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Meeting Summary
The latest international guidelines on urticaria were published in September as a joint initiative from 
the European Academy of Allergology and Clinical Immunology (EAACI), the Global Allergy and 
Asthma European Network (GA²LEN), the European Dermatology Forum (EDF; EuroGuiDerm), and 
the Asia Pacific Association of Allergy, Asthma and Clinical Immunology (APAAACI).1 The guidelines 
state that the goal of treatment is to treat the disease until it is gone and as efficiently and safely 
as possible aiming for a continuous weekly Urticaria Activity Score (UAS7) of 0, complete control, 
and a normalisation of quality of life. It is recommended that in addition to healing the disease and 
reducing disease activity, the therapeutic approach to chronic urticaria (CU) should involve using 
patient-reported outcome measures (PROMs), such as the Urticaria Activity Score (UAS), UAS7, the 
angioedema activity score (AAS), the chronic spontaneous urticaria quality of life questionnaire (CU-
Q2oL), the angioedema quality of life questionnaire (AE-QoL), the urticaria control test (UCT), and 
the angioedema control test (AECT).

https://creativecommons.org/licenses/by-nc/4.0/
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Introduction 

Disease control or activity should be assessed 
in trials and in clinical practice. The guidelines 
state that “treatment should follow the basic 
principles of treating as much as needed and 
as little as possible taking into consideration 
that the activity of the disease may vary. This 
implies stepping up or stepping down in the 
treatment algorithm according to the course of 
disease following the principle assess, adjust, act, 
and reassess.” In this context, UCT <12 defines 
uncontrolled disease and requires a step-up in 
treatment. Patients with UCT=12–  15 have well-

controlled disease and the action is to continue 
therapy and try to optimise. Those with UCT=16 
have completely controlled disease and a step-
down (i.e., reducing dose or extending intervals) 
is indicated based on individual factors. 

Three posters presented at EADV 2021 showed 
that in patients with CSU, complete control was 
correlated with better health-related quality 
of life (HRQoL),3 better sleep quality,4 and 
less interference with activity and work.5 The 
advantages of early and high-efficacy treatment 
on quality of life were also outlined.6 A more 
holistic assessment of treatment effect using 

Complete urticaria control is required for the least impact on quality of life, sleep, activity, and work. 
This was demonstrated in three posters presented at the European Academy of Dermatology and 
Venereology (EADV) 2021 Congress in Vienna, Austria. An analysis of real-world data from the “A World-
wide Antihistamine-Refractory chronic urticaria patient Evaluation” (AWARE) study demonstrated 
that patients with chronic spontaneous urticaria (CSU) achieving UAS7=0 had significantly lower 
mean Dermatology Life Quality Index (DLQI) and CU-Q2oL scores compared with patients in other 
disease activity bands, including the well-controlled state (UAS7=1–6). A further analysis of the 
AWARE study data showed that patients achieving UAS7=0 had significantly lower mean CU-Q2oL 
sleep domain scores compared with patients in other UAS7 disease activity bands. Patients achieving 
complete control (UAS7=0) even had significantly lower CU-Q2oL sleep domain scores compared 
with well-controlled (UAS7=1–6) patients. Real life data from the AWARE study have shown that a 
large proportion of patients do not reach complete control and new treatment options are needed. 
An analysis of pooled data from a Phase IIb ligelizumab study found that complete control was also 
associated with less interference with activity and work.2 Comparing patients with UAS7=0 (urticaria 
free) to those with UAS7=1-6 (well-controlled), there was a 178-times higher likelihood of having a 
Weekly Activity Interference Score (AIS7)=0 and a three-times higher likelihood of having an Overall 
Work Impairment Score=0, confirming the findings from AWARE. 

Further analysis of the AWARE study suggested the advantages of early and sustained high-efficacy 
treatment on the quality of life of patients with CSU. Mean DLQI scores at baseline and Year 1 in the 
early omalizumab treatment group were 12.3 and 2.9, respectively, compared with 11.6 and 4.1 in the 
late group, and 8.4 and 4.5 in the no omalizumab group. Furthermore, early and sustained use of 
omalizumab was significantly associated with achieving a DLQI score of 0–1 at 1 year of follow-up in 
the AWARE study, after adjustment for other relevant factors.

To assess the holistic effect of treatment in patients with CSU, composite scores were created combining 
symptoms with quality of life. A composite score of Weekly Hives Severity Score (HSS7), Weekly Itch 
Severity Score (ISS7), and Weekly Angioedema Activity Score (AAS7) was used to examine complete 
control in the Phase IIb ligelizumab study. When compared to omalizumab, patients in the ligelizumab 
arms had a 15.9–19.4% higher chance of achieving CSU completely controlled status. When compared 
to placebo, patients on ligelizumab had a 36.2–39.7% higher chance of achieving CSU completely 
controlled status.

CSU disease activity can fluctuate and because UAS7 is a weekly score it may not adequately record 
information on flare-ups. A novel rolling UAS7 (rUAS7) was used to define flare-ups in an exploratory 
analysis of the Phase IIb ligelizumab study. During the treatment period, the proportion of patients 
who did not experience flare-ups was 50.0%, 58.8%, 47.0%, and 27.9% for ligelizumab 72 and 240 mg, 
omalizumab 300 mg, and placebo, respectively. 

https://www.emjreviews.com/
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a composite score combining symptoms and 
quality of life showed that more patients achieve 
complete control with ligelizumab 240 or 72 mg 
compared to omalizumab 300 mg.7 Finally, a 
novel exploratory analysis examined the stability 
of complete response to anti-IgE treatments, 
once achieved.8 

Benefits of Complete Control on 
Quality of Life, Sleep, Activity, 

and Work3,4,5 

Pedro A. Laires, Jonathan 
A. Bernstein 

Three posters presented at EADV 2021  
suggested that in patients with CSU, complete 
control was correlated with better HRQoL,3 
better sleep quality,4 and less interference with 
activity and work.5 All three studies showed that 
compared with complete control, those with 
even one disease activity band higher (i.e., well-
controlled) experienced a significantly greater 
burden of their condition on PROMs.

An analysis of real-world data from the AWARE 
study demonstrated that patients achieving 
UAS7=0 had significantly (p<0.0001) lower 
mean DLQI and CU-Q2oL scores compared with 
patients in other disease activity bands, indicating 
better HRQoL in those with complete symptom 

control. Figure 1 shows the CU-Q2oL scores 
by UAS7 categories. The Pearson correlation 
coefficient between the DLQI and UAS7 score 
was 0.63 (p<0.0001) and between the CU-Q2oL 
and UAS7 score was 0.57 (p<0.0001), indicating 
a significant positive correlation between  
symptom control and HRQoL.

Figure 2 shows the correlation between the CU-
Q2oL sleep domain and UAS7 bands. Patients 
achieving UAS7=0 had significantly (p<0.0001) 
lower mean CU-Q2oL sleep domain scores 
compared with patients in other UAS7 disease 
activity bands, indicating improved quality 
of sleep in patients with complete symptom  
control. The Pearson correlation coefficient 
between the CU-Q2oL sleep domain and UAS7 
score was 0.45 (p<0.0001), indicating a significant 
positive correlation between symptoms and 
sleep. The analysis also demonstrated that the 
CU-Q2oL sleep domain score correlated with 
DLQI status. Patients achieving DLQI=0–1 had 
significantly (p<0.0001) lower mean CU-Q2oL 
sleep domain scores compared with patients 
with higher DLQI scores.

An analysis of pooled data from the Phase IIb 
ligelizumab study9 found that in patients with 
UAS7=0, 91.1% reached DLQI=0–1 simultaneously. 
When patients with UAS7=0 were compared 
to those with UAS7=1–6, there was a five-times 
higher (odds ratio [OR]: 5.37; 95% confidence 
interval [CI]: 3.2–9.1; p<0.0001) likelihood of 

INTRODUCTION AND OBJECTIVES
• Chronic spontaneous urticaria (CSU) is characterised by 

the occurrence of itchy wheals (hives), angioedema or 
both for >6 weeks, which occurs without specific external 
stimuli1

• In the recently published real-world data from A World-wide 
Antihistamine-Refractory chronic urticaria patient Evaluation 
(AWARE) study, the mean weekly Urticaria Activity Score 
(UAS7) scores consistently decreased throughout the 2-year 
study period from 17.6 at baseline to 5.2 by the end of the 
study2 

• However, CSU remains uncontrolled in many patients despite 
treatment and has a substantial negative effect on health-
related quality of life (HRQoL)3

• Here, we investigated the correlation between CSU 
symptom control and HRQoL using real-world data from the 
AWARE study

MATERIALS AND METHODS
Study design
• We used data from the 2-year, prospective, non-interventional, 

multinational, global real-world AWARE study (Europe, Central 
and Latin America, Asia-Pacific, and the Middle East) that 
examined CSU patients with or without chronic inducible 
urticaria who were refractory to treatment with at least one 
course of H1-antihistamines at approved dose4,5

Study assessments
• Disease activity and HRQoL impairment were assessed by 

the UAS76 and the Dermatology Life Quality Index (DLQI) or 
the Chronic Urticaria Quality of Life questionnaire (CU-Q2oL), 
respectively

 – The DLQI consists of 10 items and covers 6 domains 
including symptoms and feelings, daily activities, leisure, 
work and school, personal relationships, and treatment. 
DLQI scores range from 0–30, with higher scores indicating 
poorer HRQoL (i.e., more impairment)7

 – The CU-Q2oL consists of 23 items and measures 6 
domains of HRQoL: “pruritus” (2 items), “swelling” (2 items), 
“impact on life activities” (6 items), “sleep problems” (5 
items), “limits” (3 items) and “looks” (5 items). CU-Q2oL total 
scores range from 0–100, with a higher score indicating a 
more severe impact on HRQoL8

• In the present analysis, DLQI and CU-Q2oL scores between 
adjacent UAS7 disease activity bands were compared up to 
1 year

Statistical analysis
• For the DLQI and CU-Q2oL scores, means for the different 

UAS7 disease activity bands were estimated using a repeated 
measurement model9 with age, sex and angioedema as 
fixed effect and visits within subject up to 1 year as repeated 
factor. Within the repeated measurement model, a compound 
symmetry covariance matrix was chosen between visits. From 
this model, least squares means for the different UAS7 bands 
and, DLQI and CU-Q2oL scores were estimated

• Pearson correlation coefficients for DLQI and CU-Q2oL 
scores with UAS7 disease activity scores were calculated

• In the present analysis, the cut-off date for the analysis was 
chosen up to Year 1 due to limited data availability, thereafter

RESULTS
Baseline demographics and disease characteristics
• A total of 2931 patients were included in the analysis. 

Patients’ demographics and baseline disease characteristics 
are presented in Table 1

Table 1. Patient demographics and baseline disease 
characteristics
Variable N=2931
Age, years 45.4 (15.0)
Women, n (%) 2144 (73.1)
Region, n (%)

Europe 1947 (66.4)
LatAm 502 (17.1)
AMAC 482 (16.4)

Patients with CSU diagnosis only, n (%) 2152 (73.4)
Patients with CSU+CIndU diagnosis, n (%) 779 (26.6)
Patients with angioedema, n (%) 1522 (51.9)
Time since diagnosis of CU, years 5.1 (7.4)
PROs score

UAS7 17.1 (12.4)
DLQI total 8.6 (6.9)
CU-Q2oL 34.3 (21.1)

Data are presented as mean (SD), unless stated otherwise.
AMAC, Asia-Pacific, Middle East and African Countries; CIndU, chronic inducible urticaria; CSU, 
chronic spontaneous urticaria; CU, chronic urticaria; CU-Q2oL, CU Quality of Life questionnaire; 
DLQI, Dermatology Life Quality Index; LatAm, Latin America; PROs, patient-reported outcomes;  
SD, standard deviation; UAS7, weekly Urticaria Activity Score

HRQoL
• The DLQI and CU-Q2oL scores by UAS7 bands are 

presented in Figure 1a and 1b

 – Patients achieving UAS7=0 had significantly (P<0.0001) 
lower mean DLQI and CU-Q2oL scores versus patients with 
other disease activity bands, indicating better HRQoL in 
patients with complete symptom control

• The Pearson correlation coefficient between the DLQI and 
UAS7 score was 0.63 (P<0.0001) and between the CU-Q2oL 
and UAS7 score was 0.57 (P<0.0001), indicating a significant 
positive correlation between symptom control and HRQoL

Figure 1. DLQI and CU-Q2oL scores by UAS7 categories –
from baseline up to Year 1 (N=2931)
a.  DLQI scores by UAS7 disease states 
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b.  CU-Q2oL total score by UAS7 disease states
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For this analysis, data from patients across all timepoints up to Year 1 were considered.
CU-Q2oL, Chronic Urticaria Quality of Life questionnaire; DLQI, Dermatology Life Quality Index; 
SE, standard error; UAS7, weekly Urticaria Activity Score

CONCLUSIONS
• In real life, CSU patients free of wheals and itch 

significantly report better HRQoL as compared to 
patients with higher disease activity, indicating that, 
lower urticaria activity significantly correlates with better 
quality of life10

• These results highlight the importance of attaining 
complete symptom control in CSU management
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Figure 1: CU-Q2oL total score by UAS7 disease states.

For this analysis, data from patients across all timepoints up to Year 1 were considered.

CU-Q2oL: Chronic Urticaria Quality of Life questionnaire; LS: least squares; SE: standard error; UAS7: weekly Urticaria 
Activity Score.
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having DLQI=0–1. For SIS7, in patients with 
UAS7=0, 99.7% reached SIS7=0 simultaneously. 
Comparing patients with UAS7=0 to those with 
UAS7=1–6, there was a 137-times higher (OR: 
136.77; 95% CI: 37.2–502.8; p<0.0001) likelihood 
of having SIS7=0. Regarding AIS7, in patients with 
UAS7=0, 99.7% simultaneously reached AIS7=0. 
Comparing patients with UAS7=0 to those with 
UAS7=1–6, there was a 178-times higher (OR: 
178.11; 95% CI: 29.2–1,085.8; p<0.0001) likelihood 
of having AIS7=0. Finally, 85.3% of patients with 
UAS7=0 reached an Overall Work Impairment 
Score=0. Comparing patients with UAS7=0 to 
those with UAS7=1 –6, there was a three-times 
(OR: 3.04; 95% CI: 1.8–5.1; p<0.0001) higher 
likelihood of having Overall Work Impairment 
Score=0.

Benefits of Early Treatment 
on Quality of Life6

Pedro A. Laires 

Previous studies have demonstrated the 
effectiveness and safety of omalizumab in CSU,10-

12 but real-world evidence describing the role of 
early treatment is limited. This analysis of the 
real-world AWARE study investigated HRQoL 

in CSU patients undergoing early and sustained 
omalizumab treatment.

Early and late treatment was defined as switch to 
omalizumab at 3 and 6–9 months from baseline, 
respectively, and continued treatment up to 
1-year follow-up. Mean DLQI scores at baseline 
and Year 1 were assessed in patients with early, 
late, and no omalizumab treatment (no switch to 
omalizumab during the study).

Early and sustained use of omalizumab 
was significantly associated with achieving 
DLQI=0–1, with an OR of 2.4 (95% CI: 1.5–3.8; 
p<0.001). Despite a positive trend, no significant  
association was seen with late treatment (OR: 1.5; 
95% CI: 0.8–2.6; p=0.174) or overall omalizumab 
treatment for achieving DLQI=0–1 (OR: 1.6; 95% 
CI: 0.8–3.2; p=0.160).

In summary, the results indicate that early and 
sustained treatment with omalizumab in a  
real-world setting is associated with improved 
quality of life in patients with CSU. The authors 
said the findings highlight the importance 
of early access and use of high-efficacy  
treatments in the management of CSU, whenever 
clinically required, to attain the best possible 
outcomes for patients.
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INTRODUCTION AND OBJECTIVES
• Chronic spontaneous urticaria (CSU) is characterised by the occurrence of 

itchy wheals (hives), angioedema or both for >6 weeks, which occurs without 
specific external stimuli1

• In the recently published real-world data from A World-wide Antihistamine-
Refractory chronic urticaria patient Evaluation (AWARE) study, the mean 
weekly Urticaria Activity Score (UAS7) consistently decreased throughout 
the 2-year study period from 17.6 at baseline to 5.2 by the end of the study2

• However, CSU remains uncontrolled in many patients despite treatment and 
has a negative effect on health-related quality of life (HRQoL), including sleep3

• Real-world evidence describing the correlation of CSU symptom control and 
patients’ quality of sleep is still limited4

• We aimed to investigate the correlation between CSU symptom control and 
sleep quality

MATERIALS AND METHODS
Study design
• We used data from the 2-year, prospective, non-interventional, multinational, 

global real-world AWARE study (Europe, Central and Latin America, Asia-
Pacific, and the Middle East) that examined CSU patients with or without 
chronic inducible urticaria who were refractory with at least 1 course of  
H1-antihistamines at approved dose5,6

Study assessments
• Disease activity was measured by the UAS7,7 sleep quality by the sleep 

domain of the Chronic Urticaria Quality of Life questionnaire (CU-Q2oL),8 
and HRQoL by the Dermatology Life Quality Index (DLQI)9

• The CU-Q2oL (recall period 2 weeks) covers 3 questions directly related to 
sleep and the domain scores range from 0‒100

1. Do you have difficulties in falling asleep? 
2. Do you wake up during the night?
3. Do you feel tired during the day because of your bad night’s sleep? 

• In the present analysis, CU-Q2oL sleep domain scores up to 1 year were 
assessed by comparing with:

 – UAS7 disease activity bands
 ■ In addition, data were analysed by patients’ baseline angioedema 

status across UAS7 bands
 – DLQI status

• For all patient-reported outcomes described above higher scores indicates 
higher disease activity, worse HRQoL or sleep7-9

Statistical analysis
• The average CU-Q2oL sleep domain score for the different UAS7 

disease activity bands and DLQI status were estimated using a repeated 
measurement model10 with age, sex, and angioedema as fixed effect and 
visits within subject up to Year 1 as repeated factor

• Within the repeated measurement model, a compound symmetry covariance 
matrix was chosen between visits. From this model, least squares means for 
the different UAS7 bands and DLQI status were estimated

• The same model was applied to analyse average CU-Q2oL sleep domain 
score for the different UAS7 disease activity bands by angioedema status 
(yes/no) at baseline 

• Pearson correlation coefficients for CU-Q2oL sleep domain scores with 
UAS7 disease activity scores were calculated

• In the present analysis, data from patients across all timepoints up to Year 1 
were considered. The cut-off date for the analysis was chosen at Year 1 due 
to limited data availability, thereafter

RESULTS
Baseline demographics and disease characteristics
• A total of 2931 patients were included in the analysis. Patients’ baseline 

demographics and disease characteristics are presented in Table 1
Table 1. Patient demographics and baseline disease characteristics
Variable N=2931
Age, years 45.4 (15.0)
Women, n (%) 2144 (73.1)
Region, n (%)

Europe 1947 (66.4)
LatAm 502 (17.1)
AMAC 482 (16.4)

Patients with CSU diagnosis only, n (%) 2152 (73.4)
Patients with CSU+CIndU diagnosis, n (%) 779 ( 26.6)
Patients with angioedema, n (%) 1522 (51.9)
Time since diagnosis of CU, years 5.1 (7.4)
PRO scores

UAS7 17.1 (12.4)
CU-Q2oL sleep domain 40.8 (28.2)
DLQI 8.6 (6.9)
CU-Q2oL 34.3 (21.1)

Data are presented as mean (SD), unless stated otherwise.
AMAC, Asia-Pacific, Middle East and African Countries; CindU, chronic inducible urticaria; CSU, chronic spontaneous urticaria; 
CU, chronic urticaria; CU-Q2oL, Chronic Urticaria Quality of Life questionnaire; DLQI, Dermatology Life Quality Index; 
LatAm, Latin America; PROs, patient-reported outcomes; SD, standard deviation; UAS7, weekly Urticaria Activity Score

Correlation between CU-Q2oL sleep domain and UAS7 bands
• The CU-Q2oL sleep domain scores by UAS7 bands are presented in Figure 1

 – CU-Q2oL sleep domain score correlates with disease activity 
 – Patients achieving UAS7=0 had significantly (P<0.0001) lower mean 

CU-Q2oL sleep domain scores versus patients with other UAS7 disease 
activity bands, indicating improved quality of sleep, in patients with 
complete symptom control

• The Pearson correlation coefficient between the CU-Q2oL sleep domain 
and UAS7 score was 0.45 (P<0.0001), indicating a significant positive 
correlation between symptoms and sleep

Figure 1. CU-Q2oL sleep domain scores by UAS7 bands from 
baseline up to Year 1 (N=2931)
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For this analysis, data from patients across all timepoints up to Year 1 were considered.
CU-Q2oL, Chronic Urticaria Quality-of-Life questionnaire; LS, least squares; SE, standard error; UAS7, weekly Urticaria Activity Score

• Regardless of patients’ baseline angioedema status, similar results for the 
CU-Q2oL sleep domain score were observed (Figure 2) and were consistent 
with overall data

 – A small difference between patients with and without angioedema 
was observed in patients who had mild, moderate and severe disease 
activity

Figure 2. CU-Q2oL sleep domain scores by UAS7 bands based on 
patients’ angioedema status from baseline up to Year 1 (N=2931)
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Correlation between CU-Q2oL sleep domain and DLQI status
• The CU-Q2oL sleep domain scores at Year 1 by DLQI status are presented 

in Figure 3
 – CU-Q2oL sleep domain score correlates with DLQI status 
 – Patients achieving DLQI=0–1 had significantly (P<0.0001) lower mean 

CU-Q2oL sleep domain scores versus patients with subsequent DLQI 
status

Figure 3. CU-Q2oL sleep domain scores by DLQI status from baseline 
up to Year 1 (N=2837*)
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CU-Q2oL, Chronic Urticaria Quality of Life questionnaire; DLQI, Dermatology Life Quality Index; LS, least squares; SE, standard error

CONCLUSIONS
• Control of urticaria symptoms leads to improvements in HRQoL and 

sleep. Independent of patients’ angioedema status at baseline, a 
positive correlation was observed between symptom control and 
sleep

• In real life, CSU patients free from hives and itch had a significant 
improvement in HRQoL and sleep compared to those with higher 
disease activity (patients with symptoms), indicating that lower 
urticaria activity significantly correlates with better HRQoL and sleep

• These results highlight the importance of attaining complete 
symptom control in CSU management11
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Analysis from a Worldwide Real-World Database (AWARE Study)
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Figure 2: CU-Q2oL sleep domain scores by UAS7 bands from baseline up to Year 1.

For this analysis, data from patients across all timepoints up to Year 1 were considered. 

CU-Q2oL: Chronic Urticaria Quality of Life questionnaire; LS: least squares; SE: standard error; UAS7: weekly Urticaria 
Activity Score.
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A Composite Score Combining 
Symptoms with Quality of Life 

to Evaluate Complete Control of 
Urticaria with Ligelizumab7 

Ana Giménez-Arnau 

Assessing the holistic effect of treatment in 
patients with CSU requires evaluating different 
patient-reported outcomes (PROs) such as 
the HSS7, ISS7, AAS7, and DLQI. While these 
measures correlate, patients may not always 
exhibit the same magnitude of response for each 
PRO and there may be lags between responses. In 
addition, not all patients experience angioedema, 
which can severely impact quality of life as well. 
This study therefore examined complete urticaria 
control using composite scores of different PROs. 
Patients were considered to have CSU completely 
controlled if they recorded concurrent HSS7=0, 
ISS7=0, and AAS7=0, and to be CSU-free if they 
also recorded DLQI=0–1.

Table 1 shows the proportion of patients in 
each of the four treatment arms who achieved 
complete responses in the PROs and who were 
completely controlled or CSU-free according to 
the composite scores. The authors stated that 
the composite outcome evaluation provided a 

more holistic approach to the treatment response  
and clearly differentiated outcomes across 
treatment arms.

The investigators estimated the probability 
of achieving CSU completely controlled and 
CSU-free status by treatment at Week 12. 
When compared to omalizumab, patients in 
the ligelizumab arms had a 15.9–19.4% higher 
chance of achieving CSU completely controlled 
status, and 15.7–18.2% higher chance of achieving 
CSU-free status according to the composite 
scores. When compared to placebo, patients on 
ligelizumab had a 36.2–39.7% higher chance of 
achieving CSU completely controlled status, and 
32.0–34.5% higher chance of achieving a CSU-
free status.

To summarise, in the core Phase IIb and extension 
studies, ligelizumab was more likely to achieve 
and sustain complete control concurrently on 
all PROs compared with omalizumab or placebo 
in patients with CSU. The authors concluded 
that using a composite score of validated PROs 
for CSU could be useful in clinical studies for 
differentiating response to treatments.

INTRODUCTION
• Ligelizumab, a next generation high-affinity humanised monoclonal anti-IgE antibody, has been shown to be 

effective in patients with Chronic Spontaneous Urticaria (CSU) inadequately controlled by H1-antihistamines 
alone or in combination with H2-antihistamines and/or leukotriene receptor antagonists during a 20-week 
core Phase 2b study (NCT02477332)1

• Assessing the holistic effect of a treatment in patients with CSU requires evaluating different patient 
reported outcomes (PROs) that includes effect on symptoms such as the Weekly Hives Severity Score 
(HSS7), Weekly Itch Severity Score (ISS7) and Weekly Angioedema Activity Score (AAS7), as well as 
health-related quality-of-life (HRQoL), namely the Dermatology Life Quality Index (DLQI)

• These PROs correlate, but patients may not always exhibit the same magnitude of response for each PRO, 
and there may be lags between PRO responses

• Here, we assess complete urticaria control using a composite score of different PROs

METHODS
Study Design and Patients
• The core Phase 2b ligelizumab trial was a dose-finding, multicentre, randomised, double-blind, active and 

placebo controlled study in adult patients with moderate to severe CSU (7-day Urticaria Activity Score 
[UAS7]≥16) uncontrolled with H1-antihistamines alone or in combination with H2-antihistamines and/or 
leukotriene receptor antagonists (Figure 1)1

• Following a 16-week wash-out period after the last dose in the core study, eligible patients entered a 52-week 
open-label, single-arm Phase 2b extension study followed by a 52-week treatment free follow-up period

Figure 1. Design of Phase 2b core and Phase 2b extension studies
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(Week 0 

extension)

Week 52 Week 100Week 12 
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extension
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Screening Treatment Follow-up Treatment Follow-upc
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in the extension study
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Ligelizumab 240 mg q4w

Placebo (n=43)

Ligelizumab
120 mg SDa

= Treatment visit in the core study or extension study
Week 12 = Primary endpoint

= Randomisation

R

Ligelizumab 240 mg q4w (n=85)

Ligelizumab 72 mg q4w (n=84)

Ligelizumab 24 mg q4w (n=43)

Omalizumab 300 mg q4w (n=85)

Placebo q4w (n=42) 

q4w, every 4 weeks; sc, subcutaneous; SD, single dose; Wk, week; UAS7, 7-day urticaria activity score. aThe 120 mg single-dose (SD) arm was 
chosen to characterise the pharmacokinetics/pharmacodynamics. Data from this arm assesses the duration of the response and correlates this 
with the concentration of drug in the serum at the time when symptoms reappear. bPatients who remained in the follow-up period for at least  
12 weeks and had active disease (UAS7≥12), could enter the extension study from Week 32 onwards. cFollowing the 52-week open-label period, 
patients entered a 52-week treatment-free follow-up period to assess durability of treatment effect, including potential for disease modification

Endpoints and Assessments 
• In the core Phase 2b study, the effect of treatment on symptoms and quality-of-life was assessed 

using a set of established, validated questionnaires completed by CSU patients in an e-diary
 – HSS7: Weekly Hives Severity Score was derived by summing up the average daily hive scores (on a 

scale of 0–3) over 7 days. HSS7=0 is considered achieving complete control of the hives component
 – ISS7: Weekly Itch Severity Score was derived by summing up the average daily itch scores (on a 

scale of 0–3) over 7 days. ISS7=0 is considered achieving complete control of the itch component 
 – AAS7: Weekly Angioedema Activity Score was derived by summing up the average daily angioedema 

scores (on a scale of 0–3) over 7 days. AAS7=0 indicates no angioedema was reported over the 7 days
 – DLQI: Consists of ten questions (on a scale of 0–3, total 0–30) used to measure the impact of skin 

disease on quality-of-life in a patient. DLQI 0–1 indicates no effect on a patient’s life

• Established and validated scores were combined into a composite outcome to evaluate complete 
control of disease activity and response to treatment 

 – Patients were considered to have CSU completely controlled, if they recorded concurrent 
HSS7=0, ISS7=0 and AAS7=0 in the e-diary assessments

 – Patients were considered to be CSU-free, if they recorded DLQI=0–1 along with HSS7=0, 
ISS7=0 and AAS7=0 in the e-diary assessments

Statistical Analysis
• The current analysis included patients in the ligelizumab 72 mg, 240 mg, omalizumab 300 mg, and 

placebo treatment arms
• Risk difference (estimated difference in probability of experiencing an event) was calculated for 

ligelizumab vs. omalizumab and placebo, and for omalizumab vs. placebo
• Logistic regression was used to generate the nominal p-value, adjusted for background medication type 

and chronic urticaria index, and no adjustments for multiple comparisons were made, therefore, statistical 
interpretation should be made with caution

RESULTS
• The effect of treatment on symptoms and quality-of-life by individual PROs at Week 12 is presented in 

Table 1. The composite outcome evaluation provided a more holistic approach to the treatment response 
and clearly differentiated outcomes across treatment arms

Table 1. The percentage of patients who achieved complete response in the HSS7, ISS7, AAS7 and 
DLQI 0–1 at Week 12

Ligelizumab 72 mg
(N=84)

Ligelizumab 240 mg
(N=85)

Omalizumab 300 mg
(N=85)

Placebo
(N=43)

ISS7=0 47.6 42.4 29.4 4.7

HSS7=0 51.2 42.4 25.9 0

AAS7=0 87.5 84.6 75.0 61.0

DLQI 0–1 61.0 54.9 44.7 33.3

CSU completely controlled 44.1 40.0 23.5 0

CSU-free 38.1 35.3 18.8 0
Data was analysed using non-responder imputation. CSU completely controlled = free from signs and symptoms of urticaria with 
concurrent HSS7=0, ISS7=0 and AAS7=0; CSU-free = CSU completely controlled with concurrent DLQI=0–1 
AAS7, Weekly Angioedema Activity Score; CSU, Chronic Spontaneous Urticaria; DLQI, Dermatology Life Quality Index;  
HSS7, Weekly Hives Severity Score; ISS7, Weekly Itch Severity Score

• At Week 12, the proportion of patients showing CSU completely controlled was 44.1% with ligelizumab  
72 mg (p=0.007 vs. omalizumab 300 mg, and 0.003 vs. placebo), 40.0% with ligelizumab 240 mg  
(p=0.025 vs. omalizumab 300 mg, and 0.004 vs. placebo), 23.5% with omalizumab 300 mg (p=0.021 vs. 
placebo) and 0.0% with placebo (Figure 2a)

• At Week 12, the proportion of CSU-free patients was 38.1% with ligelizumab 72 mg (p=0.008 vs.  
omalizumab 300 mg, and 0.006 vs. placebo), 35.3% with ligelizumab 240 mg (p=0.020 vs. omalizumab 300 mg, 
and 0.007 vs. placebo), 18.8% with omalizumab 300 mg (p=0.035 vs. placebo) and 0.0% with placebo 
(Figure 2b) 

• Both ligelizumab doses had numerically higher proportion of patients who achieved CSU completely 
controlled or CSU-free status vs. omalizumab throughout the core treatment period, and in the  
treatment-free follow-up period (Figure 2a & b)

• At Week 52 of the extension study, 48.7% and 43.4% of patients achieved CSU completely controlled and  
CSU-free status, respectively. The response on the composite scores was maintained throughout the 
treatment period, and in over one third of the patients (who achieved complete response at end of 
extension study treatment) during the treatment-free follow-up period (Figure 2c & d)

Figure 2. The percentage of patients who achieved CSU completely controlled status and CSU-free 
status throughout the Phase 2b core and extension study period

c) CSU completely controlled status in the extension study d) CSU-free status in the extension study 
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AAS7, Weekly Angioedema Activity Score; CSU, Chronic Spontaneous Urticaria; DLQI, Dermatology Life Quality Index; 
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• When compared to omalizumab, patients on ligelizumab had a 15.9% to 19.4% higher chance of achieving CSU 
completely controlled status, and 15.7% to 18.2% higher chance of achieving a CSU-free status (Figure 3)

• When compared to placebo, patients on ligelizumab had a 36.2% to 39.7% higher chance of achieving CSU 
completely controlled status, and 32.0% to 34.5% higher chance of achieving a CSU-free status (Figure 3)

Figure 3. Probability of achieving CSU completely controlled and CSU-free status by treatments at 
Week 12
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CSU completely controlled = free from signs and symptoms of urticaria with concurrent HSS7=0, ISS7=0 and AAS7=0;  
CSU-free = CSU completely controlled with concurrent DLQI=0-1 
AAS7, Weekly Angioedema Activity Score; CI, confidence interval; CSU, Chronic Spontaneous Urticaria; DLQI, Dermatology Life Quality 
Index; HSS7, Weekly Hives Severity Score; ISS7, Weekly Itch Severity Score; RD, risk difference

CONCLUSIONS
• In the core Phase 2b and extension studies, ligelizumab was more likely to achieve and sustain complete 

control concurrently on all PROs vs. omalizumab or placebo in patients with CSU 
• Using a composite score of validated PROs for CSU can be useful in clinical studies for differentiating 

response to treatments in patients with CSU
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Table 1: The percentage of patients who achieved complete response in the HSS7, ISS7, AAS7, and DLQI 0–1 at 
Week 12.

Data were analysed using non-responder imputation. CSU completely controlled: free from signs and symptoms 
of urticaria with concurrent HSS7=0, ISS70, and AAS7=0; CSU-free: CSU completely controlled with concurrent 
DLQI=0–1.

AAS7: Weekly Angioedema Activity Score; CSU: Chronic Spontaneous Urticaria; DLQI: Dermatology Life Quality 
Index; HSS7: Weekly Hives Severity Score; ISS7: Weekly Itch Severity Score.
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Ligelizumab Shows Good  
Stability of Response in Patients 

with Chronic Spontaneous 
Urticaria: A Novel Exploratory 
Analysis of Urticaria Flare-ups8 

Marcus Maurer 

CSU can present with intermittent exacerbations 
of disease activity (flare-ups) even in patients 
undergoing treatment. The UAS7 is used to assess 
the effect of treatment but lacks the granularity 
of daily assessment of urticaria activity, while 
daily UAS does not provide a stable overview of 
the trends in disease activity. 

The current exploratory analysis used a novel 
rUAS7 to provide a stable assessment of disease 
activity while maintaining granularity. The study 
defined and measured flare-ups using a trend of 
continuous increase in rUAS7≥10 and explored 
the effect of ligelizumab treatment on flare-ups 
in patients with CSU.

The study included patients in the ligelizumab 
72 mg and 240 mg, omalizumab 300 mg, 
and placebo treatment arms of the Phase IIb 
ligelizumab study. The rUAS7 was calculated as 
the sum of UAS for a set of 7 consecutive days 
starting on a given day. It was calculated for 
every possible set of 7 consecutive days during 
the study. A flare-up was defined as a temporary 
continuous increase of rUAS7≥10 (based on 
minimum important difference for UAS713,14)  
from the lowest rUAS7 achieved before the  
flare. The day when such a difference was 
<10 points from the previous minimum was 
considered to be the end of the flare-up. The 
number of days, including the first day, spent 

with a flare-up was calculated as the duration of 
the flare-up.

The number of flare-ups and time to first  
flare-up, as well as the proportion of flare-up 
free days, were evaluated for patients in each 
treatment arm during the 20-week treatment 
period and the first 12 weeks of the treatment-
free follow-up period.

Regarding the number of flare-ups during the 
treatment period, the proportion of patients who 
did not experience flare-ups was 50.0%, 58.8%, 
47.0%, and 27.9% for ligelizumab 72 and 240 mg, 
omalizumab, and placebo, respectively. The time 
to achieve a median rUAS7=0 (urticaria free) with 
ligelizumab 72 mg, 240 mg, and omalizumab 
was 48, 71, and 101 days (the placebo arm did 
not reach the median value for rUAS7=0). 
Regarding the estimated time to first flare-up 
in 25% of patients, this was 36 and 47 days for 
ligelizumab 72 and 240 mg, respectively, 37 days 
for omalizumab, and 31 days for placebo.

In summary, treatment with ligelizumab showed 
good control of multiple flare-ups and disease 
stability. The authors concluded that assessment 
of flare-ups could improve CSU management in 
clinical practice.

Conclusion 

Clinical trials and real-world data demonstrate the 
benefits and importance of achieving complete 
control in patients with CSU on quality of life, 
sleep quality, and ability to work, and illustrate 
the advantages of early treatment. Novel 
assessments may be used in future to better 
reflect the burden of disease, and new treatment 
options promise to improve patient wellbeing.
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