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.. OfProcedures Without HAE Attack
when 22 600mg doses of oral sebetralstat were used for short-term prophylaxis (STP)
- Treatment-Related AEs
with oral sebetralstat for STP (44 procedures across 16 patients)
- __f
) lhese findings support the continued evaluation of sebetralstat as an alternative

STP regimen
International hereditary angioedema (HAE) guidelines recommend STP with intravenous plasma-derived C1 inhibitor
(IV pdC1INH) before medical or dental procedures to reduce the risk of perioperative angioedema attacks
IV pdC1INH products are approved for STP in the EU,? but no treatment options are indicated for STP in the US
The use of STP is heterogenous and inconsistent,® likely due to the burden of IV administration, product availability, and procedure coordination*
Sebetralstat has recently been approved in the US, Europe, Australia, Singapore, and Japan as the first oral on-demand treatment for patients with HAE>?®
KONFIDENT-S, a 2-year open-label extension (NCT05505916), investigated the long-term effectiveness and safety of on-demand sebetralstat.® As part of
this study, the potential of sebetralstat as an alternative STP regimen was also evaluated
Evaluate the effectiveness of sebetralstat for STP of HAE attacks triggered by medical and dental procedures among KONFIDENT-S participants
The KONFIDENT-S trial population included patients 212 years of age with HAE-C1INH?
Patients scheduled to undergo a medical or dental procedure were instructed to self-administer 3 doses of sebetralstat 600 mg as STP (Figure 1)
— Participants using long-term prophylaxis (LTP) were excluded from the STP evaluation
— The dosing interval was based on pharmacokinetic data with the goal of providing 24 hours of coverage
Treatment effectiveness was assessed by the number of HAE attacks within 24 hours of procedure start
Safety was assessed using adverse event (AE) reporting

Figure 1. Sebetralstat dosing schedule for STP
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Participant Demographics Figure 3. Sebetralstat STP doses taken Safety
and CharaCte ﬂSthS Five AEs were reported in 3 patients within 72 hours of administering
| | 3 Doses? 81.8% sebetralstat as STP (Figure 5)
At data cutoff (Sept 30, 2025), 16 of 136 patients (11.8%) in
KONFIDENT-S had used sebetralstat as STP for medical or dental Figure 5 Adverse events
procedures (Table 1)
Table 1. Demographics and clinical Treatment-emergent AES-19%
characteristics of the STP population (N=16) .
2 Doses 13.6% Treatment-related AEs| 0%
Age, mean (range), years 34.6 (16—58)
Localized rash® gl 6%
Age-group, n (%)
:::2 y:::g 124((1827.55)) Gl infection® . 6%
=0 | 1 Dose.4.5%
Females, n (%) 10 (62.5) | | | , , | Common cold?® i 6%
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> Proportion of procedures (% Large intestine polyp” g 6%
Whlte 11 (68'8) 2Per protocol. P P ( )
Asian 5 (31 3) | | | | | |
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Type 1 HAE-C1INH, n (%) 16 (100) STP EffECtlveneSS Wlthln 24 HOUI’S Patients (%)
For the 42 procedures in which 2 or 3 scheduled doses of oral sebetralstat “With the use of 3 doses of sebetralstat.
Family history of HAE-C1INH, n (%) 12 (79) STP were administered, 1 HAE attack (2.3%) occurred following dermal filler ~ After a single dose of sebetralstat.
C e . . : AE, adverse event; Gl, gastrointestinal.
injection mild severity) (Figure 4)
Years of diagnosis at screening, mean (range) 13.0 (0-34) For the 2 procedures in which only the first, pre-procedural dose of oral Ty = -
sebetralstat STP was administered, 1 HAE attack was reported following a LI m ItathnS tO th IS StUdy
HAE-C1INH, hereditary angioedema with deficiency of functional C1-esterase inhibitor. colonoscopy (attack severity and location unknown) , , . _
Few highly invasive procedures included
Figure 2. Sebetralstat STP use by procedure (N=44)>  Figure 4. HAE attack incidence within 24 hours of No control arm/comparator
Limited participant medical history
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