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CSU symptoms can adversely affect sleep and daily activities1,2

• CSU causes substantial sleep interference, which occurs almost twice as
frequently as that seen in individuals without CSU2

• Reduction of urticaria disease activity helps to alleviate sleep and daily
activity interference1

• Remibrutinib is an oral, highly selective Bruton’s tyrosine kinase
inhibitor that offers early (Week 2) and sustained symptom control in
patients with CSU who remain symptomatic despite treatment with
second-generation H1-antihistamines.

BTK, Bruton’s tyrosine kinase; CSU, chronic spontaneous urticaria; FcεRI, high-affinity IgE receptor; H1, histamine-1; Ig, immunoglobulin; LYN, LCK/YES novel tyrosine kinase; 
SYK, spleen tyrosine kinase.
1.Giménez-Arnau A, et al. Clin Transl Allergy. 2022;12(2):e12121; 2. Balp MM, et al. Patient. 2015;8(6):551-8. 3. ClinicalTrials.gov. NCT05030311. Accessed April 22, 2024. 
https://classic.clinicaltrials.gov/ct2/show/NCT05030311. 4. ClinicalTrials.gov. NCT05032157. Accessed April 22, 2024. https://classic.clinicaltrials.gov/ct2/show/NCT05032157

Introduction2

Herein, we present the effect of remibrutinib on sleep and daily activities in patients with CSU up to 

Week 24 of the Phase 3 REMIX-1 (NCT05030311)3 and REMIX-2 (NCT05032157)4 studies

Remibrutinib is a novel, oral, 

highly selective BTK inhibitor

https://www.nejm.org/doi/full/10.1056/NEJMoa2408792


AH, antihistamine; bid, twice daily; CSU, chronic spontaneous urticaria; H1, histamine 1; HSS7, weekly Hives Severity Score; ISS7, weekly Itch Severity Score; N, number of patients; R, 
randomisation; UAS7, weekly Urticaria Activity Score. 
a Presence of itch and hives for ≥6 consecutive weeks prior to screening despite the use of a second-generation H1-antihistamine; UAS7 score ≥16, ISS7 score ≥6, and HSS7 score ≥6 during the 
7 days prior to randomization (day 1). 

Study Design2

REMIX-1 and REMIX-2 are two Phase 3, randomised, placebo-controlled studies 

of remibrutinib 25 mg bid administered orally

Follow-up or 

extension

Remibrutinib 25 mg bid

Remibrutinib 25 mg bidPlacebo

ExtensionOpen-label treatment periodDouble-blind treatment period

REMIX-1: N = 313 

REMIX-2: N = 300

REMIX-1: N = 157 

REMIX-2: N = 155 

R

2:1

Adult patients with a

diagnosis of CSU 

(for ≥6 months)

inadequately 

controlled by 

second-generation 

H1-AHa

12Weeks 52

Primary endpoint

24

• Background second-generation H1-AH used throughout the study in both arms

• Rescue therapy (an alternative second-generation H1-AH) could be used as needed 
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Weekly Sleep Interference Score (SIS7)

• Daily sleep interference was scored on a scale of 0 to 3

Weekly Activity Interference Score (AIS7)

• Daily activity interference was scored on a scale of 0 to 3

Scoring Effect on patients’ sleep

0 No interference

1 Mild, little interference with sleep

2
Moderate, awoke occasionally, some interference 
with sleep 

3
Substantial, woke up often, severe interference 
with sleep

Scoring Effect on patients’ daily activities

0 No interference

1 Mild, little interference with daily activities

2 Moderate, some interference with daily activities

3
Substantial, severe interference with daily 
activities

Q. Please rate how much your hives or itch interfered 

with your daily activities during the past 24 hours.

Q. Please rate how much your hives or itch 

interfered with your sleep during the past 24 hours.

Assessments
• Change from baseline in SIS7 (CFB-SIS7) over time
• Proportion of patients with no impact of CSU 

on sleep (SIS7=0) over time

Assessments

• Change from baseline in AIS7 (CFB-AIS7) over time
• Proportion of patients with no impact of CSU on daily 

activities (AIS7=0) over time

Assessments3

The following exploratory outcomes from REMIX-1 and REMIX-2 were assessed:

o Daily activities could include work, school, sports, hobbies 

and activities with friends and familyQuestion in patients’ e-diary

The weekly scores, SIS7 and AIS7 ranged from 0 to 21

Lower scores indicate lower impact on sleep or activity



AIS7, weekly Activity Interference Score; bid, twice daily; CSU, chronic spontaneous urticaria; DLQI, Dermatology Life Quality Index; N, total number of patients in each treatment arm; n, number 
of evaluable patients; SD, standard deviation; SIS7, weekly Sleep Interference Score; UAS7, weekly Urticaria Activity Score. 
aRandomised set; bFull analysis set (observed data).

• Patient demographics and baseline characteristics were well-balanced between remibrutinib and placebo in both studies

Patient Demographics and Baseline Characteristics4

Patient demographicsa

REMIX-1 REMIX-2

Remibrutinib 

25 mg bid

(N=313)a

Placebo 

(N=157)a

Remibrutinib 

25 mg bid

(N=300)a

Placebo  

(N=155)a

Agea (years), mean ± SD 44.6 ± 14.3 45.9 ± 13.4 41.9 ± 14.5 41.3 ± 14.6

Gendera (female), n (%) 212 (67.7) 109 (69.4) 197 (65.7) 100 (64.5)

Duration of CSUa (years), mean ± SD 6.9 ± 9.3 6.1 ± 7.1 5.5 ± 7.6 4.6 ± 6.2

UAS7a, mean ± SD 30.6 ± 7.9 29.6 ± 7.7 30.2 ± 8.0 29.5 ± 7.6

SIS7b, mean ± SD 12.7 ± 5.4 12.3 ± 5.4 11.8 ± 5.6 12.1 ± 5.0 

AIS7b, mean ± SD 13.1 ± 4.9 13.0 ± 4.8 12.5 ± 5.3 12.3 ± 4.8 

DLQIa, mean ± SD 14.2 ± 7.0 13.5 ± 6.8 14.0 ± 7.5 13.6 ± 6.7

https://www.nejm.org/doi/full/10.1056/NEJMoa2408792


Remibrutinib 25 mg bid (N=297) Placebo (N=153)Remibrutinib 25 mg bid (N=309) Placebo (N=153)
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bid, twice daily; BL, baseline; CFB, change from baseline; CSU, chronic spontaneous urticaria; N, number of patients on each treatment arm; SIS7, weekly Sleep Interference Score.
aFull analysis set; observed data.  

Remibrutinib Reduced the Impact of CSU on Sleep (CFB-SIS7), Observed 

as Early as Week 1, with Continued Improvements up to Week 24a
4
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REMIX-1 REMIX-2

1 2 3 1 2 3

BL SIS7a (mean ± SD): 12.7 ± 5.4 (remibrutinib); 12.3 ± 5.4 (placebo) BL SIS7a (mean ± SD): 11.8 ± 5.6 (remibrutinib); 12.1 ± 5.0 (placebo)



Remibrutinib 25 mg bid (N=297) Placebo (N=153)Remibrutinib 25 mg bid (N=309) Placebo (N=153)

bid, twice daily; N, number of patients on each treatment arm; SIS7, weekly Sleep Interference Score.
aFull analysis set; observed data.  

Greater Proportion of Patients on Remibrutinib vs Placebo Experienced 

Undisturbed Sleep (SIS7=0)a Through to Week 24
4
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Remibrutinib 25 mg bid (N=297) Placebo (N=153)Remibrutinib 25 mg bid (N=309) Placebo (N=153)

11

AIS7, weekly Activity Interference Score;  bid, twice daily; BL, baseline; CFB, change from baseline; CSU, chronic spontaneous urticaria; N, number of patients on each treatment arm.
aFull analysis set; observed data. 

Remibrutinib Reduced the Impact of CSU on Daily Activities (CFB-AIS7),

Observed as Early as Week 1, with Continued Improvements up to Week 24a
4
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BL AIS7a (mean ± SD): 13.1 ± 4.9 (remibrutinib); 13.0 ± 4.8 (placebo) BL AIS7a (mean ± SD): 12.5 ± 5.3 (remibrutinib); 12.3 ± 4.8 (placebo)



Remibrutinib 25 mg bid (N=297) Placebo (N=153)Remibrutinib 25 mg bid (N=309) Placebo (N=153)
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AIS7, weekly Activity Interference Score;  bid, twice daily; BL, baseline; CSU, chronic spontaneous urticaria; N, number of patients on each treatment arm.
aFull analysis set; observed data. 

Greater Proportion of Patients on Remibrutinib vs Placebo Achieved 

No Impact of CSU on Daily Activities (AIS7=0)a
4
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• In the pivotal REMIX studies, remibrutinib 25 mg bid reduced the impact of CSU on sleep and daily activities 

versus placebo, which was observed as early as Week 1 and improved up to Week 24

• Treatment with remibrutinib led to early achievement of SIS7=0 (no impact on sleep) and AIS7=0 (no impact on 

daily activities) in a greater proportion of patients versus placebo, which further improved through to Week 24 

• Remibrutinib has the potential to be an effective oral treatment option that may improve sleep and

daily activities in patients with CSU 

AIS7, weekly Activity Interference Score;  bid, twice daily; CSU, chronic spontaneous urticaria; N, number of patients on each treatment arm; SIS7, weekly Sleep Interference Score.

Conclusions5
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