and agreed that
the time required to confirm the degree of control in a patient
with standard-dose and up to 4-fold standard-dose secondgeneration H1-antihistamines is shorter, ie, 2 and 4 weeks,
respectively (Table 2). The panel defined absence of response
as the absence of evident positive changes in the patient’s
symptoms and QOL after starting treatment, as assessed by
both the treating physician and the patient. The recommended
duration of absence of response to confirm a treated patient as
a nonresponder is 6 months. Again, the scientific committee
considered that this time applies only to the biological therapy
available for CU. The panel also agreed that there is not yet
a specific percentage or threshold of any PROs that serves
to define the absence of a response; therefore, a specific
percentage or threshold of some PROs must be determined
to define absence of response. Finally, the panel considered
6 months to be the recommended duration of the absence of
signs and symptoms of CU to confirm that a patient without
treatment is in remission.
In relation to QOL (regardless of activity and/or level of
disease control), the panel considered it necessary to administer
a QOL questionnaire (eg, DLQI, CU-Q2oL) to actively
investigate sleep quality, mood, quality of personal interactions
(family, friends, sexual and emotional life), and performance
at work or school. These PROs and tools were added to the
Figure to make them easier to remember.
J Investig Allergol Clin Immunol 2022; Vol. 32(4): 261-269
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Finally, the panelists agreed to modify the dosage regimen
or change treatment, mainly in 3 situations: when the patient
does not respond to treatment; when he/she presents a partial
or a good response to treatment (but not a complete response)
and more effective therapeutic alternatives are available; or
when he/she has achieved a good or a complete response to
treatment but there is a treatment-related adverse event. The
scientific committee summarized these consensus items as
recommendations in Table 1.
Our study is subject to a series of limitations, most of
them related to the Delphi design, which prevented us from
including the individual opinions of the panelists or discussing
the statements in detail. In addition, since the questionnaire
was designed by a limited number of experts, some issues may
be overlooked. The panel selection is another limitation of the
Delphi methodology. However, the panelists were carefully
selected, and we believe that their expertise is undoubted and
that their opinion reflects the predominant opinion among other
experts in this field. The possible influence of the scientific
committee on the results is limited, since they did not take part
in the voting process. Furthermore, given that the questionnaire
was designed in Spanish, recommendations on terminology are
not directly transposable into English. Nevertheless, this local
initiative may guide future international consensus focusing
on these inconsistencies in terminology.

Conclusions and Recommendations
In conclusion, we propose a consensus definition of control
and remission of CU and clarify other key terminology issues.
Additionally, we provide insights on how to monitor and
manage CU according to disease activity, emphasizing that
the therapeutic objective should be complete disease control.
Gathering together consensus items, the scientific committee
developed an algorithm and a table that might prove useful in
clinical practice for optimizing the decision-making process
during the clinical management of patients with CU. Based
on the consensus items, the scientific committee proposed the
following main recommendations:
– Complete control of CU should be defined as the absence
of signs or symptoms of disease while the patient is
receiving treatment for it; remission can be defined as
the total absence of disease signs or symptoms in the
absence of treatment.
– The term relapse (rather than exacerbation) should be
used to describe the reappearance of symptoms in an
asymptomatic CU patient in the absence of treatment.
– The term flare-up (rather than recurrence) should be
used to describe the reappearance of symptoms in an
asymptomatic CU patient while on treatment.
– In daily clinical practice, it is advisable to use at
least 1 PRO to help measure the activity of CU, the
degree of control, and patients’ QOL. An algorithm is
proposed to help clinicians follow this recommendation.
– Complete control of CU in clinical practice may be
defined as:
- UAS7 = 0 (does not apply in CINDU or angioedema).
- UCT = 16.
- Absence of angioedema (ASS7 or ASS28 = 0) if there
is a previous history of angioedema.
© 2022 Esmon Publicidad
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- Optimal QOL (eg, DLQI = 0-1).
– Good control of CU in clinical practice may be defined
as:
- UAS7 1-6 (does not apply in CINDU or angioedema).
- UCT ≥12.
- Presence of angioedema (ASS7 or ASS28 >0) that
does NOT interfere with normal activity or does NOT
have a high/significant impact on QOL (if there was a
previous history of angioedema).
- Good QOL (eg, DLQI = 2-5).
– Partial control of CU in clinical practice may be defined
as follows:
- Despite observing some clinical improvement, the
patient continues with active disease by maintaining:
- UAS7 >6 (does not apply in CINDU or angioedema).
- UCT <12.
- Presence of angioedema (ASS7 or ASS28 >0) that
interferes with normal activity or has a significant
impact on QOL (if there is a previous history of
angioedema).
- A significant impact on QOL (eg, DLQI >5).
– The time necessary to confirm the degree of complete,
good, or partial control in a patient receiving biological
therapy is 3-6 months.
– The therapeutic objective of CU should be to achieve
complete control of the disease. If complete control
is not achieved after treatment alternatives have been
exhausted, the therapeutic objective should be good
control, with every attempt made to accomplish
minimum disease activity. Partial control is not an
optimal therapeutic goal.
Further studies to determine whether these tools and
recommendations are useful in clinical practice and how they
may improve clinical practice are warranted.

267

Navarro, Yovana García Villamuza, María Elena Gatica,
Yolanda Gilaberte, Elena Godoy, Enrique Gomez de la Fuente,
Sara Gómez Armayones, Eloina González, Teresa González,
Antonio Guilabert Vidal, Carlos Hernández-Montoya, Pilar
Iriarte, David Jiménez de Gallo, Alejandro Joral, Marc Juliá,
Maria Ángeles Lara-Jiménez, Juanjo Liñana, Susana Lizarza,
Ramon Lleonart, Raquel López, Angel López, Jose Damian
López, Pilar Manrique, Lluis Marques Amat, María Dolores
Martínez Antón, Eliseo Martínez García, José Manuel Mascaró
Galy, Ángela Meijide, Gemma Melé Ninot, Gemma Mencía,
Jorge Mendez, Pedro Mercader, Juan Carlos Miralles, Javier
Montoro, Álvaro Moreno, Rocío Muñoz, Francisco Muñoz
Bellido, Jose Antonio Navarro, Francisco Navarro Triviño,
Mercedes Otero, Maria Antonia Pastor Nieto, Javier Pedraz,
Jose Juan Pereyra-Rodríguez, Berta Perez Tato, Reyes
Pérez, Cristina Pindado, Nieves Prior, Dolores Quiñones,
Juan Antonio Ratón, Sheila Requena, Paula Ribó, Fernando
Rodríguez, Marta Rodríguez Cabreros, Ana Rodríguez,
Mercedes Rodríguez, Ana Rosado, Inmaculada Ruiz, Ricardo
Ruiz-Villaverde, David Saceda Corralo, Anna Sala Cunill,
María Salazar Nievas, Isabel Sánchez Matas, Araceli Sánchez,
Begoña Sánchez Albisúa, Cesárea Sánchez Hernández, José
María Sánchez Motilla, Veronica Sanmartin Novell, Virginia
Sanz, Luca Schneller, Esther Serra Baldrich, Pilar Soro, Teresa
Soto, Jorge Luis Spertino, Ana Tabar, Fernando Toledo, José
Ignacio Torné Gutiérrez, Fatima Tous, Teresa Usero, Luis
Miguel Valladares, José María Vega Chicote, Beatriz Veleiro,
Laura Vergara de la Campa, Violeta Zaragoza.
The authors thank Dr Pablo Rivas on behalf of Springer
Healthcare for providing medical writing and editorial
support, as well as for coordinating the Delphi Panel, which
was funded by Novartis Pharmaceuticals in accordance with
Good Publication Practice guidelines (GPP3) (http://www.
ismpp.org/gpp3).
Funding

Acknowledgments
The Urticaria Study Group includes the following
members: Sara Acero, Pilar Alba, Manuel Alcantara Villar,
Sara Alcantara-Luna, Sofía Alonso, Alba Álvarez Abella,
Mónica Antón, Ascensión Aranzábal, José Carlos Armario
Hita, Miquel Armengot, Margarita Armisén, Dulce Arranz
Sanchez, María Luisa Baeza, Carola Baliu Pique, Juan
María Beitia, Laura Berbegal, Marta Bergón, Ana Beristain,
Gonzalo Bernaola, Maria Isabel Bielsa Marsol, Ángel Blasco,
Montserrat Bonfill Orti, Maite Caballero, Charo Cabañas,
Natalia Hernandez Cano, Javier Cañueto, Alfonso Carreño,
Rodolfo Castillo Sainz, Iván Cervigón González, Stefan
Cimbollek, Susana Córdoba Guijarro, Laia Curto Barredo,
Carmen D'Amelio, Daniel de la Mano, Leticia de las Vecillas,
Diego de Argila, Maria Pilar de Pablo Martin, María del
Mar Guilarte Clavero, Nathalie Depreux Niño, Miguel Diaz,
Carmen Díaz Donado, Carme Díaz, Marta Elosua González,
Vicente Exposito Serrano, Beatriz Fernandez Parra, Natalia
Fernandez, Juan Fernández Madera, José Fernández, Anna
Ferrer, Ignasi Figueras Nart, Victoria Fuentelsaz, Manuel
Galán-Gutiérrez, Pedro Galindo Bonilla, José María García
Ruiz de Morales, Jose Luis García Abujeta, Javier García
© 2022 Esmon Publicidad

Novartis Pharmaceuticals provided funding for this
work. The sponsor had no role in the design, the analysis and
interpretation of the data, the wording of the article, or the
decision to submit the article for publication.
Conflicts of Interest
Ana M Giménez Arnau: Medical Advisor for Uriach
Pharma, Genentech, Novartis, FAES, GSK, Sanofi–Regeneron,
Amgen, Thermo Fisher Scientific, Almirall. Research grants
supported by Uriach Pharma, Novartis. Grants from Instituto
Carlos III FEDER. Educational activities for Uriach Pharma,
Novartis, Genentech, Menarini, LEO PHARMA, GSK, MSD,
Almirall, Sanofi-Regeneron, and Avene
Ignacio Jáuregui: Served as a consultant and/or received
speaking fees at educational events from Novartis, SanofiGenzyme, AbbVie, and Leti Pharma. Congress fees
from Menarini. Participation as principal investigator in
observational trials sponsored by Novartis.
Juan Francisco Silvestre Salvador: Served as a consultant
and/or received speaking fees at educational events for AbbVie,
Eli Lilly, Galderma, Leo Pharma, Novartis, Pfizer, Regeneron,
and Sanofi-Genzyme.
J Investig Allergol Clin Immunol 2022; Vol. 32(4): 261-269
doi: 10.18176/jiaci.0820

268

Giménez-Arnau AM, et al.

Antonio Valero: No conflicts of interest.
Marta Ferrer: Speaker, advisory board member, and/or
investigator for Genentech, Novartis, Sanofi, Menarini, Uriach,
FAES, and MSD. Grants from GSK and Novartis.
Joaquin Sastre: Consultant to Thermo Fisher, MEDA,
Novartis, Sanofi, Leti, Faes Farma, Mundipharma, and GSK.
Lecture fees from Novartis, GSK, Stallergenes, Leti, and
Faes Farma. Grant support for research from Thermo Fisher,
Sanofi, and ALK.
Francisco Javier Ortiz de Frutos: Consultant to Novartis,
Astellas, Uriach, Sanofi, GSK, Pfizer, AbbVie, Lilly, and Leo.
Speaker for Leo, BDF, Astellas, Novartis, MSD, and Sanofi.
Moisés Labrador-Horrillo: Consultant to and speaking fees
at educational events from Novartis. Principal investigator in
clinical trials sponsored by Novartis, Astellas, Bayer, Sanofi,
Leo, Lilly, Pfizer, and AbbVie. Grant support from Isdin,
Menarini, Astellas, Novartis, MSD, Sanofi, Leti, and Leo.
Joan Bartra: Consultant to and/or speaking fees at
educational events from Novartis and Leti Pharma.
Javier Miquel Miquel: Consultant to and/or speaking fees
at educational events from Sanofi-Genzyme, AbbVie, Novartis,
Leo Pharma, UCB, and Janssen. Principal investigator in
clinical trials sponsored by AbbVie and Novartis.

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. Sánchez-Borges M, Ansotegui IJ, Baiardini I, Bernstein J,
Canonica GW, Ebisawa M, et al. The challenges of chronic
urticaria part 1: Epidemiology, immunopathogenesis,
comorbidities, quality of life, and management. World Allergy
Organ J. 2021;14(6):100533.
3. Gonçalo M, Gimenéz-Arnau A, Al-Ahmad M, Ben-Shoshan
M, Bernstein JA, Ensina LF, et al. The global burden of
chronic urticaria for the patient and society. Br J Dermatol.
2021;184(2):226-36.
4. Powell RJ, Leech SC, Till S, Huber PAJ, Nasser SM, Clark AT, et
al. BSACI guideline for the management of chronic urticaria
and angioedema. Clin Exp Allergy. 2015;45(3):547-65.
5. Nettis E, Foti C, Ambrifi M, Baiardini I, Bianchi L, Borghi A,
et al. Urticaria: recommendations from the Italian Society of
Allergology, Asthma and Clinical Immunology and the Italian
Society of Allergological, Occupational and Environmental
Dermatology. Clin Mol Allergy. 2020;18:8.
6. Ruiz-Villaverde R, Moreno-Ramírez D, Galán-Gutierrez M, de
Troya M, Reyes-Alcázar V, Alcalde M, et al. Clinical Pathway
for Patients with Acute or Chronic Urticaria: A Consensus
Statement of the Andalusian Section of the Spanish Academy
of Dermatology and Venereology (AEDV). Actas Dermosifiliogr.
2016;107(6):482-8.
7. Shahzad Mustafa S, Sánchez-Borges M. Chronic Urticaria:
Comparisons of US, European, and Asian Guidelines. Curr
Allergy Asthma Rep. 2018;18(7):36.
8. Zuberbier T, Bernstein JA. A Comparison of the United States
and International Perspective on Chronic Urticaria Guidelines.
J Allergy Clin Immunol Pract. 2018;6(4):1144-51.
J Investig Allergol Clin Immunol 2022; Vol. 32(4): 261-269
doi: 10.18176/jiaci.0820

9. Lima H, Gooderham M, Dutz J, Lynde C, Chapdelaine H, Ellis
A, et al. Management of chronic spontaneous urticaria (CSU):
a treat to target approach using a patient reported outcome.
Allergy Asthma Clin Immunol. 2017;13:38.
10. Kim YS, Park SH, Han K, Lee JH, Kim NI, Roh JY, et al. Clinical
Course of Chronic Spontaneous Urticaria in the Korean Adult
Population. Allergy Asthma Immunol Res. 2018;10(1):83-7.
11. Eun SJ, Lee JY, Kim D-Y, Yoon H-S. Natural course of newonset urticaria: Results of a 10-year follow-up, nationwide,
population-based study. Allergol Int. 2019;68(1):52-8.
12. Melé-Ninot G, Serra-Baldrich E, Curto-Barredo L, FiguerasNart I, Spertino J, Expósito-Serrano V, et al. Definition of
Recurrent Chronic Spontaneous Urticaria. Acta Derm Venereol.
2020;100(16):adv00267.
13. Kim JK, Har D, Brown LS, Khan DA. Recurrence of Chronic
Urticaria: Incidence and Associated Factors. J Allergy Clin
Immunol Pract. 2018;6(2):582-5.
14. Sussman G, Hébert J, Gulliver W, Lynde C, Yang WH, Papp K,
et al. Omalizumab Re-Treatment and Step-Up in Patients with
Chronic Spontaneous Urticaria: OPTIMA Trial. J Allergy Clin
Immunol Pract. 2020;8(7):2372-8.e5.
15. Marzano AV, Genovese G, Casazza G, Fierro MT, Dapavo P,
Crimi N, et al. Predictors of response to omalizumab and
relapse in chronic spontaneous urticaria: a study of 470
patients. J Eur Acad Dermatol Venereol. 2019;33(5):91824.
16. 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.
17. 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, 1372.
e1-6.
18. Stull D, McBride D, Tian H, Gimenez Arnau A, Maurer M,
Marsland A, et al. Analysis of disease activity categories
in chronic spontaneous/idiopathic urticaria. Br J Dermatol.
2017;177(4):1093-101.
19. The RAND/UCLA Appropriateness Method User’s Manual
| RAND [Internet]. [Accessed 2013 Jan 16]; Available from:
http://www.rand.org/pubs/monograph_reports/MR1269.html
20. Dejaco C, Duftner C, Cimmino MA, Dasgupta B, Salvarani
C, Crowson CS, et al. Definition of remission and relapse
in polymyalgia rheumatica: data from a literature search
compared with a Delphi-based expert consensus. Ann Rheum
Dis. 2011;70(3):447-53.
21. Alcántara Villar M, Armario Hita JC, Cimbollek S, Fernández
Ballesteros MD, Galán Gutiérrez M, Hernández Montoya
C, et al. A Review of the Latest Recommendations on the
Management of Chronic Urticaria: A Multidisciplinary
Consensus Statement from Andalusia, Spain. Actas
Dermosifiliogr. 2020;111(3):222-8.
22. Spertino J, Curto Barredo L, Rozas Muñoz E, Figueras Nart
I, Gimenez Arnau A, Serra Baldrich E, et al. Algoritmo de
tratamiento con omalizumab en urticaria crónica espontánea.
Actas Dermosifiliogr. 2018;109(9):771-6.
23. Ferrer M, Boccon-Gibod I, Gonçalo M, İnalöz HS, Knulst
A, Lapeere H, et al. Expert opinion: defining response to
© 2022 Esmon Publicidad

Defining Control and Remission in CU

24.

25.
26.
27.

omalizumab in patients with chronic spontaneous urticaria.
Eur J Dermatol. 2017;27(5):455-63.
Giménez Arnau AM, Valero Santiago A, Bartra Tomás J,
Jáuregui Presa I, Labrador Horrillo M, Miquel Miquel FJ, et al.
Therapeutic Strategy According to Differences in Response to
Omalizumab in Patients With Chronic Spontaneous Urticaria.
J Investig Allergol Clin Immunol. 2019;29(5):338-48.
Recurrence - MeSH - NCBI [Internet]. [Accessed 2021
Oct 16]; Available from: https://www.ncbi.nlm.nih.gov/
mesh/68012008
Symptom Flare Up - MeSH - NCBI [Internet]. [Accessed
2021 Oct 16]; Available from: https://www.ncbi.nlm.nih.gov/
mesh/?term=flare+up
Criado PR, Maruta CW, Alchorne A de O de A, Ramos AMC,
Gontijo B, Santos JBD, et al. Consensus on the diagnostic and
therapeutic management of chronic spontaneous urticaria in
adults - Brazilian Society of Dermatology. An Bras Dermatol.
2019;94(2 Suppl 1):56-66.

© 2022 Esmon Publicidad

269

28. Fine LM, Bernstein JA. Urticaria Guidelines: Consensus and
Controversies in the European and American Guidelines. Curr
Allergy Asthma Rep. 2015;15(6):30.
29. Maurer M, Eyerich K, Eyerich S, Ferrer M, Gutermuth J,
Hartmann K, et al. Urticaria: Collegium Internationale
Allergologicum (CIA) Update 2020. Int Arch Allergy Immunol.
2020;181(5):321-33.
Manuscript received March 1, 2022; accepted for
publication May 2, 2022.

Antonio Valero
Allergy Department
Hospital Clínic, IDIBAPS
Barcelona Spain
E-mail: VALERO@clinic.cat

J Investig Allergol Clin Immunol 2022; Vol. 32(4): 261-269
doi: 10.18176/jiaci.0820

