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Dupilumab Improves Itch and Urticaria Activity Across Several CSU Subpopulations:  
LIBERTY-CSU CUPID Study A

Introduction
•	 Chronic spontaneous urticaria (CSU) is a chronic inflammatory disease characterized by wheals, angioedema,  
or both that recur for more than 6 weeks1,2

•	 In adults, CSU is more prevalent in females, with a female to male ratio of approximately  
2 to 13,4

•	 The adjusted prevalence of CSU is higher for non-White patients than White patients5

•	 Many patients continue to experience substantial disease burden despite treatment with  
H1-antihistamines (H1-AH), the standard-of-care for CSU6,7

Methods
•	 Study design: LIBERTY-CSU CUPID Study A was a randomized, double-blind, placebo-controlled, 24-week, phase 3 
trial that evaluated the efficacy and safety of dupilumab in patients with CSU (Figure 1)
–	 Patient population: Aged ≥ 6 years; diagnosis of CSU > 6 months prior to screening visit; presence of itch and hives 
for > 6 consecutive weeks despite H1-AH use; Urticaria Activity Score over 7 days (UAS7) ≥ 16 and Itch Severity 
Score over 7 days (ISS7) ≥ 8; omalizumab-naive

–	 Background therapy: Study-defined H1-AH (up to 4-fold the licensed dose)

•	 Study assessments 
–	 Itch Severity Score over 7 days (range 0–21): sum of daily ISS (ranging from 0 = none to 3 = intense) over 7 days
–	 Hive Severity Score over 7 days (range 0–21): sum of daily HSS (ranging from 0 = 0 hives to 3 = > 50 hives) over 7 days
–	 Urticaria Activity Score over 7 days (range 0–42): sum of the daily HSS7 and ISS7 scores over 7 days

•	 Outcomes
–	 Change in ISS7 from baseline (BL) at Week 24 
–	 Change in HSS7 from BL at Week 24
–	 Change in UAS7 from BL at Week 24

•	 Safety endpoints: TEAEs, serious adverse events
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Conclusion

•  �CSU patients treated with dupilumab 
experienced significantly reduced itch and 
urticaria activity. Although not powered 
for subgroup efficacy analyses, itch and 
urticaria activity reductions were observed 
across subpopulations, regardless of sex or 
race. Overall safety was generally consistent 
with the known dupilumab safety profile

Objective

•  �To report the safety and efficacy of dupilumab 
in patients with CSU from LIBERTY-CSU 
CUPID Study A (NCT04180488) who remained 
symptomatic despite treatment with H1-AH in 
patients with:

–  High or low baseline urticaria activity
–  Standard or increased doses of background 

H1-AH
–  Varying disease duration
–  Different demographic profiles (sex and race)
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Study design and Results

Figure 1. Study design.
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*Background study-defined H1-AH (up to 4-fold the licensed dose). 
Dupilumab dosing: adults (> 18 years) and adolescents (12–17 years) ≥ 60 kg: loading dose (LD) 600 mg (two 300 mg SC injections), followed by 300 mg q2w; adolescents 
(12–17 years) and children (≥ 6 to < 12 years) ≥ 30 kg to < 60 kg: LD 400 mg (two 200 mg SC injections), followed by 200 mg q2w; children (≥ 6 to < 12 years) ≥ 15 kg to < 30 kg: 
LD 600 mg (two 300 mg SC injections), followed by 300 mg q4w. BL, baseline; EOS/T, end of study/treatment; R, randomization; SC, subcutaneous; q2w, every 2 weeks;  
q4w, every 4 weeks.

Visits at Weeks 8, 12, and 16 are from LIBERTY AD PEDS and visits at Week 52 are from LIBERTY AD PED-OLE. *P < 0.05; **P < 0.01; ***P < 0.001; ****P < 0.0001, 
all vs corresponding baseline. P-value was based on difference of the median from baseline against 0 using the Wilcoxon Signed-Rank test. n.s., not significant; 
SE, standard error.
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•	 Baseline characteristics were generally balanced across treatment groups

Table 1. Baseline demographics and clinical characteristics.
Placebo
(n = 68)

Dupilumab
(n = 70)

All
(N = 138)

Age, years 41.9 (14.8) 40.7 (16.2) 41.3 (15.5)
Female, n (%) 50 (73.5) 41 (58.6) 91 (65.9)
Race, n (%)      
  White 48 (70.6) 47 (67.1) 95 (68.8)
  Black or African American 2 (2.9) 1 (1.4) 3 (2.2)
  Asian 16 (23.5) 19 (27.1) 35 (25.4)
  Other 2 (2.9) 3 (4.3)  5 (3.6)
BMI, kg/m2 27.9 (6.2) 27.4 (6.8) 27.7 (6.5)
Age at onset of CSU, years 36.7 (16.0) 35.5 (16.6) 36.1 (16.2)
Time since first diagnosis of CSU, years 5.7 (7.7) 5.8 (9.3) 5.7 (8.5)
BL total IgE, median, IU/mL 96.5 109.4 101.0
BL total IgE, Min; Max, IU/mL 1; 14827  5; 23388 1; 23388
BL H1-AH, n (%)      
  Standard dose 41 (60.3) 31 (44.3) 72 (52.2)
  2–4-fold standard dose 27 (39.7) 39 (55.7) 66 (47.8)

Data are presented as mean (standard deviation) unless otherwise stated. BMI, body mass index.

Table 2. Safety summary.
n % Placebo (n = 68) Dupilumab (n = 70)

Any TEAE 40 (58.8) 38 (54.3)

TEAEs reported in ≥ 5% of patients in any treatment 
group (by primary SOC and PT)

  Skin and subcutaneous tissue disorders 18 (26.5) 10 (14.3)

    CSU 6 (8.8) 3 (4.3)

    Angioedema 5 (7.4) 1 (1.4)

  General disorders and administration-site conditions 10 (14.7) 9 (12.9)

    Injection-site reactionsa 2 (2.9) 4 (5.7)

    Injection-site erythema 4 (5.9) 3 (4.3)

Selected AE

  Conjunctivitisb 1 (1.5) 0

Treatment-emergent SAEc 5 (7.4) 2 (2.9)
aInjection-site reactions by MeDRA High Level Term, n (%): placebo 9 (13.2); dupilumab 8 (11.4). Includes injection-site erythema, injection-site induration, 
injection-site pain, injection-site pruritus, and injection-site reactions. bConjunctivitis cluster includes conjunctivitis, allergic conjunctivitis, bacterial 
conjunctivitis, viral conjunctivitis, giant papillary conjunctivitis, eye irritation, and eye inflammation. cSAE terms (PT) include: COVID-19 pneumonia, 
depression, suicide, dyspnea, hemorrhoids, upper abdominal pain, nausea, angioedema, and atopic dermatitis.
AE, adverse event; CSU, chronic spontaneous urticaria; MedDRA, Medical Dictionary for Regulatory Activities; PT, Preferred Term; SAE, serious adverse event; 
SOC, system organ class; TEAE, treatment-emergent adverse event.
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Figure 3. �Dupilumab treatment improved ISS7 and UAS7, regardless of 
baseline characteristics.

Data presented as LS mean difference vs placebo (95% CI).
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Figure 2. Dupilumab treatment led to significant improvements in ISS7 and UAS7.

Data are presented as mean (standard deviation) unless otherwise stated.
aISS7, range 0–21; primary endpoint. bUAS7 is a composite of ISS7 and HSS7, range 0–42; secondary endpoint. BL, baseline; ISS7, Itch Severity Score over  
7 days LS, least squares, UAS7, Urticaria Activity Score over 7 days.
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