Remibrutinib (LOU064) reduces the use of rescue medication in patients with chronic
spontaneous urticaria: Findings from a Phase 2b study
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INTRODUCTION

Chronic spontaneous urticaria (CSU) is characterised by the spontaneous occurrence of wheals (hives)

and/or angioedema for 26 weeks and has a major impact on patients’ well-being’
« Second-generation Hs-antihistamines (Hs-AH) are recommended as first-line treatment for CSU’

« Remibrutinib (LOUO064) is a novel, highly selective and potent covalent oral Bruton's tyrosine kinase
inhibitor (BTKIi), that has demonstrated clinical efficacy and a favorable safety profile in a Phase 2b
dose-finding study (NCT03926611) of patients with moderate to severe CSU inadequately controlled
by H-AH*

OBJECTIVE

« To report the use of second-generation H-AH as rescue medication in patients with moderate to severe

CSU from a Phase 2b study

Figure 1. Remibrutinib dose showed rapid and significant improvement in UAS7 score over
12 weeks versus placebo?

UAS7 change from baseline over time during the treatment period Change from baseline in UAS7 at

RESULTS

Table 1. Baseline demographics and disease characteristics (randomised set) were generally balanced between treatment arms

Phase 2b Core Study

Baseline characteristics Remibrutinib Placebo Total
10 mg q.d. 10 mg b.i.d. 25 mg b.i.d. 100 mg b.i.d. n=43 Randomised

n=44 n=44 n=44 n=45 N=311
Age (years) 42.5+16.04 44.0416.47 45.2+13.40 46.1+15.21 47.4+14.62 44.9+13.76 45.1415.24 45.0+14.90
Female, n (%) 35 (79.5) 30 (68.2) 39 (83.0) 32 (72.7) 32 (72.7) 20 (64.4) 25 (58.1) 222 (71.4)
Weight (kg) 78.4+19.43 79.0+20.20 76.6+14.66 78.3+16.77 77.0+19.90 78.9+19.30 78.3+16.48 78.1+18.02
Baseline DLQI score 14.9+7 1 12.646.5 12.7+7 1 12.746.2 12.946.6 10.846.7 13.447.9 12.846.9
Baseline UAS7 score 31.4+7 .1 31.247.2 28.5+7.0 20.846.7 29.347.9 29.36.0 27.6+7.6 29.6+7.1
Duration of CSU (years) 6.2+7.7 5.91+8.8 5.315.8 4.915.5 3.814.5 4.515.2 3.6£4.8 4.916.2
Previous exposure to anti-IgE 13 (29.5) 13 (29.5) 13 (27.7) 11 (25.0) 10 (22.7) 12 (26.7) 12 (27.9) 84 (27.0)
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b.i.d., twice daily; Cl, confidence interval; LS, least square; n, number of patients; g.d., once daily; SE, standard error; UAS7, weekly Urticaria Activity Score

« Weekly Urticaria Activity Score (UAS7) scores improved from baseline up to Week 12 in all remibrutinib

doses compared with placebo

« Arapid improvement in UAS7 was observed as early as at Week 1, which was maintained up to Week 12

METHODS
Study design

« Patients received second generation Hs-AH at a locally approved licensed dose and posology as
background therapy throughout the study>*

Figure 2. A dose-finding, multicenter, randomised, double-blind, placebo-controlled Phase 2b study

in patients with CSU>*
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Primary Endpoint

*Eligible patients rolled over into an extension study at Week 12 or at Week 16, following roll-over criteria defined in the extension study protocol and dependent
on HAs/EC approval from participating countries. Background therapy was a second-generation H;-AH at a locally approved licensed posology that had to be

administered daily with a stable treatment regimen throughout the study. Rescue therapy was a second-generation H-AH at a locally approved licensed posology
that differed from the background H;-AH, was eliminated primarily via renal excretion, and could only be given to treat unbearable symptoms (itch) of CSU on a day-
to-day basis. b.i.d., twice daily; AH, antihistamines; CSU, chronic spontaneous urticaria; EC, ethical committee; HAs, health authorities; n, number of patients

randomised in each group; g.d, once daily

Study outcomes
 Number of rescue H4-AH tablets used over the preceding 24 hours to control itch or hives was
evaluated from baseline to Week 12

 Rescue medication allowed was second generation H-AH eliminated primarily via renal excretion. The

rescue medication had to be different from the background H-AH and was given as needed for the
treatment of unbearable symptoms during screening, treatment and follow-up periods

Data analysis
 The weekly use of rescue medication was calculated as the sum of the doses per day, over 7 days
described using summary statistics

Data are presented as meantSD, unless stated otherwise.

b.i.d., twice daily; CSU, chronic spontaneous urticaria; DLQI, Dermatology Life Quality Index; n, number of patients; N, total number of patients; q.d., once daily; SD, standard deviation; UAS7, weekly Urticaria Activity Score

« Compared to baseline, there was decreased use of rescue medication as early as Week 1 across all

remibrutinib arms which remained low during the study whereas the placebo arm showed an increased

use of rescue medication

Figure 3. Reduction in weekly use of rescue medication tablets was observed early in all
remibrutinib arms and remained low throughout the study
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Figure 4. At Week 12, the mean weekly use of rescue medication was numerically lower across
remibrutinib arms compared to baseline and placebo

Weekly use of rescue medication tablets at baseline, W4 and W12

14 -
12.3
I 11.9
9
E 10 - 9.4
9 87 9.0 : 9.0
€<
@3 8- 7.6 7
o E 6.6 6.4 6.9 :
0 -~ . .
o9 o 5.8 |
55 ° 52 > 5\\6\ 4.5
@8 4 37 3.9 4.0 § :
> 2.9 §
: \
g ¥ §
O I I I I \ I I
BL W4 W12 BL W4 W12 BL W4 W12 BL W4 W12 BL W4 W12 BL W4 W12 BL W4 W12
10 mg q.d. 35 mg q.d. 100 mg q.d. 10 mg b.i.d. 25 mg b.i.d. 100 mg b.i.d. Placebo
Remibrutinib

Full analysis set.
BL, baseline; b.i.d., twice daily; q.d., once daily; W, week

CONCLUSIONS

* The present analysis from a first-in-patient, Phase 2b dose-finding
remibrutinib trial demonstrated:

— Remibrutinib reduced the need for rescue medication as early as Week 1,
compared to baseline and placebo across all doses over 12 weeks in
patients with CSU

— Despite reduced use of H.-AH, an improvement in CSU symptoms was
observed in all treatment arms, as reported previously*

« Remibrutinib showed a favorable safety profile across all doses®
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