Oral Berotralstat Reduces the Rate of Moderate and Severe Attacks and Percentage of Days with HAE Symptoms Over 48 Weeks
in Children Aged 2 to Less Than 12 Years: Interim Data from APeX-P
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INTRODUCTION METHODS

« Symptoms of hereditary angioedema (HAE) often present in * In this interim analysis, HAE attack rates were assessed over 48 weeks, with safety monitoring . . ‘ _ _
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negative impacts on daily life and more sever§ disease course. « Before berotralstat initiation, patients received standard of care (SOC) for 12 weeks. This could include LAE attack rate Sty [BIC sind effiesey Saiteiny, PIC A effeacy SoniEe sty dee colleeien capsules, and Cohorts 2,3, and 4 received an oral pellet
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« Berotralstat is an oral, small-molecule, plasma kallikrein inhibitor o . o . !

currently approved in the United States for prophylaxis of HAE Inclusion: Exclusion: Weight Medi’:‘ng'(inge) Initial dose®" Median (range) berotralstat exposure© |
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attacks in patients aged =2 years.* * HAE-C1INH diagnosis * Any clinically significant medical 240 kg 10.0 (8-11) y € 150 mg 81.9 (52.1-108.0) weeks |
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* Here, we pr.esent'lnterlm results from the ongoing open-label « Body weight =12 kg would interfere with patient 32 to <40 kg 9.0 (6-1) y /772 108 mg 71.3 (18.1-98.0) weeks : mgg%;ng;frpdhe;r%earl%yﬁitheFt)fclzns%tcersTandard
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« The APeX-P study enrolled 29 patients with a median (range) age of 8.0 (3-11) years * Most (93.1%) patients reported =1 day of missed education in the year prior to « The mean and median monthly HAE attack rates decreased early and were « The most common treatment-emergent adverse events (TEAEs) were
(Table 1). enrollment (Figure 3). sustained through 48 weeks of berotralstat treatment (Figure 5). nasopharyngitis, upper respiratory tract infection, and vomiting (Table 2).
= QOver ha|f (51.7%) were male, and 37.9% had.a hi;tory of prior prophyla;ti; treatment 0 Pqtients repor’ged a mean (stqndard deviation [SD]) of18.0 (20.5) days of Figure 5. Monthly Adjusted HAE Attack Rate by Part « No drug-related Grade 3/4 or seriqus TEAES, dgaths, or discontinuations

for HAE including lanadelumab, tranexamic acid, and Cl-esterase inhibitors. missed education due to angioedema symptoms during this timeframe. related to TEAES occurred; no patients discontinued due to adverse events.
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Table 1. Baseline Characteristics Figure 3. Missed Days of Education 5 Table 2. Summary of Safety Data?
= -
At least one day [ ® Mean (SEM) ~
Total 6.9% missed (n=27) £ 1.5 ® B Median Total (N=29)
Characteristic (N=29) - No days p. S - TEAES, n (%) 25 (86.2)
. . - T HAE, hereditary angioedema; SD, standard .
Age at screening, years missed (n=2) Days of education missed T 1.0- - deviation; SOC, standard of care. @The Nasopharyngitis 10 (34.5)
. . = adjusted attack rate was calculated as the i i i
Mean (SD) 8.3 (2.1) in the year prior to enrolment % number of adjusted attacks observed during \L/Jppe.r. respiratory tract infection i (577;)
Medi 8.0 (311 4 E a given period and standardized to number omiting .
edian (range) ( ) Mean (SD) 18.0 (20.5) ; 0-5 I of attacks per month, where 1 month is
Race, n (%) 93.1% dian ( | : ) % defined as a 28-day (4 week) period. The Headache 4 (13.8)
- Median (range 10.0 (090 baseline-adjusted attack rate was calculated

White 22 (75'9) _. Eo 0.0 using adjusted attacks observed during the Cough 3 (10'3)

Unknown? 7 (24.1) >D, standard deviation. So¢ (Day 1pt?)r1\:lv1eek12) (Da?]a:(t)sv-\llgezk 48) SOC period. Gastroenteritis 3 (10-3)

Sex assigned at birth, n (%) Viral upper respiratory tract infection 3 (10.3)
Male 15 (51.7) « Patients reported a smaller percentage of days with angioedema symptoms « Of the HAE attack rates reported during the SOC period, a median of 0.33 attacks Drug-related TEAEs, n (%) 4 (13.8)
Female 14 (48.3) during berotralstat treatment (mean: 4%; SD, 3.6%) compared with the SOC per month were moderate and 0.31 attacks per month were severe (Figure 6). TESAESS, n (%) 3 (10.3)
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Prior LTP exposure, n (%) 11 (37.9%) period (mean: 11%; SD, 9.4%), which was sustained for 48 weeks (Figure 4). « Over 48 weeks of berotralstat treatment, the median HAE attack rates for Drug-related TESAEs, n (%) 0 (0.0)
LTP, long-term prophylaxis. SD, standard deviation. 2Sites in France reported “Unknown” for race due to local regulations. Figure a8 Percentage Of DayS With Angioedema Symptoms moderate and severe attacks decreased to 0.16 attacks per month and 0.0 attacks TEAE, treatment-emergent adverse event; TESAE, treatment-emergent serious adverse event. 28Safety data include the
per month, regpective|y (Figure 6). entire duration of berotralstat exposure as of the data cut on March 24, 2025. PTEAESs that occurred in >3 patients are
. . 25+ listed. S TESAEs unrelated to treatment were acute hepatitis, skateboarding accident with fractured elbow, and
« Median (range) age at angioedema symptom onset was 2.0 (0.3-8.0) years. Worsening heminaresis.
® Mean (SEM) Figure 6. Adjusted HAE Attack Rate by Symptom Severity? e

= Most (82.8%) had onset of angioedema symptoms before the age of 6 years. = 2 20 9 - Ad) y symp y
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