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Safety and Effectiveness of Sebetralstat in Patients with Hereditary Angioedema Receiving Long-term Prophylaxis:
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Long-term prophylaxis (LTP) has been shown to reduce the Participants and Attacks Table 2. Baseline Attack Characteristics Effectiveness
frequencyzofHa'\At\té\cgjllﬁ I_Ta:’.ure]nts with her_edltary r;;mgleremE\TP From October 21, 2022, to September 14, 2024 (data Attacks treated_:\;vsltzh sebetralstat | | . .
type 1 OFt_ ( t - | )'; OE[IE/GVker, F])cat;lents W't'O rececljv_e | cutoff), 35 of 134 participants (26.1%) were receiving n= Figure 1. Sebetralstat Effectiveness Among Participants Receiving LTP
may continue to experience attacks of all severities and in a ’ . . Baseline PGI-S cateqory.® n (% _ _ _ _ _
anatomical locations, including the larynx? LTP and ixperlenced a tota! of 504 attacks, of which o gory,® n (%) 119 (99 3 Endpoint Median time (IQR) to endpoint Median (IQR)
nternational freatment auidel 4 that patient 382 (75.8%) were treated with sebetralstat (Table 1, | (29.3)
nernational reatment guidetines recommend that patients Table 2) Moderate 141 (36.9) Time to beginning of symptom relief? IQ i 1.3 (0.8 to 3.8)
with HAE consider treating all attacks regardless of LTP use’* - . Severe/verv severe 94 (24.6)
Sebetralstat , tiaational oral ol callikrein inhibit - Of these, 16 participants receiving berotralstat treated i y -
! ebe_ ralsta I ar; |3ves 94 |or:ja ora dptasrrtla atlf re||—r|]A:E é31l IOI\TH 178 attacks, 13 participants receiving lanadelumab Missing 34 (8.9) Time to reduction in severity: | ® 42 (1310 >12)
IStt e'i? g_e\;ﬁ Hatet as ar21 on- emalr;_ reta men olr hel ) onsi treated 80 attacks, and 6 participants receiving Baseline attack locations, n (%) | o
i S‘ISFT[;%NTG gngto'd”Q’N 3?8252‘;9;?”593;’%6#' abel exiension C1-inhibitor (C1INH) replacement treated 124 attacks Mucosal’ 189 (49.5)
2021-001 176- 423) uay | e The mean (standard deviation [SD]) attack frequency was Involving the larynx/throat 17 (4.5) Time to complete attack resolution® | ¢ 14.8 (4.6 to >24)
1.7 (1.5) attacks/month for participants receiving LTP Subcutaneous® 159 (41.0)
- The mean (SD) attack frequency was 1.8 (1.4) Missing 34 (8.9) L
attacks/month with berotralstat, 1.2 (1.1) with Time from attack onset to treatment administration, 5 (1 10 40) 0 2 4 6 & 10 12 14 16 18 20 22 24
lanadelumab, and 2.5 (2.2) with C1INH replacement ' ' :
This interim analysis of the KONFIDENT-S study evaluated the 2.2 P m.edlan. (IQR), minutes _ _ _ _ Time (hours)
tOIerabiIity, Safety, and effeCtiveneSS Of Oral SebetraIStat fOr Table 1 : Pal‘ticipant Demog I’aphics i(:\Izélsn;ﬁ:;u:tglfkrzggeer;itI;,TOP]Z ‘!c[zlr:)%-et?:,rvnagrroe%r(\)ﬁz)él?;f?;—t?éj(a(’c(l)e.g&c)aIlco)}l?aal ;)rgrr’iirgzsalr?tnvx?rtos\?v\;esng.ceiving LTP. IQR,. iInterquartile range; LTP, long-term pr_ophylaxis; PGI-C, Patient_GIol_aaI Imp_ressiqn _of Change; PQI-S, _Pajtient Global I_mpression of Severity_. | |
HAE-C1INH attacks in pa rtiCipantS receivin g concu rrent LTP bMucosal: attacks with primary location of "Abdomen" and/or "Larynx/Throat"; Subcutaneous: other attacks not involving the mucosal locations. :ng:gg 22 Z dPchlr-eCa;aetlirr]\gtr?:; T;((geléétr;?irlm_gljtt:ce)r%e::toer:;g)crufi fgzsrfggg\ifst:?vﬁhﬁﬁlqgsI;NOlg;'S” 12 hours (with missing data entries between consecutive time points).
Participants Defined as a PGI-S rating of “None” within 24 hours. |
receivingsLTPa’b Safety In 85 of 382 attacks (22.3%) a second dose of sebetralstat was administered within 12 hours
n= . . Cr . .
23 of 35 participants (65.7%) receiving LTP and treated attacks with sebetralstat experienced - 264 attacks (69.1%) reached beginning of symptom relief within 12 hours. Of these, 90.5% achieved this
Study Design 104 treatment-emergent adverse events (TEAEs) (Table 3) endpoint before or without a second dose of sebetralstat
Age, median (IQR), years 44 .0 (28.0 to 56.0) - 8 TEAEs in 5 participants were considered treatment related: headache (3 events), myalgia Conventional on-demand treatment was administered within 12 hours in 20 of 382 attacks (5.2%)
Eligible_ participants were adults and adolescents (=212 years o_f (2 events), arthralgia (1 event), nausea (1 event), and vomiting (1 event) - In 16 of these 20 attacks (80%), conventional on-demand treatment was administered after 1 dose of sebetralstat
age) with HAE-C1INH and at least 2 documented attacks within Age group, n (%) - There were no serious or severe treatment-related TEAEs in participants receiving LTP
3 months before enroliment or had completed the phase 3 >12 to <18 years 5 (14.3) - 1 participant discontinued the study due to treatment-related TEAEs of nausea and
KONFI_D,ENT trial o | =18 years 30 (85.7) vomiting, which occurred during an attack involving the abdomen and the larynx/throat
- Participants receiving LTP were required to be on a stable - 1 participant discontinued the study due to a TEAE of increased alanine aminotransferase * Sebetralstat enabled rapid on-demand treatment of attacks (median: 6 minutes) in participants
dose and regimen for 23 months immediately before ana Sex. female. n (%) 27 (77.1) (not considered related to treatment) with HAE-C1INH, thereby allowing participants to comply with treatment guidelines
during the study - | S | Toble 3 Safety Resulte  Sebetralstat was generally well tolerated, and no new safety signals were observed in
COHSIStentdWIEh mtiznatlct).n.al H?E treatrnetnt QtUIget“”e ' y . . participants receiving LTP with berotralstat, lanadelumab, or C1INH replacement
recommendations, = parttipants were Insticted 1o Race, n (%) Participants receiving LTP  Sebetralstat was effective in treating HAE-C1INH attacks and provided early symptom relief
self-administer treatment (sebetralstat 600 mg) as early as White 25 (71.4) TEAE, n (%) n=35 dian: 1.3 h . ticipants havi Hacks whil L TP
possible after attack onset, regardless of severity or Asian 8 (22.9) (median: 1.3 hours) in participants having attacks while on
tomical locati . ' Any TEAE 23 (65.7)  Among attacks that reached the beginning of symptom relief within 12 hours, 90.5% achieved
anatomical location Other or multiple 1(2.9) . . .
was permitted 23 hours after the first administration (as Serious TEAE? 5 (14.3)
determined by the participant) | Ref
- Treatment-related 0 ererences
Effectiveness was assessed using the fO”OWing endpoints: BMI, median (IQR)’ kg/m2 26.6 (221 to 331) 1. Beard N et al. Cochrane Database Syst Rev. 2022;11:CD013403.
- Time to beginning of symptom relief (defined as a Patient Severe TEAEP 7 (20.0) 2. Longhurst HJ etal. Clin Rev Allergy Immunol. 2024;67:83-95.
Global Impression of Change response of at least “A Little HAE-C1INH type, n (%) Treatment-related 0 j I\Bﬂlﬁzrpl\j ziz'l Z ;‘;izfygyz 832”;” 7”:(';7)“1”(;’(; fq:§62021;9:132'150-
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COnventiOnaI treatment adminiStratiOn Was Censored tO the end group, 1 participant switched from C1INH replacement to berotralstat and was included in the berotralstat of existi_ng hospita!izat.ic.)n., resulted in persistent or significant disability/incapacity, was a congenital anomaly/birth defect, or was considered an important medical event . code 10 view 1nis p_OS er
_ _ group, 1 participant switched from lanadelumab to C1INH replacement and was included in the by me_dlcal and scientific judgment. _ _ _ . _ _ Contact Info 'm at|0n after the presentatlon.
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in the berotralstat group. reventive Vaccine Clinical Trials. Contact the author at mriedl@health.ucsd.edu for questions or comments.
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