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INTRODUCTION RESULTS

e Hereditary angioedema (HAE) is a rare autosomal-dominant disorder that can be treated Baseline characteristics Safety Figure 3. HAE Attacks Requiring Professional
with I.ong—term prophylactic (LTP) medications to reduce the frequency, duration, and e In total, 29 participants were included in e The most common treatment-emergent Care
severity of angioedema attacks. the study with a median (range) age of adverse events (TEAESs) reported throughout 257 B Physicians’ office
e However, most currently approved prophylactic treatments for children aged <12 years 8.0 (3-11) years: 48.3% of participants were the treatment period were nasopharynagitis, 22 Hospital ED
require parenteral administration, which can be especially challenging in paediatric fermale (Table 1) upper respiratory tract infection, vomiting and |2 Urgent care
patients.” There is therefore an unmet need for oral LTP treatments for this population. , | headache (Table 2). 20 Protessional home care
e Berotralstat, an oral small-molecule plasma kallikrein inhibitor approved for LTP of HAE * The median {range) age at HAE symptqm e Throuahout the 48-week treatment period
. ' . 2.0 (0.3-8.0) years, and 24 patients S P ! 8
INn adults and adolescents aged 212 years, has recently been approved in the USA for onset was there were no drug-related Grade 3 or 4 TEAEsS, 15-

(82.8%) experienced symptom onset before

children aged 2 to <12 years.®
the age of 6 years.

e Here, we present an updated analysis of 48-week data from the ongoing APeX-P

drug-related serious adverse events, deaths or
discontinuations related to adverse events.

Number of HAE attacks requiring
professional care

clinical trial. e This updated interim analysis comprises all 10-
29 enrolled participants, of whom 27 (93.1%) Berotralstat efficacy
completed at least 48 weeks of berotralstat e The adjusted HAE attack rate requiring
M ETHODS treatment. on-demand treatment decreased by Week 4 = 3 3 3
of berotralstat treatment and was sustained 5 5
e APeX-P (NCT05453968; EU CTN 2024-511257-22-00) is an ongoing, open-label study Table 1. Patient Baseline Demographics through Week 48 (Figure 2). o- 0
evaluating the pharmacokinetics, efficacy and safety of berotralstat in patients with Total (N=29) 0 The median (range) adjusted HAE attack rate SOC period Daylto Week13 Week25 Week 37
HAE aged 2 to <12 years and weighing =12 kg with HAE due to Cl-inhibitor deficiency : requiring on-demand treatment decreased (12 weeks) Week12 — to24 to 36 to 48
(HAE-C1INH) (Figure 1). Age at screening (years) from 0.691 attacks/month (0-5.03) during the Adapted from: Bernatoniene et al. 2025 Ann Allergy Asthma Immunol
C : : M SD 3.3 (2.1 - ‘ der CC BY 4.0 li .
e Before berotralstat initiation, patients received standard of care (SOC) for 12 weeks that eah (SD) (2) 12-week SO.C period to 0169 attacks/month Llilr(;tee:rthere were gi?gf;tions for professional care including physician
could include LTP. on-demand treatment. or both.* Median (range) 8.0 (3-11) (0_1-75) dU”ng the 48-week berotralstat office, hospital ED, urgent care, and professional home care. No patients
’ ' ' treatment period, were recorded utilising professional home care.

Age at symptom onset (years)
Mean (SD) 2.9 (2.3) e The number of HAE attacks requiring

professional care decreased from 22 during

e The rates of HAE attacks requiring on-demand treatment and the number of attacks ED, emergency department; SOC standard of care.

which required professional care (comprising physician office, hospital emergency

department, urgent care, and professional home care) were compared between 12 weeks Median (range) 2.0 (0.3-8) ,
¢ X J X ) X the 12-week SOC period to 3 after 12 weeks
of SOC and 48 weeks of berotralstat treatment. Age at diagnosis (years) . .
, led i £ - ; - ad by bod ah Nav 1 of of berotralstat treatment; this was sustained
’ Eatlentls were Snrofie mr‘go one o ,OU;CS orts | etermmel Yy hO'I Yy Wﬁ'g ton a{j © Mean (SD) 2.6 (2.3) throughout the treatment period, with further CONCLUSIONS
ero.tradstat |n|t||at|c|>|n, c]:Co ort|1 rgcewe erotralstat capsules, whnile cohorts 2, 3 and 4 Median (range) 2.0 (0.2-10) reduction to O attacks requiring professional
received an oral pellet Tormulation. a 1 (0 care during Week 37-48 (Figure 3).
. . Race?, n (%) :
Figure 1. APeX-P Study Design White 2 (75.9) The ongoing APeX-P study
ko . (24'1) Figure 2. Monthly HAE Attack Rate Requiring 1 is the largest trial of LTP in
‘v - HAE-CINH diagnosis - Any c‘Ii.nicaIIy sign.ificar?t medical < birth o . On-Demand Treatment patients with HAE aged 2 to
- Age 2to .<12 years COﬂdItI.Oﬂ or medlrcal hISjEOI’y that ex at birth, n (%) = 2.0 —e-Mean (SEM) <12 years to date.
- Body weight 212 kg would interfere with patient safety or Male 15 (51.7) 3 Median
- Patient would benefit from oral LTP in the study participation ' &
opinion of the Investigator ~emale 14 4839) 8 No significant safety concerns
aSSome sites in France reported “Unknown” for race due to = g . y
Berotralstat QD local regulations. 9 ) were identified over the
SOC (12 K Part 1 Part 2 Part 3 SD, standard deviation. G 1.5+ .
HAE at(tac:xgteea S) Safety, PK,aar:d efficacy Safety, PK?grEd efficacy Continued safe?;glata collection (IE) 48_Week treatment peHOd
:ﬁ:iﬁr,‘,',';?./t Start berotralstat Day1l l PK series Week 12 l Week 48 & Up to Week 144‘ _g
e — | Table 2. TEAEs Occurring in =3 Patients o In this updated analysis
Weight Medi':‘ng(inge) Initial dosePc Median (range) berotralstat exposure ¢ : * 9 - CCD . ’
>40 kg 10.0 (8-1)y @ 150 mg 81.9 (52.1-108.0) weeks i TEAESs? Total (N=29 :g 10 - 3 treatment Wlth berOtra |Stat
32t0<40kg == 90(6T)y = 108 mg 713 (181-98.0) weeks : s © an gy)_ ) o Was associated with early
2410 <32 kg 8.0 (6-1)y ‘v 96 mg 50.0 (471-72.3) weeks i ° é a nd Susta | ned red uctlons
12 to <24 kg 45 (3-6)y 78 mg 481 (47.6-48.1) weeks : Nasopharyngitis -|O (34.5) % in rate and NU mber Of HAE
aSeverity of HAE attacks as reported in patient diaries. °Dosing cohorts refer only to patients’ starting dose and could be adjusted “ k . d d
IN response to weight change, safety events, or PK results. c<Cohort 1 received berotralstat capsules, and Cohorts 2, 3, and 4 received Upper respiratory tract infection 8 (2'7.6) = 0.5 attacks req Ulri ﬂg on-aeman
Jztarr;;)trrargzimulation. dAll patients from Cohorts 1, 3, and 4, and n=7 of 9 enrolled patients in Cohort 2 completed at least 48 weeks of % ' treatment a ﬂd req U | ri ng
HAE, hereditary angioedema; HAE-C1INH, hereditary angioedema with Cl-inhibitor deficiency; LTP, long-term prophylaxis; vomiting 5(17.2) _;C% professional care, respectively.
PK, pharmacokinetics; QD, once daily; SOC, standard of care; y, years. o
Headache 4 (13.8) N
T . - These updated data from
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