Sebetralstat for On-demand Treatment of Hereditary Angioedema Attacks: US Subgroup Analysis
From the Double-blind, Placebo-controlled Phase 3 KONFIDENT Trial

Daniel F. Soteres,' Marc A. Riedl,? William R. Lumry,’> Paula J. Busse,* James Hao,”> Matthew Iverson,®> Michael D. Smith,> Christopher M. Yea,®> Paul K. Audhya,’> Jonathan A. Bernstein®

'Asthma & Allergy Associates PC, Colorado Springs, CO, USA; “University of California - San Diego, La Jolla, CA, USA; "AARA Research Center, Dallas, TX, USA; *lcahn School of Medicine at Mount Sinai, New York, NY, USA; °KalVista Pharmaceuticals, Salisbury, United Kingdom, and Cambridge, MA, USA;
°University of Cincinnati College of Medicine and Bernstein Clinical Research Center, Cincinnati, OH, USA

Global treatment guidelines for patients with

. | - Patients and attacks Efficacy Safety
hereditary angioedema caused by deficiency or
dysfunction of the. C1.|nh|b|tor protein (HAE-C1INH) A total of 136 patlepts recruited from 66 study sites across 20 countries Table 3. Efficacy by Dosing Group Table 4. Safety
recommend considering treatment for all attacks, were randomly assigned to one of six treatment sequences
treating attacks as early as possible, and always - A total of 34 patients from 24 study sites in the United States were Sebetralstat Sebetralstat Sebetralstat Sebetralstat
carrying a sufficient quantity of on-demand therapy randomized to a treatment sequence 300 Placebo Placebo
Y mg 600 mg 300 mg 600 mg
to treat two attacks™ The FAS contained 110 patients (Table 1) who treated 264 attacks (Table 2)
All approved therapies for on-demand treatment of _A | of 34 i 7 ks (29 5°
OAE.C1INH attacks must be administered total of 54 US patients treated 76 attacks (29.5%) All attacks treated with study drug, n 87 03 84 All patients 86 03 83
parenterally and are associated with delays and/or Table 1. Patient Demographics
withholding of treatment2® | | Any TEAE 17 (19.8) 14 (15.1) 17 (20.5)
Sebetralstat, a plasma kallikrein inhibitor, is the Alzﬁ_a:;eor;ts US(Efgj)"ts Time to beginning of symptom relief Treatment-related 2 (2.3) 3 (3.2) 4 (4.8)
first orally adm.inistered therapy being evaluated P-value versus placebo <0.0001 0.0013 _ Any serious TEAE 1(1.2) 2 (2.2) 0
In a phase 3 trial for the on-demand treatment of . 39.5 39.5 Median time, hours (Q1, Q3) 1.61(0.78,7.04) 1.79(1.02,3.79) 6.72 (1.34, >12) Treatment-related 0 0 0
HAE-C1INH attacks across 20 countries, Age, median, yrs (Q1, Q3)
| _ _ (25.0, 49.0) (28.0, 51.0)
including the United States (US) Any severe TEAE 1(1.2) 0 0
Sex, female, n (%) 66 (60.0) 27 (79.4) Treatment-related 0 0 0
Attacks treated with study drug by .
Race, n (%) US patients, n 27 28 23 US patients 27 28 23
To determine the efficacy and safety of sebetralstat White 92 (83.6) 31 (91.2) Any TEAE 7 (25.7) 8 (28.6) 6 (26.1)
compared with placebo as on-demand treatment in Asian 10 (9.1) 2 (5.9) Treatment-related 2(7.4) 1(3.6) 1(4.3)
adults and adolescents with HAE-C1INH Black or African American 1(0.9) 1(2.9) Time to beginning of symptom relief Any serious TEAE 0 2 (7.1) 0
Other 10.9) 0 Treatment-related 0 0 0
Not reported 6 (5.5) 0 Nominal P value versus placebo 0.0007 0.0242 -
Median time, hours (Q1, Q3) 1.28 (0.77,3.12) 1.77 (1.31, 3.89) 6.23 (2.28, >12) Any severe TEAE 0 0 0
- 26.2 29.3 Treatment-related 0 0 0
- BMI, median, kg/m? (Q1, Q3
StUdy dGSIgn g ( ) (228’ 31 7) (252’ 354) TEAE, treatment-emergent adverse event.
KONFIDENT (NCT05259917) was a phase 3 The proportions of attacks treated with a second administration of study drug were 39.1% with Values are n (%) of patients.
- - | HAE-C1INH type, n (%) sebetralstat 300 mg, 39.8% with sebetralstat 600 mg, and 56.0% with placebo . L
randomized, double-blind, placebo-controlled, 9 9 P No TEAES led t t d tinuat death
three-way crossover triale Type 1 101 (91.8) 28 (82.4) - These proportions were 48.1% with sebetralstat 300 mg, 42.9% with sebetralstat 600 mg, and ° > 166 10 perTianeht HIsContntation of €64
Type 2 9 (8.2 6 (17.6 ' i '
Adults and adolescents with a confirmed diagnosis ybe (8.2) ( ) 47.8% with placebo in US patients
of HAE-C1INH (type 1 or 2) and =2 documented C  treat  roqi Y Of attacks that reached beginning of symptom relief, the proportions that did so without a second
attacks within 3 months were randomly assigned (l)J:.edne mraer?dn;iTy regimen, n (%) 86 (78.2) 18 (52.9) dose or before a secpnd dose was administered were 93.9% and 95.8% with sebetralstat 300 mg  The KONFIDENT trial met primary and key secondary endpoints;
to one of six treatment sequences in which up to TP + on-demand 24 (21 .8) 16 ( 47'1) and 600 mg, respectively beginning of symptom relief, reduction in attack severity, and
three eligible attacks were treated ' ' - These proportions were 100% with sebetralstat 300 mg and 95.2% with sebetralstat 600 mg in complete attack resolution were reached significantly faster with
Patients self-administered a Single dose of BMI, body mass index; HAE-C1INH, hereditary angioedema with C1 inhibitor deficiency; LTP, long-term prophylaxis; yrs, years. US patlents sebetralstat 300 mg and 600 mg than with placeboe
Sebetralstat 300 mg 600 mg or placebo as early Of the 24 patient_s receiving !_TP, 10 (42%) receive_d berotralstat, 8 (33%) receive_d lanadelumab, and 7 (29%) receivgd C1INH. _ i § § § §
| 1 - Y Of the 16 US patients receiving LTP, 5 (31%) received berotralstat, 7 (44%) received lanadelumab, and 5 (31%) received C1INH. Figure 1. Time From Attack Recognition to Study Drug Administration The efflcacy of sebetralstat in US patlents was consistent with
as possible after recognizing the start of an attack o the overall trial population
-t nbeetdeldt, Tn optional _?tezogg ﬁdmlnlsf’irat[(%n Cf’_f t Table 2. Characteristics of Treated Attacks " More than 93% of US participants that reached the primary
S€ e. r.a > a_ was perm e. =2 Nours @ e_r e 1S All Attacks treated . US Participants endpoint did so without a second dose or before a second dose
administration (as determined by the patient) aCKs treaie .
attacks by US patients » was administered
- Severe laryngeal attacks were excluded and y P S Other Participants : : e ,
were treated with conventional therapy (N=264) (n=78) S 80— * Oral sebetralstat enabled patients to treat rapidly, in line with
. . . . = current international and US treatment guidelines
The primary endpoint was time to beginning of _ o <
symptom relief, defined as a rating of at least Pooled attack locations, n (%)? ks » Sebetralstat 300 mg and 600 mg were well-tolerated in KONFIDENT,
“A Little Better” on the Patient Global Impression Mucosal’ 120 (45.5) 43 (35.1) "??,' and treatment-related adverse events, including those in the subset
of Change (PGI-C) scale =2 time points in a row Subcutaneous® 142 (33.8) 34 (43.6) = of US participants, were comparable with those in the placebo group
within 12 hours of the first dose of study drug > * The long-term safety and efficacy of sebetralstat is being studied In
Key secondary endpoints were tested hierarchically Baseline PGI-S category, n (%)? A 60" the KONFIDENT-S (NCT05505916) 2-year open-label extension trial
in the following order: Mildd 115 (43.6) 36 (46.2) > ~ including 20 US study sites
- Time to reduction in attack severity, defined as a Moderate 102 (38.6) 33 (42.3) 3 * In KONFIDENT, oral on-demand sebetralstat for HAE-C1INH attacks
decrease in Patient Global Impression of Severity Severe or very severe 45 (17.0) 8 (10.3) e provided rapid symptom relief and facilitated early treatment
(PGI-S) rating for 22 time points in a row within 2 20 —
12 hours of the first dose of study drug | | 2 Ref
- Time to complete attack resolution, defined as a T'me_ f.rom Qnset of gttack j[o first 41 (6, 140 38 (5, 124 = elerences
( ) ) ( ) )
PGI-S rating of “None™ within 24 hours of the administration, median, min (Q1, Q3) E 1. Maurer M et al. Allergy. 2022;77:1961-1990.
: 2. Busse PJ et al. J Allergy Clin Immunol Pract. 2021;9:132-150.
first dose of study drug 3. Gower RG et al. Allergy Asthma Clin Immunol. 2021:17:100.
Primary and key secondary endpoints were Attacks treated in <60 min, n (%) 147 (55.7) 44 (56.4) ‘51 m;?meettzll- %ﬁZﬁa‘,’,Z?fS; fé%?f?’zg;’-m-%
tested in the full analysis set (FAS) using a fixed 0 - H - 6. Riedl MA etal. N Eng J Med. 2024; DOI:10.1056/NEJMoa2314192. [=]
sequence and were adJUSted for muItIpIICIty min, minutes; PGI-S, Patient Global Impression of Severity. | F | _ _
Analysesnthe US subgroup o partcipants were | | 1SS i e e O k00 s o
not powered ITwo attacks in the placet;o group (% from a US patiént) had a baseline PGI-S category of "None." Time (minutes) for questions or comments. . the pretf]iesn:)a(;[g[grfo vViEW
G y, g /
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