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Global hereditary angioedema KONFIDENT-S is an ongoing, 2-year, Figure 1. KONFIDENT-S OLE trial design
(HAE) guidelines recommend multicenter, open-label extension trial
considering the early use of (NCT05505916; EudraCT: Rollover End-of-study | Inclusion criteria
on-demand treatment upon 2021-001176-42) (Figure 1) patients? visit - Aged 212 years
recognition of an HAE attack to — Eligible patients aged 212 years with Enro_ll.nlent Treatment period «22 documented HAE-C1INH attacks
reduce morbidity and prevent HAE due to C1-inhibitor deficiency e = el =3 months
mortality'-3 (HAEi;C1 INH) and 22 documented patientst ﬁ Treatment
Until recently, available on-demand attacks within 3 months before visits visits + Self-administer sebetralstat 600 mg (two
treatments were only administered enroliment or had Comp!eted the . In-clinic 300-mg tablets) as early as possible after
. phase 3 KONFIDENT trial Multiple real-wortd | ., attack onset
parepterally (via mtraveno_u_s _ (NCT05259917) elements incorporated « Second administration allowed if warranted
infusion or subcutaneous injection), , _ _ into the trial design e
which has been previously shown — Patients using Ipng-term prgphylactlc  No attack qualification \ months _
to delay treatment (LTR) were eligible to participate, by investigator Televisit Endpoints
provided they had been on a stable « All attack locations and * Safety (adverse events)
Sebetralstat, an oral, on-demand dose regimen of a protocol-allowed severities were eligible Months 0 34 21 2324 | *Time to beginning of symptom relief
plasma kallikrein inhibitor, was LTP for 23 months before enroliment * Portable multidose packs .(Tb.y P?If)tsmdho?rs . ’
recently approved for the treatment All attacks that included satisfaction data (b';“g Gﬂ-lsr)ssqez poton in severty
of HAE attacks in patients aged as of September 14, 2024, were included « Time to complete attack resolution
=12 years in the US, Europe and in this assessment (by PGI-S) <24 hours
the UK,>7 and received orphan
drug designation in Japan® KONFIDENT-S endpoints evaluated NCT05505916; EudraCT: 2021-001176-42.
o Time to beginning of symptom relief HAELG TN, herecitary anglosdoma due to C1 imhiitor defciencys OLE, open-iabel extoneion: PGIC, Patient Giobal Impression of Ghange: PGI-3, pationt Global Imprésion o Sevety.
Here, we present interim findings defined as at least “a little better” at
from the KONFIDENT-S open-label 2 consecutive time points within 12 hours . _ ] . o
extension trial on time to beginning of the first dose, measured by the Patient Figure 2. Treatment satisfaction rating (7-point Likert scale)
of symptom relief and treatment Global Impression of Change (PGI-C) Overall, how satisfied were you with sebetralstat therapy for this HAE attack?
satisfaction with oral sebetralstat Treatment satisfaction was assessed —n——
from patients with HAE who 24 hours after the first dose of
experienced the use of sebetralstat for each attack on a 7-point Dissatisfied Neutral Satisfied
conventional on-demand treatment Likert scale (Figure 2)

Table 1. Baseline characteristics (N=107) Across all subgroups (Table 1), most attacks were mild Figure 4. Satisfaction with sebetralstat for each attack by
. (38.5%) or moderate (44.3%; Table 2) previously used on-demand treatments (N=1089)
Previously used on-demand treatment
Multiple A second dose of sebetralstat was administered within
. o Prior Median
Icatibant pdC1INH rC1INH treatments® Overall 12 hours of their first dose for a total of 240 attacks
(n=47) _ (n=18)  (n=2) _ (n=40)  (N=107) (22.0%) across all subgroups treatment (IQR)?
Age, median 35 19 34 41 35 .
(IQR), years  (21.0-47.0) (15.0-36.0) (25.0-44.0) (31.5-52.5) (21.0-49.0) In total, conventional on-demand treatments were
administered for 52 attacks (4.8%) within 12 hours after
Sex, female, 29 13 2 30 74 .
n (%) 61.7)  (72.2) (100) (75.0)  (69.2) use of sebetralstat Icatibant 2.0
. . . _ , (409 attacks) (1.0-3.0)
Race, n (%) Figure 3. Time to beginning of symptom relief2 with
sebetralstat by previously used on-demand treatments
White & 1< . S 79 (73.8)
(74.5) (66.7) (100) (75.0) '
. . . Previously-used
Asian (12.8) (5.6) 0 (20.0) 15 (14.0) on-demand
Country, 4 . . 7 11 freatment
Japan, n (%) (8.5) (17.5) (10.3) pdC1INH 20
BMI, median 25.6 23.6 25.4 25.1 254 ! (167 attacks) (1.0-3.0)
(IQR), kg/m?  (22.0-30.0) (19.8-30.0) (19.5-31.2) (23.0-30.5) (22.3-30.1) :
Type of Icatibant :
HAE-C1INH (400 attacks) H" |
TN 42 17 2 37 98 H
yp (89.4) (94.4) (100) (92.5) (91.3) :
5 1 3 i
ips 2 (10.6) (5.6) s (7.5) :
Treatment, pdC1INH H rC1INH 3.0
n (%) (160 attacks) I-Q—I (22 attacks) (2.0-3.0)
On-demand 33 12 1 33 79 :
only (70.2) (66.7) (50.0) (82.5) (73.8) i
1
14 6 1 7 28 1
Ll (29.8) (33.3) (50.0) (17.5) (26.2) i
rC1INH :
Data cutoff: September 14, 2024.
aPatients reported using >1 conventional on-demand treatment at screening. (22 attaCkS) ‘-|
BMI, body mass index; HAE-C1 NH, hereditary angioedema due to C_1 inhibitor deficiency; IQR, interquartile : Mu|t|p|e
range; LTP, long-term prophylaxis; pdC1INH, plasma-derived C1-inhibitor; rC1INH, recombinant C1-inhibitor. 1 20
: treatments (1.0-2.0)
Table 2. Baseline characteristics of sebetralstat-treated i (491 attacks)
attacks (N=1089) Multiple i
Previously used on-demand treatment treatments :I‘ I
Multiple (487 attacks) i
Icatibant pdC1INH rC1INH treatments Overall :
Attacks (n=409) (n=167) (n=22) (n=491)= (N=1089) :
Baseline severity 1
(PGI-S), n (%) : Overall 2.0
. 147 54 Z 224 428 Overall ||+‘_| (1 089 attaCkS) (1 0—30)
(35.9) (32.3) (13.6) (45.6) (39.3) (1089 attacks) '
e 165 71 12 234 482 '
(40.3) (43.1) (54.5) (47.7) (44.3) !
Severe/very 97 41 7 33 178 U L L A, : ' ' ' ' :
severe (23.7)  (246) (318  (67)  (163) 0123456783910 020 a0 6080 =00
:trti::i?og:zf: Time to beginning of symptom relief, Attacks, %
n (%) median (IQR), hours o o
ucosal 154 98 13 166 431 B Dissatisfied ® Neutral Satisfied
(37.7) (58.7) (59.1) (33.8) (39.6)
InVOIVing 8 7 0 3 18 B?;;glritdof ;rseet?wt: nr:;?jrl;:s rznoezt‘t/;/ithin time window. Error bars are IQR. ;izsgge?(?rg;?ei-/psoailztshiekde)r.t satistaction scale,from =3 fo 3 (where 1=somewhat safisfied, 2=very safisfied
the larynx (2.0) 4.2) (0.6) (1.7) aDefined as a PGI-C rating of at least “A little better” for 2 consecutive time points, with missing data entries .
between consecutive time points within 12 hours of the first dose of sebetralstat. IQR, interquartile range; pdC1INH, plasma-derived C1-inhibitor, rC1INH, recombinant C1-inhibitor.
Subcutaneous 254 69 9 325 657 IQR, interquartile range; pdC1INH, plasma-derived C1-inhibitor, rC1INH, recombinant C1-inhibitor.
only° (62.1) (43.1) (40.9) (66.2) (60.3)
. 1 1
Missing 0 0 0 . " . . . : . .
(0.2) (0.1) Time to beginning of symptom relief was similar regardless Median satisfaction rating for sebetralstat for all attacks was
Timetfzom attack of which on-demand treatment was previously used 2.0 (1.0-3.0) (Figure 4)
onset to .
treatment, (1 0?‘83 0) (1 Ofi'gg 0) (1 8%7_'651 0)(1 02_11'80 0) (1135) (Figure 3) No dissatisfaction (ie, neutral or satisfied) was reported for
ian (IQR), : : ) : ) ) . . _ _ _ o _ o 5 _ 5 e
m_ed'i‘“ ( Median time to beginning of symptom relief ranged from 90.8% of attacks (7.3% neutral; 83.6% satisfied)
minies 0.76 to 1.82 hours across subgroups
Attacks treated
with a second 74 45 6 115 406
dose within (18.1) (26.9) (27.3) (23.4) (37.3)
12 hours, n (%)
Attacks treated
with conventional 14 7 31 52
treatment within (3.4) (4.2) 0 (6.3) (4.8) .. . . .
12 houre, n (%) - - - - In this interim analysis of the KONFIDENT-S trial, oral sebetralstat enabled early
treatment and resulted in early symptom relief
Data cutoff: September 14, 2024.
2lcatibant + pdC1INH, n=282; icatibant + pdC1INH + rC1INH, n=124; icatibant + rC1INH, n=51; and . . .
lE)Lgfz?;ellr;ln'l);er\(/:;r:t,\)l/I—\:\;ans=(?lgllssified as “None” for 4 attacks in the icatibant, 3 in the pdC1INH, and 3 in the Patlents Who had experlenced the use Of any conventlonal On'demand treatment
gl:/lutllt(i:zlseglr:eaat:;ncigti;ith primary location of “Abdomen” and/or “Larynx/throat”; subcutaneous: other attacks not reported being Very satiSfied With SebetraIStat on-demand therapy
involving the mucosal locations. IQR, interquartile range; pdC1INH, plasma-derived C1-inhibitor; PGI-S,
Patient Global Impression of Severity; rC1INH, recombinant C1-inhibitor.
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