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Barzolvolimab freatment leads to sustained off-treatment improvement in angioedema

Mast cells (MCs) are key effector cells that drive the development of itch, wheals, and angioedema in chronic spontaneous urticaria (CSU)’

Angioedema impacts approximately 50% of patients with CSU and is associated with increased severity and duration of disease, as well Barzolvolimab treatment results in rqpid improvemenfs in qngioedemq that are sustained up to 28 weeks after the last dose

as diminished quality of life?

Treatment with barzolvolimab, an anti-KIT monoclonal antibody that depletes MCs, is well tolerated and effective in patients with Placebo-Conftrolled Period Active Treatment Period Follow-Up Period
antihistamine-refractory CSU, resulting in statistically significant and clinically meaningful improvement in itch and hives (weekly urticaria (16 weeks) (36 weeks) (24 weeks)

activity score [UAS7]). & response that deepens over 52 weeks and persists up fo 7 months after he last dose, with many patients 0L T AL A UL b S o S
achieving prolonged complete response (UAS7=0)3

Barzolvolimab also leads to rapid, clinically meaningful improvements in weekly angioedema activity score (AAS7)! that deepen over

* In the subgroup of patients with AAS7>0 at baseline
52 weeks of treatment;* however, it is unknown if the benefits of barzolvolimab on angioedema are sustained after treatment cessation grovp of p !

improvement in AAS7 was rapid, as early as study

This analysis assessed the effects of barzolvolimab on angioedema at Week 76, up to 28 weeks after the last dose
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Barzolvolimab treatment leads to angioedema-free status that is sustained in up to 64% of treated patients 28 weeks after the last dose
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* AAS measures 5 dimensions of angioedema (duration, physical discomfort, impact on daily activities, impact on appearance, and overall
severity) for the past 24 hours. AAS7 comprises the sum of all AAS dimensions over a 7-day period with scores ranging from O to 105,
with higher scores indicating more severe symptoms

* A total of 149 (72%) patients had angioedema at baseline (AAS7>0)

* Patients with angioedema had numerically longer disease duration and worse quality of life (as measured by Dermatology Quality of Life
Index [DLQI]) vs patients without angioedema at baseline

* In the subgroup of patients with AAS7>0 at baseline,
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* In patients with angioedema at baseline, mean AAS7 at baseline ranged from 53 to 56 points, indicating that patients presented with
severe angioedema symptoms prior to treatment
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INTRODUCTION

* Mast cells (MCs) are key effector cells that drive the development of itch, wheals, and angioedema in
chronic spontaneous urticaria (CSU)’

* Angioedema impacts approximately 50% of patients with CSU and is associated with increased
severity and duration of disease, as well as diminished quality of life?

* Treatment with barzolvolimab, an anti-KIT monoclonal antibody that depletes MCs, is well tolerated
and effective in patients with antihistamine-refractory CSU, resulting in statistically significant and
clinically meaningful improvement in itch and hives (weekly urticaria activity score [UAS7]), a response
that deepens over 52 weeks and persists up to 7 months after the last dose, with many patients
achieving prolonged complete response (UAS7=0)3

* Barzolvolimab also leads to rapid, clinically meaningful improvements in weekly angioedema activity
score (AAS7)' that deepen over 52 weeks of treatment;* however, it is unknown if the benefits of
barzolvolimab on angioedema are sustained after treatment cessation

* This analysis assessed the effects of barzolvolimab on angioedema at Week 76, up to 28 weeks after
the last dose

References: 1. Metz M, et al. J Allergy Clin Immunol. 2026;S0091-6749(26)00129-6. 2. Sussman G, et al. Allergy. 2018;73(8):1724-1734. 3. Metz M, et al. Sustained Disease Control Following Withdrawal of
Barzolvolimab in Patients with Chronic Spontaneous Urticaria. Presented at EAACI Congress; 2025; Glasgow, UK. 4. Metz M, et al. Treatment With Barzolvolimab Leads to Sustained Improvement in Angioedema
in Patients With Chronic Spontaneous Urticaria (CSU): Results from 52 Weeks of Treatment. Presented at EAACI Congress; 2025; Glasgow, UK.



STUDY DESIGN AND METHODS

* This double-blind, placebo-controlled trial (NCT05368285) randomized patients to receive barzolvolimab
subcutaneously at 75 mg every 4 weeks (Q4W), 150 mg Q4W, 300 mg every 8 weeks (Q8W), or placebo during a 16-
week placebo-controlled treatment phase followed by 36 weeks of active treatment and 24 weeks of follow-up.

Placebo and 75 mg Q4W dose groups were re-randomized to receive 150 mg Q4W or 300 mg Q8W during active
treatment period

* The overallclinical trial included 207 patients with moderate to severe antihistamine-refractory CSU (UAS7 of =16
and a weekly Itch Severity Score [ISS7] of 28 for 26 months)

52-Week Total Treatment Period

24-Week Follow-Up Period

16-Week Placebo-Controlled
Treatment Period

36-Week Active Treatment Period (Off Treatment)

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76

Last dose

¢ Barzolvolimab 150 mg Q4W or 300 mg Q8W

¢ Barzolvolimab 150 mg Q4W or 300 mg Q8W

Q4W, every 4 weeks; Q8W, every 8 weeks; R, equal randomization.



STUDY DESIGN AND METHODS (CONT'D)

* AAS measures 5 dimensions of angioedema (duration, physical discomfort, impact on daily activities,
impact on appearance, and overall severity) for the past 24 hours. AAS7 comprises the sum of all AAS

dimensions over a 7-day period with scores ranging from 0 to 105, with higher scores indicating more
severe symptoms

* Atotal of 149 (72%) patients had angioedema at baseline (AAS7>0)

* Patients with angioedema had numerically longer disease duration and worse quality of life (as
measured by Dermatology Quality of Life Index [DLQI]) vs patients without angioedema at baseline

* In patients with angioedema at baseline, mean AAS7 at baseline ranged from 53 to 56 points, indicating
that patients presented with severe angioedema symptoms prior to treatment



STUDY DESIGN AND METHODS (CONT'D)

Baseline demographics and disease characteristics in patients with AAS7>0 at randomization

Placebo Barzolvolimab 75 mg Barzolvolimab 150 mg Barzolvolimab 300 mg
(n=32) (n=40) (n=35) (n=42)
Age, y (SD) 40.2 (13.9) 40.7 (15.0) 43.4 (12.0) 48.1 (12.9)
Female, n (%) 25 (78.1) 29 (72.5) 24 (68.6) 34 (81.0)
Race, White, n (%) 23 (71.9) 28 (70.0) 24 (68.6) 32(76.2)
Weight, kg (SD) 79.9 (19.8) 79.1 (22.0) 84.1(23.9) 87.4 (25.9)
Duration of disease, mo (SD) 70.3 (84.3) 73.6 (70.3) 68.4 (83.2) 76.2 (81.8)
UAS7 score (SD) 31.1(8.1) 30.2 (8.1) 31.6 (6.8) 31.5(7.1)
UAS7, severe disease,? n (%) 23 (71.9) 25 (62.5) 26 (74.3) 31(73.3)
AAS7 score (SD) 56.3 (30.3) 54.1(24.7) 54.6 (27.8) 53.2 (28.9)
DLQI score® (SD) 18.6 (6.5) 16.3 (7.3) 16.4 (7.8) 17.5(8.1)
Omalizumab experienced,® n (%) 6(18.8) 5(12.5) 11 (31.4) 10 (23.8)

Unless otherwise stated, all values represent means. 2Severe UAS7 range 28-42. PNumber of patients with a DLQI score measured at baseline: placebo=29; barzolvolimab 75mg=38; barzolvolimab 150mg=33;
barzolvolimab 300mg=42. ¢Includes patients with inadequate response or intolerance to omalizumab, patients that have received prior omalizumab, and patients who are both refractory and not refractory.

AAS7, weekly Angioedema Activity Score; DLQI, Dermatology Quality of Life Index; UAS7, weekly Urticaria Activity Score.



Barzolvolimab treatment results in rapid improvements in angioedema that

are sustained up to 28 weeks after the last dose

Barzolvolimab treatment leads to sustained off-treatment improvement in angioedema
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* Inthe subgroup of patients with AAS7>0 at baseline, improvement in AAS7 was rapid, as early as study Week 1 for patients in the
150 mg Q4W and 300 mg Q8W treatment groups

* Following re-randomization to 150 mg Q4W or 300 mg Q8W, patients originally randomized to placebo or 75 mg Q4W showed a
rapid further reduction in mean change from baseline AAS7

* Atweek 52, the mean change from baseline was similar across the 4 treatment groups, ranging from -39.82 to -47.75
* At 28 weeks after their last dose, the mean change across treatment groups ranged from -31.52 to -43.11

Analyses are as-observed. 2Patients randomized to placebo or barzolvolimab 75 mg Q4W during the placebo-controlled treatment period were re-randomized 1:1 at the Week 16 to receive either barzolvolimab

150 mg Q4W or 300 mg Q8W for the active treatment period.
AAS7, weekly Angioedema Activity Score; Q4W, every 4 weeks; Q8W, every 8 weeks; SE, standard error.



Barzolvolimab treatment leads to angioedema-free status that is sustained in

up to 64% of treated patients 28 weeks after the last dose
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* Inthe subgroup of patients with AAS7>0 at baseline, achievement of angioedema-free status was rapid, occurring as early as
study Week 2 for patients in the 150 mg Q4W and 300 mg Q8W treatment groups

* Atweek 52, between 67% and 77% of patients with angioedema at baseline across the 4 treatment groups reached AAS7=0
* At 28 weeks after their last dose, between 52% to 64% of patients across the 4 treatment groups were angioedema-free

Analyses are as-observed. 2Patients randomized to placebo or barzolvolimab 75 mg Q4W during the placebo-controlled treatment period were re-randomized 1:1 at the Week 16 to receive either barzolvolimab
150 mg Q4W or 300 mg Q8W for the active treatment period.
AAS7, weekly Angioedema Activity Score; Q4W, every 4 weeks; Q8W, every 8 weeks.



CONCLUSIONS

* Among patients with moderate to severe antihistamine-refractory CSU and angioedema at
baseline, treatment with barzolvolimab resulted in rapid, significant, and durable improvements
in angioedema

* |In this Phase 2 trial of barzolvolimab, relief from angioedema symptoms began as early as study
Week 1 and deepened over 52 weeks of treatment

* Furthermore, barzolvolimab led to robust and sustained reductions in angioedema symptoms at Week
76, demonstrating prolonged off-treatment benefits 28 weeks after the last dose

* Up to 64% of patients who had angioedema at baseline were angioedema-free 28 weeks after the
last dose

* Barzolvolimab has the potential to shift treatment goals from symptom control to
disease modification

* These results, combined with a favorable safety profile,! support the ongoing Phase 3 studies
(NCT06445023/NCT06455202) in CSU

Reference: Metz M, et al. J Allergy Clin Immunol. 2026;S0091-6749(26)00129-6.
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