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INTRODUCTION
• Symptoms of hereditary angioedema (HAE) often present in 

childhood, and earlier symptom onset has been associated with 
negative impacts on daily life and more severe disease course.1,2 

• Most currently approved long-term prophylaxis (LTP) treatments 
require parenteral administration.3 

• Berotralstat is an oral, small-molecule, plasma kallikrein inhibitor 
currently approved in the United States for prophylaxis of HAE 
attacks in patients aged ≥2 years.4

• Here, we present interim results from the ongoing open-label
APeX-P clinical trial (NCT05453968; EU CTN 2024-511257-22-00), the 
largest LTP study of pediatric patients with HAE aged 2 to <12 years.

RESULTS

METHODS
• In this interim analysis, HAE attack rates were assessed over 48 weeks, with safety monitoring 

continuing for up to 144 weeks (Figure 1). 
• Before berotralstat initiation, patients received standard of care (SOC) for 12 weeks. This could include 

LTP, on-demand treatment, or both.5

• The APeX-P study enrolled 29 patients with a median (range) age of 8.0 (3–11) years 
(Table 1).
 Over half (51.7%) were male, and 37.9% had a history of prior prophylactic treatment 

for HAE including lanadelumab, tranexamic acid, and C1-esterase inhibitors.

Exclusion: 
• Any clinically significant medical 

condition or medical history that 
would interfere with patient 
safety or study participation

Inclusion:
• HAE-C1INH diagnosis
• Age 2 to <12 years
• Body weight ≥12 kg
• Patient would benefit from oral LTP 

in the opinion of the investigator

HAE, hereditary angioedema; HAE-C1INH, HAE 
with C1-inhibitor deficiency; LTP, long-term 
prophylaxis; PK, pharmacokinetics; SOC, standard 
of care; QD, once daily; y, years.

Age 
Median (range)

Initial dosea,bWeight

150 mg

108 mg

96 mg

78 mg

71.3 (18.1–98.0) weeksCohort 2 (n=9)

81.9 (52.1–108.0) weeksCohort 1 (n=7)

50.0 (47.1–72.3) weeksCohort 3 (n=9)

48.1 (47.6–48.1) weeksCohort 4 (n=4)

10.0 (8–11) y

9.0 (6–11) y

8.0 (6–11) y

4.5 (3–6) y

≥40 kg

32 to <40 kg

24 to <32 kg

12 to <24 kg

Median (range) berotralstat exposurec

SOC (12 weeks) Part 1 Part 2 Part 3
Berotralstat QD 

HAE attack rate Safety, PK, and efficacy Safety, PK, and efficacy Continued safety data collection

Figure 1. APeX-P Study Design
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aDosing cohorts refer only to patients’ starting dose and 
could be adjusted in response to weight change, safety 
events, or PK results. bCohort 1 received berotralstat 
capsules, and Cohorts 2, 3, and 4 received an oral pellet 
formulation. cAll patients from Cohorts 1, 3, and 4, and n=7 
of 9 enrolled patients in Cohort 2, completed at least 48 
weeks of treatment.
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Table 1. Baseline Characteristics

Characteristic
Total

(N=29)
Age at screening, years 

Mean (SD) 8.3 (2.1)
Median (range) 8.0 (3–11)

Race, n (%)
White 22 (75.9)
Unknowna 7 (24.1)

Sex assigned at birth, n (%)
Male 15 (51.7)
Female 14 (48.3)

Prior LTP exposure, n (%) 11 (37.9%)

LTP, long-term prophylaxis. SD, standard deviation. aSites in France reported “Unknown” for race due to local regulations.

• Median (range) age at angioedema symptom onset was 2.0 (0.3–8.0) years.
 Most (82.8%) had onset of angioedema symptoms before the age of 6 years.

• This updated analysis encompasses all 29 enrolled patients, of whom 27 (93.1%) 
completed at least 48 weeks of berotralstat treatment (Figure 2).

Figure 2. Treatment Exposure

93.1%

Mean (SD) exposure:

63.9 (22.1) weeks 

Median (range) exposure:

71.3 (18.1–108.0) weeks
SD, standard deviation.

• Most (93.1%) patients reported ≥1 day of missed education in the year prior to 
enrollment (Figure 3). 
 Patients reported a mean (standard deviation [SD]) of 18.0 (20.5) days of 

missed education due to angioedema symptoms during this timeframe.

Figure 3. Missed Days of Education

Days of education missed
in the year prior to enrolment

Mean (SD) 18.0 (20.5)

Median (range) 10.0 (0–90)

SD, standard deviation.

At least one day 
missed (n=27)
No days 
missed (n=2)

• Patients reported a smaller percentage of days with angioedema symptoms 
during berotralstat treatment (mean: 4%; SD, 3.6%) compared with the SOC 
period (mean: 11%; SD, 9.4%), which was sustained for 48 weeks (Figure 4).

Figure 4. Percentage of Days with Angioedema Symptoms

Total (N=29)
TEAEs, n (%)b 25 (86.2)

Nasopharyngitis 10 (34.5)
Upper respiratory tract infection 8 (27.6)
Vomiting 5 (17.2)
Headache 4 (13.8)
Cough 3 (10.3)
Gastroenteritis 3 (10.3)
Viral upper respiratory tract infection 3 (10.3)

Drug-related TEAEs, n (%) 4 (13.8)
TESAEsc, n (%) 3 (10.3)
Drug-related TESAEs, n (%) 0 (0.0)

Table 2. Summary of Safety Dataa

• The most common treatment-emergent adverse events (TEAEs) were 
nasopharyngitis, upper respiratory tract infection, and vomiting (Table 2).

• No drug-related Grade 3/4 or serious TEAEs, deaths, or discontinuations 
related to TEAEs occurred; no patients discontinued due to adverse events.

CONCLUSIONS 
Berotralstat was well tolerated and demonstrated early and
sustained reductions in overall monthly HAE attack rates regardless
of attack severity.
Berotralstat treatment reduced the percentage of days with 
angioedema symptoms, reflecting sustained symptom control over 
48 weeks.
These findings suggest that berotralstat may help the management 
of HAE in children, regardless of symptom severity.
The updated data from APeX-P continue to support a favorable
benefit-risk profile for berotralstat LTP of HAE in a pediatric 
population. 
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Completed ≥48 weeks of 
berotralstat treatment

TEAE, treatment-emergent adverse event; TESAE, treatment-emergent serious adverse event. aSafety data include the 
entire duration of berotralstat exposure as of the data cut on March 24, 2025. bTEAEs that occurred in ≥3 patients are 
listed. cTESAEs unrelated to treatment were acute hepatitis, skateboarding accident with fractured elbow, and 
worsening hemiparesis.

SEM, standard error of 
the mean; SOC, standard 
of care.

Figure 5. Monthly Adjusted HAE Attack Rate by Part

• The mean and median monthly HAE attack rates decreased early and were 
sustained through 48 weeks of berotralstat treatment (Figure 5).

HAE, hereditary angioedema; SD, standard 
deviation; SOC, standard of care. aThe 
adjusted attack rate was calculated as the 
number of adjusted attacks observed during 
a given period and standardized to number 
of attacks per month, where 1 month is 
defined as a 28-day (4 week) period. The 
baseline-adjusted attack rate was calculated 
using adjusted attacks observed during the 
SOC period.

• Of the HAE attack rates reported during the SOC period, a median of 0.33 attacks 
per month were moderate and 0.31 attacks per month were severe (Figure 6). 

• Over 48 weeks of berotralstat treatment, the median HAE attack rates for 
moderate and severe attacks decreased to 0.16 attacks per month and 0.0 attacks 
per month, respectively (Figure 6).

Figure 6. Adjusted HAE Attack Rate by Symptom Severitya

A. Moderate Symptoms

HAE, hereditary angioedema; SEM, standard error of mean; SOC, standard of care. aSeverity of HAE attacks as reported in 
patient diaries. bThe adjusted attack rate was calculated as the number of adjusted attacks observed during a given period and 
standardized to number of attacks per month, where 1 month is defined as a 28-day (4-week) period. The baseline adjusted 
attack rate was calculated using adjusted attacks observed during the SOC period. 

B. Severe Symptoms
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