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ABSTRACT

Introduction: Chronic spontaneous urti-
caria (CSU) is characterized by itchy wheals/
hives and/or angioedema lasting longer than 6
weeks. Herein, we describe patients’ perspectives
from the global Urticaria Voices study reporting
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treatment patterns, disease burden, treatment
satisfaction, and expectations.

Methods: This global, cross-sectional online
survey was conducted from February to Septem-
ber 2022 in patients with CSU. Eligible patients
had a self-reported clinician-provided diagnosis
of CSU. Data were analyzed descriptively and
reported as percentages (n/N), means (standard
deviation [SD]), or 95% confidence intervals.
Results: Overall, 582 patients with CSU were
included in this analysis (62% women; mean
[SD] age: 42.0 [11.9] years). At the time of the
survey, patients reported taking 2.9 (2.6) con-
comitant therapies; most patients (79%) were
prescribed H1-antihistamines (H1-AH), of which
42% took first-generation H1-AH and 52% took
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second-generation H1-AH. Since the initiation of
their first prescribed treatment (6.3 [8.2] years),
80% of patients reported H1-AH switching (2.3
times on average), 62% of whom reported up-
dosing (2.9 times on average). In addition, 50%
reported currently using glucocorticoids (cream:
72.1%; oral: 48.3%; injection: 25.5%) and 33%
reported using any biologic (omalizumab: 26%;
dupilumab: 16%): montelukast (18%), doxepin
(16%), or ciclosporin (16%). Apart from their
prescribed treatments, patients reported cur-
rently using additional services (dietetic consul-
tations: 21%, psychological support: 19%) and
self-care strategies (e.g., using topical creams,
avoiding certain clothing and foods) for CSU
management. Most patients (65%) reported
that their current treatments did not adequately
control their CSU symptoms. Overall, 37% of
patients reported experiencing stress due to the
unpredictable nature of the disease.
Conclusions: Despite Hl-antihistamine switch-
ing and up-dosing, most patients (84%) had
inadequately controlled disease. Approximately
one-quarter of inadequately controlled patients
were escalated to more effective treatments
such as biologics. These results suggest a need
for additional treatment options for patients
with inadequately controlled CSU to provide
sustained symptom relief.

Keywords: H1-Antihistamines; Chronic
spontaneous urticaria; Disease burden; Disease
control; Patients’ perspectives; Real-world
evidence; Urticaria voices; Treatment patterns;
Treatment satisfaction and expectations

Key Summary Points

Why carry out this study?

Real-world data of patient perspectives of
treatment patterns and management of
chronic spontaneous urticaria (CSU) are
needed to identify the unmet needs, particu-
larly in understudied populations outside of
specialist care.

As the treatment landscape evolves, gain-
ing insights from patient perspectives and
perceptions on treatment patterns, disease
control, and disease burden is crucial in
removing barriers to treatment escalation
and reaching controlled disease for patients.

What was learned from the study?

This research reveals that most patients

were receiving H1-antihistamines; however,
despite frequent up-dosing and switching
treatment, most patients with CSU had inad-
equately controlled disease, highlighting the
limitations of current treatment strategies.

There is a substantial burden on patients
with CSU who experience considerable dis-
satisfaction with treatment and negative
impact on their emotional well-being, rein-
forcing the importance of treatment escala-
tion and exploring therapy options.

In their quest for symptom relief and
improved health-related quality of life,
patients often seek additional services and
therapies such as homeopathy therapy,
dietary consultations, and psychological sup-
port.

INTRODUCTION

Chronic spontaneous urticaria (CSU) is charac-
terized by persistent itchy wheals (hives) and/
or angioedema lasting for more than 6 weeks,
without any identifiable trigger [1-3]. The global
prevalence of CSU is estimated to be 0.5-1.4%
[4-6], and occurs twice as often in women than
in men [7, 8] Although the average duration
of CSU is generally 1-4 years, some patients
experience symptoms for over 5 years and even
decades [8-10]. Patients with CSU experience
intermittent symptoms, leading to significant
impairment in health-related quality of life
(HRQoL) [2, 4, 11-13].

Global treatment recommendations for CSU
(EAACI/GA’LEN/EuroGuiDerm/APAAACI) are
based on the severity of symptoms and patient
responses to treatment [1]. Second-generation,
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non-sedating Hl-antihistamines (sgH1-AH),
when used at the licensed dose, are recom-
mended as the first-line treatment [1, 14]. If
unresponsive or symptoms persist, dose esca-
lation is recommended, up to four times the
licensed dose [1, 14]. For patients with an insuf-
ficient response to an increased H1-AH dose, the
next recommended treatment is omalizumab, an
anti-IgEk monoclonal antibody. When a patient is
unresponsive to high-dose sgH1-AH and omali-
zumab, ciclosporin can be used as an add-on
therapy [1]. A short course of rescue systemic
glucocorticoids may be used for acute exacerba-
tion [1, 15].

Despite the recommended guidelines and
availability of treatment options, several real-
world studies have reported that a significant
proportion of patients (approximately 50-80%)
experience inadequately controlled disease
(Urticaria Control Test [UCT]<12) [4, 16-23],
which negatively impacts patients’ well-being
and HRQoL [2, 12]. This highlights the need
for alternative, effective treatment strategies to
address the unmet needs of patients.

The EAACI/GA?LEN/EuroGuiDerm/APAAACI
guidelines also recommend the use of patient-
reported outcome measures (PROMs) to monitor
disease activity, disease control, and HRQoL in
CSU [1]. PROMs include a weekly Urticaria Activ-
ity Score (UAS7), used to assess disease activity
and severity in the previous week [24], and UCT,
used to evaluate overall disease control in the
past 4 weeks [25], among others, providing data
on the impact of CSU on patients’ daily lives
and guide treatment decisions [26, 27]. In addi-
tion to the valuable data provided by PROMs,
turther evaluation of patients’ experiences and
the full impact of the disease on their daily lives
from real-world data will provide a comprehen-
sive understanding of the multifaceted burden
experienced by patients with CSU.

Several real-world evidence studies have
utilized online platforms to collect data from
patients with CSU regarding disease burden,
treatment experiences, and HRQoL. These
studies have highlighted the importance of
understanding patients’ perspectives to guide
treatment decisions and improve outcomes [2,
28-31]. However, the majority of these studies
were limited to a single country or to specific

populations or geographic regions, restricting
generalizability to broader, global patient popu-
lations. Our study is novel in its global design,
capturing diverse perspectives from patients
and physicians across multiple countries. This
approach allows for a more comprehensive
assessment of CSU treatment patterns, disease
control, and burden worldwide, offering cross-
cultural insights and addressing limitations in
previous studies.

Herein, we present patients’ perspectives
on treatment patterns for CSU, extent of dis-
ease control achieved, and disease burden in
patients from the global Urticaria Voices study.
In addition, we explored treatment satisfac-
tion and expectations of patients with CSU. By
understanding the experiences and perspectives
of patients, we can gain valuable insights that
may contribute to improving disease manage-
ment and overall outcomes for individuals living
with CSU.

METHODS

Study Design

The Urticaria Voices study was a multinational,
non-interventional, cross-sectional, internet-
based, quantitative survey conducted between
February 2022 and September 2022 [23]. The
study included patients with chronic urticaria
(CU), including patients with isolated CSU,
chronic inducible urticaria [CIndU], and CSU
with concomitant CIndU. The study was con-
ducted in seven countries: the USA, Canada,
the UK, Germany, France, Italy, and Japan. The
survey questionnaire was initially developed
in English and subsequently translated into
the respective languages by native speakers of
each target language residing in their respec-
tive countries. To ensure linguistic accuracy
and conceptual equivalence, the translations
were independently reviewed by additional
native-speaking translators of the respective
target languages. The surveys also included
PROMs, which were officially translated and
validated for each of the languages used. This
analysis focused on patients with CSU (isolated
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CSU or CSU with concomitant CIndU). We pre-
sent global data in this manuscript and coun-
try-level data in the supplementary material.
Comprehensive details pertaining to the study
design, including the specific methodologies
employed, participant selection criteria, and
data collection procedures, are thoroughly
described in the primary manuscript [23].

Ethical Approval

This study was conducted in accordance with
legal and regulatory requirements and ful-
filled the criteria of the “European Network of
Centers for Pharmacoepidemiology and Phar-
macovigilance (ENCePP) study” and followed
the “ENCePP Code of Conduct,” as previously
described [23]. All participants in the survey
provided written informed consent forms,
approved by the corresponding institutional
review board/ethics committee (IRB/IEC) and
in accordance with the Declaration of Helsinki
and other relevant regulatory requirements.
An exemption from ongoing oversight was
obtained from the Pearl IRB, who reviewed and
granted international approval of an exemp-
tion [23].

Patient Population

Eligible patients aged >18 years with a self-
reported clinician-provided diagnosis of CSU
with or without concomitant CIndU and cuz-
rently receiving physician-prescribed treatment
for CSU were included, as previously described
[23]. Patients participating in any clinical trial
for CSU/CIndU and those employed by phazr-
maceutical or market research companies were
excluded from the study. Patients were recruited
independently, primarily from a general popu-
lation panel through Ipsos SA and Rakuten
Insights UK, and a subset of them were recruited
through patient advocacy groups (PAGs).
Patients recruited from the general population
panel were remunerated on the basis of fair mar-
ket value, whereas those recruited through PAGs
were not compensated.

Data Collection and Analysis

Primary data were collected through a 40-min
internet-based survey, wherein a self-adminis-
tered UCT was used to assess patients’ symptom
control over the past 4 weeks. The UCT com-
prises four questions that encompass physical
symptoms (such as itch, hives, and swelling),
impact on quality of life (QoL), frequency of
treatment inadequacy, and overall control of
CSU. Each question in the UCT is given a score
ranging from O to 4, with higher scores indi-
cating better disease control (completely con-
trolled: UCT =16; well-controlled: UCT>12;
inadequately controlled: UCT<12) [25].

Disease severity was assessed using the UCT,
a validated PROM, which patients completed
independently at the time of the survey. The
UCT provides a valid, reliable, standardized
measure of disease control in patients with CSU.
In addition, we collected patients’ self-reported
recollections of their physician’s classifica-
tion of symptom severity. Specifically, patients
were asked: "How did your doctor classify the
severity of your symptoms in the last 4 weeks?"
Response options included predefined catego-
ries: no symptoms, mild, moderate, severe, and
very severe.

Treatment satisfaction and expectations of
patients with CSU were assessed on a 10-point
Likert scale, with higher scores indicating a
favorable response. The Likert scale is a widely
recognized method for assessing subjective expe-
riences [32], which was customized to meet the
study objectives.

Statistical Analysis

All results were reported using descriptive sta-
tistics. A precision-based sample size calcula-
tion was employed to determine the minimum
sample size required for this study. To achieve a
desirable precision of 5% with 95% confidence
interval (CI), the study aimed to recruit 1040
patients with CU. Data were analyzed descrip-
tively as the base number of respondents, mean
(SD), or 95% CI for continuous variables, and
number and percentage of respondents in each
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category for categorical variables. Missing values
for variables were not imputed, thus resulting
in the exclusion of the corresponding respond-
ents from the analyses involving those vari-
ables. However, respondents removed from one
analysis were still eligible for inclusion in other
analyses [23].

RESULTS

Patient Demographics and Disease
Characteristics

The Urticaria Voices study population comprised
1127 patients, of which 582 with CSU were
included in this analysis (Fig. S1). Of the 582
patients with CSU, 62% were women, and the
mean (SD) age was 42.2 (11.9) years. More than
one-third of patients (36.4%) reported concomi-
tant CIndU. Comorbidities were reported in 68%
of patients, with many (54%) reporting more
than two comorbidities. The most frequently
reported comorbidities were migraine (21%),
anxiety (20%), and sleep disturbance (20%;
Table S1). The mean (SD) disease duration was
9.2 (10.3) years, and time since diagnosis was
7.1 (8.5) years. Of the patients with self-recalled
physician-assessed disease severity, 49% had
moderate disease and 29% had severe to very
severe disease (Table 1). Data of patient demo-
graphics and disease characteristics by country
are presented in Table S2.

Treatment Patterns and Disease Control

At the time of the survey, patients reported tak-
ing a mean (SD) of 2.9 (2.6) concomitant thera-
pies. Mean (SD) time since the initiation of their
first prescribed treatment was 6.3 (8.2) years.
Most patients (79%) were currently prescribed
any H1-AH, of which 42% were taking first-
generation H1-AH (fgH1-AH) and 52% were
taking sgH1-AH. Despite being on H1-AH treat-
ment, 84% had inadequately controlled disease
(Fig. 1). Most patients (80%) reported H1-AH
switching 2.3 times on average, and 62%
reported up-dosing H1-AH 2.9 times on aver-
age. Up-dosing H1-AH provided partial or no

relief to most patients (75%) and was associated
with increased drowsiness (46%) and other new
side effects (11%). At the country level, 88% of
patients in Germany and 70% in Japan reported
H1-AH switching on average 2.5 times and
2.2 times, respectively. Up-dosing H1-AH was
reported by 74% of patients in the UK and 42%
in Japan, on average 2.1 times and 0.9 times,
respectively (Table S3).

Overall, 50% of patients (290 of 582) reported
using any glucocorticoids (i.e., glucocorticoid
creams, oral glucocorticoids, injected glucocor-
ticoids, or combinations thereof). Some patients
were using more than one form of glucocorti-
coids. Further analysis of those patients who
used glucocorticoids revealed that 72.1% (209 of
290), 48.3% (140 of 290), and 25.5% (74 of 290)
were currently using glucocorticoid creams, oral
glucocorticoids, and injected glucocorticoids,
respectively; 21.4% (62 of 290) received short-
term (<10 days) oral glucocorticoids and 1.3%
(4 of 290) received long-term oral glucocorti-
coids for>10 consecutive days. Regardless of the
type(s) of glucocorticoids used, most patients
(89%; 257 of 290) had inadequately controlled
disease (Fig. 2). Among patients currently on
oral glucocorticoids (48.3%; 140 of 290), 53%
(74 of 140) received a single emergency dose due
to worsening of CSU symptoms. At the country
level, the proportion of patients reporting the
use of any glucocorticoids ranged between 67%
in the UK and 29% in Japan (Table S4).

Overall, 33% of patients reported currently
using any biologic in combination or as an
add-on with other therapies, including H1-AH
(omalizumab, 26%; dupilumab, 16%). At the
country level, the current use of biologics var-
ied considerably, ranging from 7% of patients
in Japan to 51% in the UK. These variations
may be reflective of differences in guideline
adherence, accessibility to advanced therapies,
or healthcare infrastructure across countries
(Table S2). In addition, patients reported taking
other therapies including montelukast (18%),
doxepin (16%), and cyclosporin (16%). Despite
the treatments available, most patients reported
inadequately controlled disease; among patients
on any biologics, the proportion with UCT<12
was 83% (omalizumab, 80%; dupilumab, 94%),
and among those on other therapies, namely
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Table 1 Patient demographics and disease characteristics

Patient characteristics®

AllCSUP (N=582)

Age at the time of the survey (years) 42.2(11.9)
Gender, 7 (%)

Women 362 (62)
Men 220 (38)
Years since disease onset 9.2(10.3)
Years since diagnosis 7.1(8.5)
Concomitant CIndU, 7 (%) 212 (36.4)
Patient-recalled physician-assessed symptom severity in the past 4 weeks: yes, 7 (%) 273 (47)
No symptoms 10 (4)
Mild 44 (16)
Moderate 135 (49)
Severe 48 (18)
Very severe 31(11)
Angioedema in the past 12 months, 7 (%) 251 (43)
Angioedema episodes in the past 12 months 7.7 (14)
Comorbidities 24(2.7)
Current therapies, 72 (%)

Antihistamines 460 (79)
Biologics 193 (33)
Glucocorticoids 290 (50)
Exclusively on H1-antihistamines 138 (24)
Exclusively on glucocorticoids 45(8)
Exclusively on biologics 18 (3)
Combination of therapies (any treatment) 381 (65)
UCT control, 7 (%)

Inadequately controlled (UCT < 12) 4638 (80)
Well-controlled (UCT > 12) 80 (14)
Completely controlled (UCT =16) 34 (6)

Data are presented as the mean (SD) unless specified otherwise

CIndU, chronic inducible urticaria; CSU, chronic spontancous urticaria; H1-AH, H1-antihistamine; 7, number of patients
in each group; IV, total number of patients; SD, standard deviation; UCT, Urticaria Control Test

*The answers were based on patient respondents’ estimations, perceptions, and overall experiences (not from medical records
or secondary data)

PPatients with CSU include both patients with isolated CSU (2=370) and patients with CSU with concomitant CIndU
(n=212)

“Disease severity assessed in the past 4 weeks
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H1-AH
switching

Disease control for
patients on any H1-AH

80%

n=460

n=460

B Completely controlled (UCT=16) Yes M No
B Well-controlled (UCT212)

B Inadequately controlled (UCT<12)

Number of H1-AH
switches
(physician initiated),
mean (SD) = 2.3 (2.4)

Number of patients
on any H1-AH
=460 / 582 (79%)

Fig. 1 Patient-reported disease control with HIl-anti-
histamines. Analysis conducted in patients who were on
HI-AH (460 of 582 [79%]) from the pooled dataset;
country-specific results are published elsewhere; 23.7%
of patients (138 of 582) were exclusively on H1-AH and

montelukast, doxepin, and cyiclosporin, the
proportion with UCT <12 was 89%, 94%, and
93%, respectively.

Use of Additional Health-Related Services

In addition to their prescribed treatments for
CSU, 21% of patients consulted a dietician,
19% reported using psychological support,
19% reported using homeopathy therapy, 18%
reported practicing meditation, 15% consulted
a sleep clinic, and 13% reported using acupunc-
ture for relief from their CSU symptoms. At the
country level, Germany reported the use of these
additional services more frequently than other
countries, while in Japan, these services were less
frequently used (Fig. S2). Patients with CSU also
reported engaging in self-care practices such as
using soothing and moisturizing topical creams
(51%), avoiding certain clothing (47%) and
foods (39%), and taking vitamins and antioxi-
dant supplements (45%) regularly, in addition
to prescribed treatments.

H1-AH
up-dosing

Improvment following up-dosing

W Complete improvement
Partial improvement

n=285
68% M No improvement
Side effects with up-dosing
. 1%

e | No side effects
Nn=460 PR 46% More drowsiness
B New side effects

Yes M No

M Do not know

Number of H1-AH

up-dosings

(physician initiated),
mean (SD) = 2.9 (1.7)

65.5% of patients (381 of 582) received mixed treatments.
CSU, chronic spontancous urticaria; H1-AH, Hl-anti-
histamine; 7, number of patients; SD, standard deviation;
UCT, Urticaria Control Test

Burden of Disease Despite Treatment

Overall, 37% of patients reported experiencing
stress due to the unpredictable nature of the
disease and 29% expressed a desperate need to
achieve relief from CSU symptoms. In addition,
patients with inadequately controlled CSU fre-
quently reported anxiety (31%), feeling moody
(29%), and unattractive (28%; Fig. 3). Patients
with controlled disease also reported anxiety
and stress levels similar to those in patients who
were still experiencing CSU symptoms; however,
differences were observed in HRQoL domains
as reported by Weller et al. [23]. At the coun-
try level, the proportion of patients experienc-
ing stress due to the unpredictable nature of the
disease ranged from 60% in Canada to 17% in
Italy (Table S5).

Treatment Satisfaction and Expectations

In response to the UCT question, “treatment for
CSU is not enough to control the symptoms,”
approximately 65% of patients reported that
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100 Z 3% (2/74)
9% (26/290) 8% (17/209) B (EHE)
24% (11/45)
80
S
P 60
c
Q@ i 73% 89% 89% 93% 97%
E 40 (33/45) (257/290) (185/209) (130/140) (72/74)
20 A
0 -
Exclusively on any Any Glucocorticoid Oral Injected
glucocorticoid glucocorticoid? creams?® glucocorticoids? glucocorticoids?
(N=45) (N=290) (N=209) (N=140) (N=74)

Il Completely controlled (UCT=16)

Fig.2 CSU control in patients using glucocorticoids.
These data are based on UCT, thus caution should be
exercised while interpreting these data, as most patients in
this study received glucocorticoids only once or for a short
term to manage exacerbations. As UCT spans a period of
4 weeks, it is important to note that the disease control
data may not have been accurate because of glucocorticoid

Stress about spontaneous nature of CSU

Desperate need to achieve relief from CSU symptoms
Nobody understands the patients’ suffering

Hate life due to CSU symptoms

Anxiety

Moody

Helpless

Angryl/irritable

Depression

Feel unatt

Less confident
Ashamed
Low self-esteem

All patients with CSU; N=582
= pad W Isolated

>12): n=
Hl Adequately controlled (UCT212); n=114 Self

B Inadequately controlled (UCT<12); n=468

Fig.3 Impact of CSU on patients’ mental and emotional
well-being. Data based on responses to the survey question:
“Please indicate how you feel about living with chronic

Il Well-controlled (UCT212)

Suicidal thoughts

[ Inadequately controlled (UCT<12)

treatment. The percentages are based on the total number
of patients in each category; each category is based on the
route of administration and are analyzed independently
and not as subcategories of “any glucocorticoids.” * In com-
bination with other treatments for CSU. CSU, chronic
spontaneous urticaria; /N, number of patients; UCT, Urti-
caria Control Test

ractive

/lonely

blame

10 20 30 40
Percentage (%) of CSU patients

urticaria from the list below.” CSU, chronic spontane-
ous urticaria; /N, total number of patients; 7, number of
patients in each subgroup; UCT, Urticaria Control Test
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Provides only partial relief

Does not improve my QoL

Does not provide any relief

| get sleepy during daytime

| don't like the frequency

Too expensive/not covered

| experience a local reaction 39

Il Adequately controlled
(UCT212)

M Inadequately controlled
(UCT<12)

Fig. 4 Satisfaction with current treatment(s) in patients
with CSU. Base: all patients with CSU giving a low satis-
faction score (2=93). CSU, chronic spontancous urticaria;
SD, standard deviation; QoL, quality of life; UCT, Urti-
caria Control Test

their treatment did not adequately control their
CSU in the previous 4 weeks. The primary reason
for treatment dissatistaction was that the current
treatment provided only partial relief from their
symptoms, which was reported by 73% of those
with inadequately controlled disease and 40% of
those with adequately controlled disease (Fig. 4).
However, when patients were asked about their
overall treatment satisfaction with the current
treatment, mean scores of 7.2 (for inadequately
controlled patients) and 8.6 (for adequately con-
trolled patients) were reported (10 indicating the
highest treatment satisfaction). The most impor-
tant treatment expectations for patients with
CSU identified in this study were being free of
itch and hives (mean [SD], 7.9 [2.6]), improved
symptom control (7.7 [2.7]), improved QoL
(7.6 [2.7]), and long-term remission (7.6 [2.7];
Table S6). Being free of itch and hives was also
identified as the most important expectation at
the country level (range: Canada, 9.0 [2.7]; Ger-
many, 6.5 [3.3]; Table S6).

DISCUSSION

The Urticaria Voices study provides valuable
insights into the treatment patterns, disease con-
trol, disease burden, treatment satisfaction, and
expectations of patients with CSU. This study
highlights patients’ perspectives of CSU, pro-
viding real-world insights from patients across
geographical regions. The results demonstrate
that, despite the availability of various treatment
options to manage the disease, a substantial pro-
portion of patients with CSU experience inad-
equately controlled disease and lack of therapy
escalation beyond antihistamines.

Lack of Efficacy of Current CSU Therapies

In this study, most patients with CSU were
using H1-AH-based therapies (79%). However,
more than 80% of these patients reported inad-
equately controlled disease despite being on
H1-AH, and only 4% reported complete con-
trol of their symptoms. This result is consistent
with those in other studies that have reported
inadequate disease control with H1-AH-based
therapies in>78% of the patients with CSU ana-
lyzed [21, 22]. Several studies have reported that
45-65% of patients with inadequately controlled
disease were escalated to up-dosed H1-AH treat-
ment in line with guideline recommendations
[16-18, 33-38]. However, up-dosing of H1-AH
has also been reported to be ineffective or to
not sufficiently improve symptoms in 40-70%
of patients [22, 39]. Similarly, we found that up-
dosing H1-AH provided either no relief or only
partial relief in 75% of the participating patients.

In this study, nearly 50% of patients reported
using glucocorticoids, of which the majority
remained symptomatic (89%), suggesting that
glucocorticoids may not be effective in achiev-
ing long-term symptom control and sustained
relief. Most of the patients who used glucocor-
ticoids were on short-term regimens, and only
3% reported long-term use of glucocorticoids. By
contrast, in a retrospective cohort study, approx-
imately half of the patients with CSU (55.4%),
followed up for at least 12 months, reported
using long-term oral glucocorticoids (mean
exposure: 16.2 days) [1, 14, 40]. Furthermore, a
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cross-sectional study of 529 patients with CSU
reported lower treatment satisfaction associ-
ated with topical glucocorticoid use than with
H1l-antihistamines [28].

Similar findings were observed among
patients currently being treated with biologics,
with the majority (83%) reporting inadequate
control of their CSU symptoms. There are likely
several factors contributing to this unexpectedly
high proportion; for instance, patients who par-
ticipated in the survey had a prolonged disease
duration of >7 years and were less responsive or
unresponsive to treatment or had recently initi-
ated biologic treatment, which may not have
reached its full therapeutic effect. Therefore,
these results must be interpreted with caution.

Emotional Burden of CSU

The impact of CSU on emotional well-being was
similar across patients. When assessing the CSU
burden, we found that patients, regardless of
the extent of disease control, often experienced
stress due to the spontaneous nature of the dis-
ease and reported anxiety and a sense of isola-
tion, feeling that people do not truly understand
the extent of their suffering. This observation
highlights the emotional effects of CSU, extend-
ing beyond symptom control, which should be
considered in patients who experience a pro-
longed inadequately controlled disease duration
(in this instance, >7 years). Effective symptom
control is essential to alleviate additional com-
plications such as stress and anxiety over time.

Patient Satisfaction and Treatment
Expectations

Overall, patients rated their satisfaction with
current treatment as high (7.5 of 10), despite
reporting a high level of inadequately controlled
disease, an impact on HRQoL [23], and ongoing
stress and anxiety. This suggests a potential cop-
ing mechanism by patients that may contribute
to the relatively low level of treatment escalation
reported, as treatment dissatisfaction is not ade-
quately communicated to treating physicians. A
study conducted in Japan reported that higher
treatment satisfaction and lower disease burden

correlated with patients who achieved adequate
control of their symptoms [28]. In our study,
patients reported that the most important treat-
ment expectations were being free of itch and
hives, improved symptom control, and long-
term remission. These results are supported by
those from previous reports [29, 41] and largely
align with the CSU guideline recommendations,
suggesting the use of these guidelines to better
align current practice with patient needs.

Guideline Adherence Inconsistencies in CSU
Management

Our study results suggested some adherence
with the recommended international guidelines
for CSU management [1, 39]; however, with
most patients reporting the use of H1-AH, it is
worth highlighting that a considerable number
of patients reported taking treatments other
than those recommended by the guidelines.
Notably, 42% of patients received fgH1-AH,
16% were taking doxepin, and 18% were tak-
ing montelukast, which are not recommended
in the international guidelines, although they
are included in some local guidelines (guidelines
in the USA, UK, or Japan) [42-44]. Our findings
also revealed that patients reported frequent use
of topical glucocorticoids (72.1%; 209 of 290)
in real-world clinical practice, which is not in
accordance with the recommended guidelines
[1]. Furthermore, there was a lack of treatment
escalation for patients with inadequately con-
trolled disease, which demonstrates further
deviation from the recommended international
guidelines.

Recent Advancements in Therapies for CSU

With the emergence of new therapies for CSU,
the treatment landscape for patients with CSU
is anticipated to improve [45, 46]. Clinical tri-
als on new therapies in development, such as
dupilumab, a monoclonal antibody that blocks
interleukin-4Ra, now approved for the treat-
ment of CSU and remibrutinib, a Bruton’s tyros-
ine kinase inhibitor, have shown potential in
treating patients with CSU who remain symp-
tomatic despite treatment with H1-AH [45-47].
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Advancements in the treatment options and
elimination of barriers to treatment escalation
will contribute to improved disease control and
management for patients.

This multinational real-world evidence study
presents patients’ perspectives of CSU, which
contributes to the development of more effec-
tive management strategies for CSU, particularly
for those with inadequately controlled disease.
However, it is essential to acknowledge the limi-
tations of online surveys, for example, participa-
tion was confined to those with internet access,
potentially introducing biases. An element of
selection bias must be considered, given the
observation of a comparatively high represen-
tation of patients with inadequately controlled
disease within the studied population, implying
a more difficult-to-treat patient cohort. More-
over, patients’ responses were reliant on their
perceptions and memories, making them sus-
ceptible to recollection bias. Furthermore, phy-
sicians and patients were recruited separately
in the Urticaria Voices study [23], that is, the
physicians did not necessarily treat the patient
population who participated in this survey.

CONCLUSIONS

The Urticaria Voices study provides significant
insights into patients’ perspectives of treatment
patterns, extent of disease control, disease bur-
den, treatment satisfaction, and expectations
of patients with CSU. Despite antihistamine
switching and up-dosing, most patients (84%)
on antihistamines remained symptomatic.
Approximately one-quarter of those were esca-
lated to more effective treatments such as bio-
logics. The results suggest a need for improved
treatment options for patients with inadequately
controlled CSU to provide sustained symptom
relief. The emergence of new treatment options
will potentially benefit patients with CSU who
have not responded to conventional treatments.
By addressing the treatment gaps and control-
ling symptoms, the disease burden and HRQoL
can be improved, potentially leading to long-
term remission for patients with CSU.
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