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Clinical Outcomes of Sebetralstat On-demand Treatment of Hereditary Angioedema
in Pediatric (2-11 Years) Patients from Interim Analysis of KONFIDENT-KID
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Approximately 40% of patients with hereditary angioedema (HAE) experience their first Participant Demog raphics Figure 3. Primary Attack Location? Safety and Tolerab“'ty
attack by age of 5, with potential age of onset as early as infancy’?
o)
Earlier onset is associated with more severe course of disease and increased As of June 5, 2025, 36 pediatric participants were enrolled in KONFIDENT-KID (Table 1) 12.3% 4.67 y | Fifteen adverse events occurred in 9 participants; none were serious or considered treatment-related (Table 4)
attack burden’ . . Heosa No reports of difficulty swallowing sebetralstat ODT
| | | o | o | | Table 1. Participant Demographics 4 6% ® Laryngeal (n=3)
— Children with HAE attacks experience significant anxiety, social isolation, and academic -0 70 yng o
disruption??® and there is a multifaceted psychosocial impact on their caregivers?®* Participants in sebetralstat ODT dosing group? Abdominal (n=28) Table 4. Safety and Tolerability
On-demand options for children with HAE require intravenous (IV) infusion or subcutaneous All participants 4.6% All participants®
(SC) injection and are associated with substantial burden, including anxiety and pain, N=36 Subout N=26
- - - 5,6 ubcutaneous
leading to treatment avoidance, denial or delays Age, mean (range), years 5.0 (4-5) 8.0 (6-11) 9.5 (8-10) 8.0 (4-11) 4319 Any TEAE, n (%) 9 (34.6)
— HAE in children (<12 years old) is primarily managed with on-demand treatment 5 10.8% 10 B Arms/hands (n=18)
S oy Vo derived 1 inhibitor (pdC1INH) i tor chiran Sex, male, n (%) 1(33.3) 14 (51.9) 3 (50.0) 18 (50.0) ot (et Treatment-related 0
— In the US, on asma-derive iInhibitor IS approved for children M Legs/feet (n= _
the EU d(;/'t' pI d treat t opti p in child ppd 2 d Race, n (%) g o Serious TEAE, n (%) °
— In the EU, additional approved treatment options in children aged 2 years an White 3 (100 20 (741 3 (50.0 26 (72.2 Torso (n=3)
older include IV recombinant human C1 inhibitor (thC1INH), IV pdC1INH, Other® (o ) 3 ((11_1)) 5 E33_3; 5 ((13_9)) | Treatment-related 0
and SC icatibant®"° Not reported 0 4 (14.8) 1(16.7) 5 (13.9) Genitals (n=3) Severe TEAE, n (%) 0
Sebetralstat, an oral plasma kallikrein inhibitor, has recently been approved for on-demand Weiaht. mean (ranae). k 19.4 (19.0-19.5 28 0 (20.2-43.2 50.6 (47.2-70.0 28.8 (19.0-70.0 B Head/face/neck (n=8) Treatment-related 0
treatment of HAE attacks in patients 212 years old in the US, EU and other countries'"-'3 I (range), kg 4 (19 ) 020 2) 6@ 0) 8 (19 0) 27 79
HAE-C1INH-Type 1, n (%) 3 (100) 24 (88.9) 5 (83.3) 32 (88.9) 70 Any TEAE leading to discontinuation, n (%) 0
aNo pamcipalms have received 600 mg S.ebet,.a,stat._ | | | ;Mitssingi:ff ;3.:3%3 attacszksz ;n2;5o-mg group and 1 (11.1%) attack in 300-mg group. Any TE AE |eading tO death, n (0/0) O
bIncludes Asian .(rj;i;eSéG‘?(;,sz).lack or African American (n=1; 2.8%), American Indian/Native Alaskan (n=1; 2.8%), other (n=1; 2.8%). ata cutorn date. June o, -
HAE-C1INH, hereditary angioedema with C1 inhibitor deficiency; ODT, orally disintegrating tablet. . raat:iziizrf}tz;/\:z:oj:iaet?;(t);e;st1 MAE attack with sebetralstat.
TI m e to Tre at m e n t HAE, hereditary angioedema; TEAE, treatment-emergent adverse event.
This open-label, multicenter phase 3 KONFIDENT-KID trial was designed to evaluate the Part 1: Pharmacokinetics | | | _
safety, pharmacokinetics (PK), and efficacy of sebetralstat orally disintegrating tablets (ODT) Across all attacks, the median (IQR) time to treatment was 30 minutes (5-135) (Figure 4)
in children with hereditary angioedema with C1INH deficiency (HAE-C1INH) who are . . . .. — 0 '
2-11 years old™ Y ans 4 ) Figure 2. Population PK Predicted and Observed Pediatric Exposures 61.3% of attacks were treated in <1 hour of onset
— Predicted median Figure 4. Time from Attack Onset to Sebetralstat ODT Administration®®
6000 - - Predicted mean 1
~ (2)-5“ to 9g-§;‘<zertce”t”e (predicted) g (100%) M Sebetralstat 75 mg (n=1): median 20 mins (IQR, 20-20) Children with HAE aged 2-11 years have a high unmet need for non-parenteral treatment options
o rv 00 —
% SEYe e § B Sebetralstat 150 mg (n=55)2: median 30 mins (IQR, 5-135) Ob q betralstat ol trati liablv fit withi dicted
: : © v r m ncentrations reii IT WItnin predil X r
Trial DeS|gn = .‘; B Sebetralstat 300 mg (n=9)2: median 50 mins (IQR, 0-146) served sebetraisiat plasma concentrations reflably predicted exposures
g -9- . . . .
The trial design of the phase 3 KONFIDENT-KID trial (NCT06467084) is shown in Figure 1 & 0% 3 75%- - Sebetralsta}t coqcentratlons in <_:h||dren 30 minutes post-dose were comparable to plasma
"q:'; Observed sebetralstat plasma concentrations from 35 patients :é concentrations in adults following a 300-mg dose
Figure 1. KONFIDENT-KID Trial Design O reliably fit within predicted simulated exposures (Figure 2 += : : : :
9 g S - 4 P o o P N (Fig _) = 5o — A high number of attacks were treated with sebetralstat in this study
Treatment algorithm=® O : Sebetralstat concentrations in pediatric participants 30 minutes = ° 21
STUDY r Treatment of attacks ® 20001 | ° . ost-dose were comparable to plasma concentrations in adults 2 (38.2%) 3 L -
Participants with = Ve pOSI-C P P y (33.3%) — Participants treated a mean of 0.8 attacks/month with sebetralstat
POPULATION . weight of . Set;estralstat » Administration by = e following a 300-mg film-coated tablet (FCT) dose "
mg . . . = b Y o/ | - . - T u =
-+ AsEel A1) i =9-5 kg to <20 kg L ) gfi";‘:;;\f;g'c'pa"ts @ 3 — Pediatric plasma concentration 30 minutes after dosing (C,) S 25% 8 1 Sebetralstat enabled early treatment (median: 30 minutes) by participants or their caregivers
. : : Participants with e F to 1 7 /% e e (geomean): 1364 ng/mL 2 [5%) (11.1%) . . . - . .
» Confirmed diagnosis | weight of _,| Sebetralstat orupto 1 year /- S | o £ — Attacks occurred in all locations with 32% still mild at time of treatment
of HAE-C1INH 220 kg to 45 kg 150 mg OR — Adult C,, (geomean): 1810 ng/mL 4 -
S i i (s - Until the participant 0 3 5 5 15 E ’ <30 mins 30-59 mins >60 mins Sebetralstat was generally safe, well tolerated, and demonstrated rapid symptom relief,
past 12 months . Pa”VivC;?;:‘ttz fW“h _| sebetralstat turns 12 years old Time (h) Time (mins) reduction in severity and complete attack resolution
>45 kg 300 mg OR Data cutoff date: June 5, 2025. aData missing fo.r1 (1.8%)att§c?k in the 150-mg group and 2 (22.2%) attacks in the 300-mg group. _ _ _ )
SLSES — « Until trial completion o e reatmen Sebetralstat ODT has the potential to address high unmet need for children (2-11 years) with
PK assessment at enro"ment VISItc IQR, interquartile range; ODT, orally disintegrating tablet. HAE and their ca regive rs
aAII. doses are equiva.ﬂent to the 300-mg 'FCT dose .in adults; provided as ODT. Atta c k C h a ra Cte ri Sti cs . .
E-Prril(als:/r::I:;n \(/avr;c: (::(I)Tlet:teeg 2ttg.t5r,e::[ Zlvr:[c:1 ;h:oz(::.l\;:?J:ac’z:er:ztc:::ztj:e?QC;:nirated based on key parameters from each participant; 500 simulations were ran for each participant. P a rt 2 : I n te rl m Effl Ca Cy
FCT, film-coated tablet; HAE-C1INH, hereditary angioedema with C1 inhibitor deficiency; ODT, orally disintegrating tablet; PK, pharmacokinetics. Part|C|pantS treated a mean Of 08 (SD, 056) attaCkS/mOnth Wlth Sebetralstat ODT Table 3 Efficacy Of Sebetralstat in Pediatric Participants
Ob jectives and Endpoints Sixty-five attacks were treated with sebetralstat (Table 2) by 26 pediatric participants Attacks in sebetralstat ODT dosing group References
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Efficacy endpoints were assessed using Caregiver Global Impression of Change (CaGl-C) Severity, n (%)
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