Barzolvolimab Improves Urticaria Control and Quality of Life in Patients with Chronic Spontaneous Urticaria: 52-Week Data
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Background Barzolvolimab Drives Rapid and Durable Improvement in Clinical Symptoms, Urticaria Control, and Quality of Life in Patients with Antihistamine-Refractory CSU
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* In this Phase 2 study (NCT05368285), barzolvolimab demonstrated rapid and durable improvement in o 14- S Eﬁtgrgrinr:égct
urticaria activity (as measured by Urticaria Activity Score over 7 days [UAS7]); up to 71% of patients § § o o 124 e Well-controlled (UCT = 12) 20 % 150 mg Qaw
achieved complete response (UAS7 = 0) at Week 52. ES S ° s %) I 300 mg Q8W
* Here we describe the impact of barzolvolimab treatment on disease control (Urticaria Control Test [UCT]) = § g 10 S cz)’ % Very large Placebo to
and quality of life (Dermatology Life Quality Index [DLQI]) over 52 weeks of treatment. 5T 45 > g £ P50 mg Qaw g 157 | i lzomr;gQicVV\if’oo mo Qs
*% g @ fg’ I 200 mg QBW = % 150 mg Q4W/300 mg Q8W
Stu dy Desig n ':' S 20— S 6= £ Placebo to 150 mg Q4W/300 mg Q8W % 10+ 3
2 qé | § 4 é I 75 mg Q4W to 150 mg Q4W/300 mg Q8W 8 § Moderate impact
. . . . D c L : 3 = ! o
A Randomized, Double-blind, Placebo-controlled, Dose-finding Study £ 257 A-1341(-17.47, -9.:34), P <0.0001 o : g 57 . 2
A -12.55 (-16.56, -8.55), P < 0.0001 £ . Ig Small impact
. 52-week total treatment period -30- A6.60 (10.71, -2.49), P = 0.0017 0 ! ! LA 156 A A A 0 , , , , , , , , , , , , , No impact
g 0 4 8 12 16 20 24 28 32 36 40 44 48 52
% 16-Weel: plllac(:jebo- 36 k t t t t d 24-weekK fO”OW_uP periOd Dat lyzed usi ANCOVA model and multiple i tation. The Benjamini-Hochb d df Itiplicity adjust t ek Week
st i i i ata were analyzed using an model and multiple imputation. The Benjamini-Hochberg procedure was used for multiplicity adjustments. The dotted li t Week 16 ks the start of the Active Treat t Phase, duri hich patients who had ived placeb b Ivolimab 75 Q4W duri . _ _ _ _ _ . .
8 treac’i?nneﬁ Seri od Week active treafment perio A: treatment difference least squares mean (95% confidence interval) theePI:csbol-r:)r?trolI:((je Phaer?/Le?e ri-?aandgmizid ‘[f)l::ce;\?: tr)r;?zolvoﬁ;(;b 1u gg?n\g 604\,\[2;2;;63”08 Vr;goQE?W.receNe PREED DRI ™ o ;Zegggzgc:{zz;:g?{:g ﬁ;gsziﬂﬁﬁz_f;rég:nﬁzgf g'\r/eecg\?:t&er;;tgﬁ;i’bd? 28 ?nvéthC;V\F/)zt,l-e;(;g \;vnr;ogg\tljv-recelved placebo or barzolvolimab 75 mg QAW during
4 0 4 8 12 16 20 24 28 32 36 40 44 48 52 656 60 64 68 72 76
IO Improvements in UAS7 With Barzolvolimab Were Observed Up to 82% of Patients Reported Well-controlled or Up to 95% of Patients Reported Meaningful
- Barzolvolima mg H . . . - u
QawW ] as Early as Week 1 and Were Sustained to Week 52 Completely Controlled Urticaria as Measured by UCT at Week 52 Improvement in Quality of Life at Week 52
| Arm 2 (n = 52)
Barzolvolimab 150 mg Q4W 40 - 100 100
7”7 A . 0 . | N c 94.9 95.7 94.9
rm 1 & Arm 4 are re-randomized equally to Arm 2 & Arm 3 £ , = g0 = 80+ 87.0 86.0
N\ = I Barzolvolimab 150 mg Q4W N 82.1 767 2% 2 80.0
Arm 3 (n = 51) o 30 Bl Barzolvolimab 300 mg Q8W S S 4om 72.5 EE 681 4.4 ' i - 2 50 ' P 69.8
' Barzolvolimab 300 mg Q8W ;8 o5 Placebo to 150 mg Q4W/300 mg Q8W % < . - 25 % 62.5 :
= © . - o
| Arm 4 (n=51) J 2 . 75 mg Q4W to 150 mg Q4W/300 mg Q8W o 40- 44.9 . gL: C'_; 7{' 40
Placebo Q4W > = 20 "85 20
o 15 - o 204 a
UCT and DLQI measured at Week 0 then every 4 weeks > % > - 12.2 - i
O . ~ 10 - S 6.1 0 :
Primary endpoint was assessed at Week 12 § ° 75 mg Q4W to 150 mg Q4W 300 mg Q8W Placebo to 75 mg Q4W to 150 mg Q4W 300 mg Q8W Placebo to
+ Biologic-naive and -experienced patients refractory to antihistamines. s 5 150 mg Q4W/300 mg Q8W 150 mg Q4W/300 mg Q8W 150 mg Q4W/300 mg Q8W 150 mg Q4W/300 mg Q8W
- Primary endpoint: mean change from baseline to Week 12 of UAS7 0 | | | , | | | | | | | | | % Week 12 W Week 52 #E Week 12 B Week 52
- Exploratory endpoints: 0 4 8 2 1% 20 24 28 32 3 40 44 48 52 Well controlled (UCT = 12) > 4-point reduction in DLQI score
« UCT: total score of 0 to 16 over 4 weeks. Scores = 12 indicate well-controlled urticaria, and a score of Weeks EEE Complete response (UCT = 16) BN DLQI =0 or 1
16 indicates complete response. Minimum clinically important difference is 3 points. _ _ _ _ _ _ _ _ _ _ _ _ _ _
The dotted line at Week 16 marks the start of the Active Treatment Phase, during which patients who had received placebo or barzolvolimab 75 mg Q4W during At Week 16, patients who had received placebo or barzolvolimab 75 mg Q4W were re-randomized to receive barzolvolimab 150 mg Q4W or 300 mg Q8W. At Week 16, patients who had received placebo or barzolvolimab 75 mg Q4W were re-randomized to receive barzolvolimab 150 mg Q4W or 300 mg Q8W.
* DLQI: scores of 0 to 30, with higher scores indicating greater impact of disease on QoL. The minimal the Placebo-controlled Phase were re-randomized to receive barzolvolimab 150 mg Q4W or 300 mg Q8W.
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« Most adverse events were mild. Adverse events reported by = 10% of patients in any group over 52 weeks

- Results ] Improvement in Urticaria Control Sustained Through Week 52 Improvement in Quality of Life Sustained Through Week 52 were hair color changes (26%), neutropenia/neutrophil count decrease (17%), urticaria (15%), skin

hypopigmentation (13%), and nasopharyngitis (10%)."

Demographics and Baseline Characteristics * Most common events were mechanism related (KIT) and expected to be reversible.
o _ o « Adverse events were not dose dependent.
* Well balanced across groups; patients with severe urticaria symptoms " e oaw oo - No association between infections and neutropenia/decreased neutrophil counts. Neutropenia was
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Weight, kg 77.5(50-129) ~ 80.9(55-169) ~ 85.7(47-163)  83.8(51-143) g 3.8 5 77 - Up to 82% of patients reported well-controlled urticaria based on UCT, and approximately half of
Prior omalizumab therapy, n (o/o) 11 (21) 11 (21) 11 (22) 8 (16) D 37 C_(; 124 patients reported Complete control at Week 52.
UAS7 score 30.3 (14-42) 30.8 (12-42) 31.3 (17-42) 30.1 (13-42) 3 2 -11.8 - Up to 95% of patients reported meaningful improvement in quality of life based on DLQI; 82% of
UAS7, severe disease, n (%) 34 (64) 36 (69) 39 (76) 33 (65) 0 § 159 -13.9 patients reported that CSU symptoms no longer had an impact on their quality of life at Week 52.
75 mg Q4W to 150 mg Q4W 300 mg Q8W Placebo to S - B Ivoli b Il tol ted th h 52 ks of treat t
UCT score 3.7 (0-8) 3.7 (0-9) 3.0 (0-9) 3.4 (0-11) 150 mg Q4W/300 mg Q8W 150 mg Q4W/300 mg Q8W 18- arzolvolimab was well tolerated through o2 weeks of treaiment. _ |
DLQI score 15.9 (3-30) 15.7 (3-29) 17.4 (1-30) 17.0 (3-30) 5 Week 12 B Wook 52 3 Week 12 B \eek 52 + Given the previously reported efficacy against hives and itch, and the profound resultant impact on quality of
Sevore disoase = UAST > 28 °e °e life described herein, barzolvolimab has the potential to be an important new treatment option. Global Phase
Data shown are mean (range) unless otherwise specified At Week 16, patients who had received placebo or barzolvolimab 75 mg Q4W were re-randomized to receive barzolvolimab 150 mg Q4W or 300 mg Q8W. At Week 16, patients who had received placebo or barzolvolimab 75 mg Q4W were re-randomized to receive barzolvolimab 150 mg Q4W or 300 mg Q8W. 3 studies are actively enrolling (EMBARQ-CSU1 [NCT06445023] and EMBARQ-CSU2 [NCT06455202]).
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