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ABSTRACT

Introduction: In Italy, the real-world evidence on the extent of adherence to guidelines and the
benefits of recommended therapeutic medications and their impact on the quality of life (QoL) of
H1-antihistamines (H1-AH) refractory chronic urticaria (CU) patients is limited.

Methods: AWARE (A World-wide Antihistamine-Refractory chronic urticaria patient Evaluation)
was a global prospective, non-interventional study of CU in real-world setting which included
patients aged �18 years with a medically confirmed diagnosed of CU present for more than 2
months. In this study, the disease characteristics, pharmacological treatments and patient-reported
outcomes (PROs) are reported.

Results: In total, 159 patients from 24 study centres in Italy completed the study. At baseline, 221
(89.5%) and 8 (3.2%) patients had chronic spontaneous urticaria (CSU) and chronic inducible ur-
ticaria (CIndU), respectively, while 18 (7.3%) patients had concomitant CSU and CIndU. For CSU
patients, mean dermatology life quality index and CU quality of life questionnaire scores reduced
to 3.0 � 4.9 and 14.6 � 18.6 at Month 24 from baseline scores of 7.5 � 6.6 and 33.2 � 19.5,
respectively, indicating an improvement in QoL. This was reflected in their work-life as work
productivity impairment reduced considerably after 2 years. Only 71.9% CSU patients had a prior
treatment, while during the study, 96.8% of the patients were treated with a medication. At
baseline, only 52.9% CSU patients reported nonsedating H1-antihistamines as first-line of treat-
ment in prior medication, this increased to 89.6% during current medication.

Conclusion: This study shows that CSU has a considerable socio-economic burden and an
improvement in QoL can be achieved in CSU patients if an appropriate therapeutic path is
followed.
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INTRODUCTION

Chronic urticaria (CU) is a common skin disorder
that is associated with hives (wheals) and/or
angioedema (swelling on the skin) for 6 weeks or
more.1–3 CU can be generally classified into
chronic spontaneous urticaria (CSU) and chronic
inducible urticaria (CIndU). While CSU includes
the spontaneous appearance of hives (wheals),
CIndU can be triggered by external or any
unknown inducing factors.2,4

The incidence of CU is higher in the age group
of 20–40 years, although all age groups can be
affected by the disease.2 Incidence among women
is twice as high as men.2,5 CU has a significant
negative impact on the quality of life (QoL) of
patients. When compared to other skin diseases,
the impact of CU is substantial due to associated
symptoms that include itching, prominent red
wheals, swellings in the deeper layers of the skin,
and angioedema.6 All this triggers a loss in work
productivity, lack of sleep, high levels of anxiety,
and psychological distress.2,7

Here we report the socio-economic burden and
resource utilisation for CU patients in the Italian
subpopulation and as part of a larger global non-
interventional study: A World-wide Antihistamine-
Refractory chronic urticaria patient Evaluation
(AWARE).8 Existing literature reports the CU
prevalence in a community setting ranges
between 0.5–3%.9–11 Annual prevalence of CSU
in Italy was reported as 0.38% in year 2013 and
is still on the rise.9

The international treatment guidelines recom-
mend a step-by-step treatment approach for
improving symptom control and for reducing the
disease burden among CU patients. The first-line
therapy includes approved doses of second-
generation non-sedating H1-antihistamines
(nsAH); however, nearly 50% of patients do not
respond adequately and fail to achieve sufficient
symptom control.12 In such cases, up-dosing (up
to 4-fold of the recommended dose) is suggested
as second-line therapy.1 In Italy, up-dosing of nsAH
up to 4-fold is controversial and can cause serious
problems for the allergist and dermatologist as the
main side effects of AH are cardiotoxic effects and
increased risk of QT prolongation.13,14 At the time
of this study, the 2014 EAACI/GA2LEN/EDF/WAO
guidelines recommended third-line therapy with
omalizumab/montelukast or cyclosporine A if
second-line therapy fails.15 The current 2017
EAACI/GA2LEN/EDF/WAO guidelines
recommend adding omalizumab as an add-on
therapy in patients unresponsive to high doses of
nsAH.1 If the symptoms remain inadequately
controlled with omalizumab after 6 months (or
earlier if the symptoms are intolerable), add-on
to nsAH therapy with cyclosporine A has been
recommended as fourth-line treatment (off-label).1

Although an increase in dosage is especially
effective in CIndU, a major problem with
treatments in general with CU is angioedema
that can occur concurrently with urticaria in up to
40% of the cases or even alone in up to 10%–

20% of cases.16,17

The majority of previously published research
on H1-refractory CU has samples drawn from spe-
cialised urticaria centres or small geographic
areas.6,10 Minimal attention is given to assessment
of disease burden in daily medical practice
because tools like disease specific Chronic
Urticaria Quality of Life Questionnaire (CU-Q2oL)
are either not widely known or are perceived to
be time consuming.18

Finally, there is limited real-world evidence as in
the Italian subpopulation, on the extent of adher-
ence to guidelines, the benefits of recommended
therapeutic medications and their impact on the
QoL of H1-AH refractory CU patients. In order to
bridge this gap, the Italian subpopulation included
patients who were refractory to the first-line ther-
apy and recorded therapeutic effects in terms of
symptom control and their influence in terms of
improving the QoL at both specialised centres and
private office-based practices.
METHODS

Patients and study design

This report exclusively covers the results from
the AWARE study in Italy. The AWARE study was a
multicentre, prospective observational study con-
ducted in 12 European countries. This study was
designed to evaluate disease burden, current
medication schedule, and use of clinical resources
under conditions of daily living, with the following
inclusion criteria: Patient consent to participate in
the study; age �18 years; a clinical diagnosis of CU
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Fig. 1 Predefined observed treatment groups
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for more than 2 months and in patients with H1-AH
refractory CU as a function of the administered
therapy. Enrolled patients were followed-up for a
period of 2 years. Exclusion criteria were: Absence
of informed consent; patients' inability to attend
regular follow-up visits, and simultaneous partici-
pation in any other CU study. The study was
reviewed and approved by the Italian national and
local ethics committees. The study was conducted
in accordance with the Declaration of Helsinki
(World Medical Association, 2008) and Good
Clinical Practice (GCP) and in compliance with all
local, and regional requirements, and written
informed consent was obtained from each
participant.

Study outcomes

The primary objective was the correlation of
patient-reported outcomes (PROs) with the treat-
ment options used in patients with nsAH refractory
CU. Treatment outcomes in terms of symptom
control and QoL improvement were recorded for a
period of 2 years. The co-primary endpoints were
the courses of mean PROs measuring QoL:
Dermatology Life Quality Index (DLQI), and dis-
ease activity: 7-day Urticaria Activity Score (UAS7)
during the study. Secondary endpoints included:
1) Number of patients with CSU, CIndU, or both; 2)
History of previous and current medications; 3)
Number of visits of patients in different treatment
groups; 4) Course of mean Chronic Urticaria QoL
Questionnaire (CU-Q2oL), Work Productivity and
Activity Impairment Questionnaire (WPAI), UAS7,
and CIndU Score over the study; and 5) Fre-
quencies of patients with respect to DLQI cate-
gories, and of utilisation of medical facilities by
category; of patients with angioedema and wheals,
their age at primary diagnosis and duration of the
disease in years.
Assessments

Patients were observed for a period of 2 years,
with 8 visits at quarterly intervals following the visit
at baseline. The various treatment groups exam-
ined are shown in Fig. 1. PRO measures used to
assess disease activity, impact and control of the
disease during this period included the UAS7,19–
22 DLQI,23,24 CU-Q2oL,

15,25 and WPAI.26 Data
were analysed and stratified according to the
diagnostic groups: CSU, CIndU and both
diagnoses (CSUþCIndU).
Statistical methods

Only descriptive analyses were performed.
Quantitative data including age were analysed by
the statistical parameters valid N, missing N, mean,
and standard deviation (SD). Qualitative data such
as gender were presented by means of absolute
and relative frequency distributions. The



Characteristic CSU n ¼ 221 CIndU n ¼ 8 CSU þ CIndU
n ¼ 18

Total
N ¼ 247

Age in years, mean � SD 48.5 � 15.8 42.4 � 15.7 50.2 � 13.9 48.4 � 15.6

Female, n (%) 157 (71.0) 5 (62.5) 12 (66.7) 174 (70.4)

Duration of disease in years,
mean � SD

5.0 � 7.1 3.9 � 7.1 7.5 � 8.4 5.1 � 7.2

Family related history of urticaria, n
(%)

18 (8.1) 0 (0.0) 5 (27.8) 23 (9.3)

BMI, n (mean) kg/m2 220 (25.8) 8 (25.3) 18 (25.9) 246 (25.8)

Current wheals or wheals in the last 6
months, n (%)

202 (92.7) 8 (100.0) 18 (100.0) 228 (93.4)

UAS7, mean � SD 13.4 � 13.4 0 42.0 16.3 � 15.6

DLQI score, mean � SD 7.5 � 6.6 6.9 � 8.2 8.6 � 7.6 7.5 � 6.7

DLQI categorical score, n (%)

0–1: No effect at all 42 (19.1) 1 (12.5) 3 (16.7) 46 (18.7)

2–5: Little effect 69 (31.4) 5 (62.5) 5 (27.8) 79 (32.1)

6–10: Moderate effect 49 (22.3) 1 (12.5) 5 (27.8) 55 (22.4)

11–20: Large effect 50 (22.7) 0 3 (16.7) 53 (21.5)

21–30: Extremely large effect 10 (4.5) 1 (12.5) 2 (11.1) 13 (5.3)

Healthcare utilisation prior to baseline

ER visits, mean � SD (n [%]) 2.9 � 4.4 (86
[44.6])

3.0 (1[20.0]) 5.1 � 8.0 (8
[44.4])

3.1 � 4.8 (95
[44.0])

Hospitalisation visits, mean � SD (n
[%])

1.5 � 0.9 (44
[22.8])

0 2.3 � 1.9 (4
[22.2])

1.5 � 1.0 (48
[22.2])

General practitioner visits,
mean � SD (n [%])

7.3 � 9.9 (94
[48.7])

2.5 � 0.7 (3
[60])

8.9 � 6.6 (8
[44])

7.3 � 9.6 (105
[48.6])

Allergologist/dermatologist visits,
mean � SD (n [%])

5.2 � 6.6 (118
[61.1])

3.0 � 1.4 (2
[40])

5.6 � 6.7 (14
[77.8])

5.2 � 6.5 (134
[62])

Specialist urticaria centre visits,
mean � SD (n [%])

5.4 � 7.8 (84
[43.5])

6.7 � 7.4 (3
[60])

24.0 � 34.5 (7
[38.9])

6.6 � 11.9 (94
[43.5])

Frequent co-morbidities at baseline, n (%)

Hypertension 51 (23.1) 1 (12.5) 1 (5.6) 53 (21.5)

Allergic rhinitis 39 (17.6) 3 (37.5) 4 (22.2) 46 (18.6)

Anxiety disorder 29 (13.1) 0 2 (11.1) 31 (12.6)

Hashimoto's thyroiditis 26 (11.8) 0 2 (11.1) 28 (11.3)

Table 1. Baseline demographics for the overall population and stratified by diagnostic category BMI, body mass index; CIndU, chronic inducible
urticaria; CSU, chronic spontaneous urticaria; DLQI, dermatology life quality index; ER, emergency room; HCU, healthcare utilisation; SD, standard deviation;
UAS7, urticaria activity score over 7 days
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calculation of percentages was based on valid data
per parameter and after excluding patients with
missing values. Analyses of conditional endpoints
(eg, duration of wheals longer than 24 h) were
based on the number of subjects fulfilling the
respective condition (eg, patients with wheals). All
of the summary scores and respective sub-scores
were presented using methods for quantitative
variables. In addition to metric analysis, DLQI and
the UAS7 were analysed categorically using the
following thresholds: DLQI: 0–1, 2–5, 6–10, 11–20,
21–30 & UAS7: �6, >6.
RESULTS

Patient disposition

Data from a total of 249 patients from 24 study
centres (1–30 patients per study centre) were
collected. Two patients (0.8%) were excluded from
the analysis for not meeting the inclusion/exclusion
criteria.

In total, 159 patients (64.4%) completed the
study as scheduled. The most frequent reason for
discontinuation for the remaining 88 patients was
lost to follow-up (n ¼ 37, 42.0% of patients with
discontinuation), withdrawal of informed consent
Fig. 2 Prevalence of Wheals (2A) Angioedema (2B)UAS7 (2C) in patient
each visit varied because of the registry nature of AWARE.CSU, chroni
deviation; UAS7; 7-day Urticaria activity score
(n ¼ 34, 38.6%), and spontaneous remission of CU/
angioedema (n ¼ 17, 19.3%).
Demographics

Most of the patients (70.4%) enrolled in the
study were females (Table 1). Of the 247 CU
patients, 221 (89.5%) were diagnosed with
CSU, 8 (3.2%) patients had CIndU, while 18
(7.3%) patients had concomitant CSU and
CIndU. The most frequently reported diagnoses
were CSU without angioedema in 121 (49.0%)
patients and CSU with angioedema in 120
(48.6%) patients. Each of the other diagnostic
categories (delayed pressure urticaria, urticaria
factitia, cholinergic urticaria, cold urticaria,
angioedema without wheals, contact urticaria,
heat urticaria, light urticaria, and aquagenic
urticaria) was observed in less than 3% of the
patients. Any single diagnosis recorded for
each patient was combined with one of three
diagnostic groups: CSU, CIndU and both
(CSUþCIndU). Most (157, 71.0%) of the CSU
patients were women. The mean age (�SD) of
CSU patients was 48.5 (�15.8) years, and at
the baseline, the average duration of CSU was
5.0 (�7.1) years.
s with CSU over time. The number of subjects with available data at
c spontaneous urticaria; n, number of patients; SD, standard
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Patient-reported outcomes

Occurrence of itchy wheals and angioedema at
baseline and during the study

At baseline, wheals (current or during last 6
months) were reported in 202 (92.7%) patients
from a total of 221 patients diagnosed with CSU.
Wheals for more than 24 h were reported in 49
(24.9%) CSU patients without a histological diag-
nosis of vasculitis. At Months 3, 12, and 24, 159
(85%), 103 (73%), and 61 (50.4%) patients with
CSU reported wheals (Fig. 2A), respectively. At
baseline, angioedema (in relation to urticaria)
were reported in 93 (42.7%) patients with CSU
and concomitant angioedema with itchy wheals
appeared in 80 (86.0%) cases for an average of
20 h duration. While 8 (8.6%) patients reported
angioedema that was triggered by a medical
treatment, 3 (3.3%) patients reported treatment
with angiotensin converting enzyme (ACE)
inhibitors during the last 12 months before
enrollment. At Months 3, 12, and 24, 40 (21.9%),
30 (22.4%), and 18 (14.9%) of patients with CSU
reported angioedema (Fig. 2B), respectively.
UAS7 (7-day urticaria activity score)

At baseline, the UAS7 scores were available only
for 9 patients. Mean UAS7 (�SD) for CSU patients
declined over the study period from 13.4 (�13.4)
at baseline to 5.1 (�9.1), N ¼ 102 at Months 24
Fig. 3 QoL of patients with CSU measured by DLQI (3A)CU-Q2oL (3B) D
each visit varied because of the registry nature of AWARE. CU-Q2oL, c
quality index; n, number of patients; SD, standard deviation
(Fig. 2C). For all treatment groups, the frequency
of patients with high disease activity (UAS7 total
score >6) decreased over the course of the
study. A high proportion of patients treated with
omalizumab were associated with urticaria that
was well controlled during the subsequent visits,
ranging from 10 (66.7%) patients at Month 3–13
(59.1%) patients at Month 12–14 (73.7%) patients
at Month 24. However, after 2 years of
observation, and depending on the treatment
groups (on demand nsAH, n ¼ 7; sAH, n ¼ 2),
22.6%–50.0% of patients showed poor symptom
control.
Quality of life impairment in the 2-year
observational period

Dermatology life quality index (DLQI)

The DLQI score decreased over the study
period indicating an improvement in QoL. In the
CSU population, the mean DLQI (�SD) declined
from 7.5 (�6.6), N ¼ 220 at baseline to 4.9 (�5.6),
N ¼ 186 at Month 3, 3.6 (�5.1), N ¼ 141 at Month
12, and 3.0 (�4.9), N ¼ 117 at Month 24 (Fig. 3A).
Categorical DLQI scores at baseline showed that
109 (49.3%) patients with CSU experienced
moderate to extremely high impact on their QoL
(ie, DLQI total score �6) and merely 19.1% of
CSU patients reported no effect at all on their
QoL. This QoL improved to 67 (36%) at Month 3,
LQI (3C) in categories.The number of subjects with available data at
hronic urticaria quality of life questionnaire; DLQI, dermatology life

https://doi.org/10.1016/j.waojou.2020.100470


Treatment CSU n ¼ 221; n
(%)

CIndU n ¼ 8; n
(%)

CSUþCIndU n ¼ 18;
n (%)

Total
N ¼ 247; n

(%)

Any treatment 159 (71.9) 5 (62.5) 11 (61.1) 175 (70.9)

nsAH 117 (52.9) 3 (37.5) 8 (44.4) 128 (51.8)

Corticosteroid 82 (37.1) 0 (0) 3 (16.7) 85 (34.4)

sAH 37 (16.7) 0 (0.0) 4 (22.2) 41 (16.6)

Cyclosporine 25 (11.3) 0 (0.0) 2 (11.1) 27 (10.9)

Montelukast 6 (2.7) 1 (12.5) 1 (5.6) 8 (3.2)

Omalizumab 2 (0.9) 1 (12.5) 1 (5.6) 4 (1.6)

Treatment groups for urticaria

No treatment 62 (28.1) 3 (37.5) 7 (38.9) 72 (29.1)

nsAH approved 49 (22.2) 0 (0.0) 1 (5.6) 50 (20.2)

Up-dosed nsAH 26 (11.8) 2 (25.0) 2 (11.1) 30 (12.1)

Other non-recommended
treatmenta

24 (10.9) 1 (12.5) 0 (0.0) 25 (10.1)

Cyclosporine 21 (9.5) 0 (0.0) 2 (11.1) 23 (9.3)

Combination of nsAH and sAH 14 (6.3) 0 (0.0) 3 (16.7) 17 (6.9)

sAH 15 (6.8) 0 (0.0) 1 (5.6) 16 (6.5)

Omalizumab 1 (0.5) 1 (12.5) 1 (5.6) 3 (1.2)

Montelukast 3 (1.4) 1 (12.5) 1 (5.6) 5 (2.0)

Table 2. Prior medication for urticaria at baseline stratified by diagnostic categoryOnly medications applied by >1% of the patients are presented.
CSU, chronic spontaneous urticaria; CIndU, chronic inducible urticaria; n, number of patients; N, Total number of patients; nsAH, Non-sedating H1-
Antihistaminines; sAH, Sedating H1-Antihistaminines. a. Other non-recommended treatment refers to any other treatment combination
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and 72 (51.1%) at Month 12. At the end of the
study, 70 (59.8%) of all CSU patients had no
impact on QoL (Fig. 3C). However, after the 2-
year observational period, 22 (18.8%) patients
still reported to have at least a moderate or worse
impact on their QoL due to CSU.
Chronic urticaria quality of life questionnaire (CU-
Q2oL)

The mean CU-Q2oL (�SD) for CSU patients
decreased from 33.2 (�19.5), N ¼ 220 at baseline
to 23.0 (�18.2), N ¼ 186 at Month 3; 17.3 (�17.4),
N ¼ 141 at Month 12 and subsequently to 14.6
(�18.6), N ¼ 117 at Month 24, indicating a clear
improvement of the patients’ QoL during the
course of the study (Fig. 3B).
Healthcare resource utilisation and prior
treatment

Utilisation of medical and clinical resources

Prior to baseline, 86 (44.6%) of 221 CSU patients
visited an emergency physician or an emergency
room and 44 (22.8%) were hospitalised at least
once. At Month 3, 12, and 24, CSU patients either
visited an emergency physician or an emergency
room (1 [2.6%], 3 [15.0%], and 2 [14.3%]) or were
hospitalised at least once (1 [2.6%], 1 [5.0%], and
0 [0.0%]), respectively. At baseline, 94 (48.7%) CSU
patients visited a general practitioner or family
physician, 84 (43.5%) CSU patients visited a spe-
cialised urticaria centre, and 118 (61.1%) CSU pa-
tients further visited a dermatologist or allergist. At
Month 3, 12, and 24, 6 (15.4%), 2 (10.0%), and 2
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(14.3%) CSU patients visited a general practitioner;
15 (38.5%), 7 (35.0%), and 2 (14.3%) CSU patients
visited a specialised urticaria center and 12
(30.8%), 2 (10.0%), and 7 (50.0%) CSU patients
visited a dermatologist or allergist, respectively.
Additionally, only 25 (11.3%) CSU patients had
reported sick leave due to urticaria (since the time
of diagnosis) at baseline with an average duration
of 4.8 weeks. At Month 3, 12, and 24, 6 (3.2%), 2
(1.4%), and 1 (0.8%) patients reported sick due to
urticaria, respectively.
Prior medication and treatment groups

A total of 71.9% of CSU patients received a prior
medication for urticaria. Prior to baseline, the most
frequent medication prescribed was nsAH with
52.9% of the CSU patients followed by corticoste-
roids and sAH prescribed in 37.1% and 16.7% of
the CSU patients respectively. Before the baseline
visit, 28.1% of all the patients had no treatment for
CSU, while only 35.9% of the patients were on
guideline recommended treatments (first-line
approved nsAH in 22.2% patients, second-line up-
dosed nsAH in 11.8% patients, third-line leuko-
triene inhibitor montelukast in 1.4% patients, and
fourth-line anti-IgE antibody omalizumab in just
0.5% patients) (Table 2). Treatments not
recommended by guidelines were prescribed in
24% patients with CSU (combination of sAH and
nsAH in 6.3% patients, sAH in 6.8% patients, and
other non-recommended treatment in 10.9% pa-
tients) and more than a quarter of the patients
(28.1%) did not receive any treatment for CSU
prior to baseline (Table 2). A reduction in use of
Fig. 4 Treatment groups over the 2-year study period in patients diagn
patients; nsAH, non-sedating antihistamines; sAH, sedating antihistam
cyclosporine treatment was recorded during the
observation period, from 9.5% before enrollment
to 0 at month 24. A reduction in use of sAH,
combination of sAH and nsAH, and other non-
recommended treatment was noticed at Month
24 (Fig. 4). The most noticeable changes in
medication intake during the study period were
observed for nsAH treatment with 38.5% patients
at baseline to 13.2% patients at Month 24, on
demand nsAH treatment with 9.0% patients at
baseline to 27.3% patients at Month 24, and up-
dosed nsAH treatment from 17.2% patients at
baseline to 5.0% patients at Month 24. Proportions
of patients with omalizumab treatment increased
during the study from 5.9% patients at baseline to
16.5% patients at Month 24 (Fig. 4).

A total of 96.8% were treated with medication
during the study period. A majority of the patients
(89.6%) were treated with nsAH and 34.8% pa-
tients were treated with corticosteroid followed by
omalizumab in 20.4% patients.

WPAI and total activity impairment

CSU patients showed considerable improve-
ment in daily activity and work productivity
measured by the WPAI. The mean percentage of
work impairment (�SD) at baseline was 28.0%
(�30.0), which reduced to 13.8% (�22.5) at Month
12. In the second year (Month 24), the percentage
of total work productivity impairment further
reduced to 8.7% (�19.5) (Fig. 5A). The mean
percentage of total activity impairment (�SD) by
CSU was 37.9% (�31.4) at baseline. This means
that the patients’ ability to do regular daily
osed with CSU. CSU, chronic spontaneous urticaria; n, number of
ines

https://doi.org/10.1016/j.waojou.2020.100470


Fig. 5 Percentage of A. Total work productivity impairment B. Total activity impairment. The number of subjects with available data at each
visit varied because of the registry nature of AWARE. n, number of patients; SD, standard deviation
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activities was impaired by more than one-third on
average during this time. This impairment was
reduced during the first year of the study to 16.0%
(�25.4). In the second year, total activity impair-
ment further declined to 14.8% (�26.1) (Fig. 5B).
DISCUSSION

The present data represent the real-world
burden of disease in CSU patients along with the
treatment patterns in Italy. The demographics of
enrolled patients largely resemble the published
data from CSU clinical trials27–29 with 70.4%
females, a mean age of 48 years, and a mean
BMI of 25.8 kg/m2. The most frequent reason
stated for early discontinuation of the study was
“lost to follow-up” followed by “withdrawal of
informed consent”, and spontaneous remission of
CU. A large majority of the patients (89.5%) were
diagnosed with CSU; concomitant CSU and
CIndU was observed in 7.3% of patients while
CIndU was observed in only 3.2% patients, which
is in contrast to previous literatures that reported
concomitant CSU and CIndU in as high as 24% of
patients in other European regions.30,31 Anxiety
disorders were relatively high in the Italian
AWARE population (13.1%) compared to other
cohorts of the AWARE study.

Data for the Italian cohort of the AWARE study
were collected during the period when the treat-
ment guidelines for urticaria were defined by the
2014 EAACI/GA2LEN/EDF/WAO urticaria
guideline (relevant at the time of the AWARE
study). The first-line therapy included approved
doses of second-generation nsAH, followed by
dose escalation of second-generation nsAH up to
4 times the approved dose as second-line therapy.
Third-line add-on therapy included cyclosporine
and thereafter escalation to add-on to nsAH
omalizumab/montelukast when patients displayed
insufficient symptom control. These guidelines
discouraged long-term use of first-generation H1-
AH/sAH or corticosteroids. An update of the
EAACI/GA2LEN/EDF/WAO urticaria guideline in
2017 now recommends omalizumab as a
standard third-line therapy before cyclosporine
and a short course of glucocorticosteroids is
permitted in case of severe exacerbation of CSU.1

In general, the patients were not receiving the
treatment in accordance with the guidelines prior
to the study. A large proportion of the Italian
patient's population was undertreated for
urticaria, which is similar to previous AWARE
study reports for other regions.30,31

Prior to baseline, more than a quarter of the
CSU patients did not receive treatment for urti-
caria, and nearly a quarter of patients received
non-recommended treatments. Corticosteroid us-
age was reported in 37.1% of the CSU patients,
which was higher than the German (15.8%) and
Scandinavian (19%) cohorts of the AWARE study
previously reported.30,31 Additionally, 16.7% of
the CSU patients used sAH, which was also
higher than the German (10%) and the
Scandinavian (3.2%) cohorts.30,31 The overall use
of omalizumab was moderate because
omalizumab received approval from AIFA (Italian
Health Authority) in August 2015 and was
available in the Italian market in September 2015.
The recommended treatment options of nsAH at
approved and escalated doses were the most
frequently prescribed medications, although the
treatment regimens wildly varied. Omalizumab
was the only approved treatment for CSU in case
of treatment failure or treatment nonresponse to
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nsAH; it was prescribed in 20.4% of the CSU
patients.

A total of 49.3% patients had moderate to
extremely high impact on their QoL at baseline
assessed by DLQI. There was substantial improve-
ment in symptoms of CSU over the 2-year obser-
vational period as evidenced at all investigated
endpoints. Although an improvement in the QoL
was achieved following an appropriate therapeutic
path and as a function of the administered therapy,
a large proportion of CSU patients were still
considered "uncontrolled" after a 2-year period
and after being seen by a specialist.

Concomitant angioedema was reported in
nearly half of the CSU patients and was present on
average for 20 h within the preceding 6 months.
Angioedema also appeared together with itchy
wheals in the majority of cases (86.0%) and re-
ported to be of moderate disease intensity. A
reduction in concomitant angioedema and wheals
was noticed over the 24 months of the observation
period. Yet a considerable number of patients still
had high disease burden after 24 months because
wheals and angioedema were still present in
50.4% and 15% of patients, respectively. A reduc-
tion in these symptoms compares well with the
improvements in urticaria activity score and QoL
assessed throughout the observation period.

CSU patients demonstrated a high rate of
medical resource utilisation at baseline, and in
many cases, multiple dermatologists or allergists
were consulted in addition to the general practi-
tioner involvement. More than 20% of the patients
experienced hospitalisation due to CSU at base-
line. Scarce information was available regarding
the number of patients utilising medical and clin-
ical resources at Month 12 and Month 24; thus, a
strong conclusion was not drawn from the data. At
baseline, 11.3% of all patients reported at least 1
sick leave due to CSU since the onset of disease
which was considerably lower than that observed
in the general AWARE population. In comparison
to Germany and Scandinavia, 27% of patients re-
ported having sick leaves due to urticaria with an
average duration of 9 weeks, and 25.9% of patients
reported sick leaves due to urticaria with an
average duration of 3.8 weeks per year, respec-
tively. Absenteeism was high in patients with CU as
indicated in previous studies of the literature.3
However, during the 2-year observation period,
Italian patients rarely took any sick leave,
probably to safeguard their job/employment.

Although the assessment of the real-world
practice was the main limitation of the AWARE
study, this is one of the first studies in Italy with a
large number of CU patients followed up over a
long period. There were no pre-defined or rand-
omised group assessments of patients; instead,
data describing the treatment strategy of a patient
were assessed on an ongoing basis and could vary
during the study. Inclusion criteria were fairly
broad and no explicit exclusion criteria apart from
anticipated difficulties in patient follow-up and
simultaneous participation in any other clinical trial
for urticaria were applied. Due to which, additional
factors causing a selection bias cannot be
completely ruled out. The data obtained with this
study were assessed using descriptive statistics
and were not used for comparative analysis.

In conclusion, the data included here show the
disease burden and the treatment regimens of
CSU patients in Italy. Untreated or sub-optimally
treated CU patients have a high disease burden
which contributes to higher economic burden and
higher utilisation of healthcare resources. Adher-
ence to the latest treatment guidelines for treat-
ment and managing patients can improve the
patient care and disease outcomes. The outcomes
from this report may further contribute to the un-
derstanding of the disease burden and the treat-
ment algorithm for CU practised in Italian patients.
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