Sebetralstat as Oral On-demand Treatment for Hereditary Angioedema:
Interim Analysis of the Open-label KONFIDENT-S Trial
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Global treatment guidelines recommend that patients with HAE with Participant Characteristics Figure 3. Time From Attack Recognition to Sebetralstat Administration Interim Efficacy
C1-inhibitor deficiency (HAE-C1INH) consider treating all attacks, treat
attacks as early as possible, and always carry a sufficient quantity of From October 21, 2022 to January 31, 2024, 113 participants were enrolled from 50 trial 486 attacks (75.9%) were treated with one dose of sebetralstat
on-demand therapy to treat two attacks'* sites in 19 countries (Europg, 50-00_/0; United States., ?7-7%; other, 22.3%) 300 Conventional on-demand treatments were utilized for 36 attacks (5.6%) within 12 hours of the
Currently approved therapies for on-demand treatment of HAE-C1INH — The safety and full analysis setj included 84 participants who treated at least one Median time from attack first dose of sebetralstat
. - : attack with sebetralstat (Table ition to treat t:
attg/cks nllrllit tl)de adrr}l?lstetred Tfsrenterally and are associated with delays ( ) rzc;?nthle:TI(;Rrjatc:n;;) Regardless of the number of attacks treated using sebetralstat, efficacy was maintained
and/or withholding ot treatmen Table 1. Patient Demographics and Disease-specific History ® ’ — Median time to beginning of symptom relief for the first nine sebetralstat-treated attacks were
Sebetralstat, an oral plasma kallikrein (PKa) inhibitor, was evaluated in All participants S 1.66, 1.77,1.79, 2.79, 1.86, 1.93, 1.77, 2.35, and 1.77 hours
KONFIDENT,® a randomized, double-blind, placebo-controlled, phase 3 (N=84) = . . A :
crossover trial for on-demand treatment of HAE-C1INH. Compared with Age, median, years (IQR) 35.0 (22.0, 47.0) f, Efficacy in the subset of laryngeal attacks (n=14) is presented in Table 5
placebo, sebetralstat provided significantly faster symptom relief, reduction Age group, n (%) % Table 5. Interim Efficacy Results
in attack severity, and complete attack resolution. :12 years ; g E; 451% Id,:J 200 - All treated attacks Laryngeal attacks
>18 years : o (N=640) (n=14)
©
gex, fem(a;l/le;, n (%) 54 (64.3) 7 Time to beginning of symptom relief within 12
ace, n (% o hours, h
White 63 (75.0) © Median 1.80 1.3
Asian 12 (14.3) 3 IQR 0.9510 5.45 0.5t05.3
The objective of KONFIDENT-S trial is to assess the safety and Other 2 (2.4) “s Time to reduction in attack severity within 12
effectiveness of long-term use of sebetralstat as an on-demand treatment Not reported 7 (8.3) « hours. h
of HAE attacks in adolescents and adults with HAE-C1INH BMI, median, kg/m? (IQR) 25.6 (22.3, 31.1) 3 Median 6.57 1.5
HAE-C1INH type, n (%) g 100+ IQR 1.61to >12 0.8t06.1
$ype ; 7; 813)7) < Time to complete resolution within 24 hours, h
Ype : Median 21.02 6.8
Current treatment regimen, n (%) QR 792 to >24 1.8 to >24
_ _ On-demand only 59 (70.2) | _
Trial des'gn LTP? + on-demand 25 (298) IQR, interquartile range.
: : : : i des: HAE . . . L e TOR . . . . 449 attacks (94.3%) reached beginning of symptom relief without a second dose or before a
BMI, bod index; HAE-C1INH; heredit ioed with C1-inhibitor defici ; 1QR, int rtil ;LTP, | t hylaxis.
KONFIDENT-S is a multicenter open-label extension (OLE) trial O the 25 garﬁiipnan?ts using LTP, 13 (5ezr°eA,) Ceed rt])?as)etraelgt]:t, 5 (20%)nusedOI;n:dZIirr]T?gb, and 7 (ezrg;)a; u:e;ag%?inhibito?g%eig PPV second dose was administered
(NCT05505916, EudraCT: 2021-001176-42) I. — I O - . o . . .

_ _ From October 21, 2022 to January 31, 2024, 640 attacks were treated with sebetralstat R e R E s B e : The proportions of attacks that reached reduction in severity and complete resolution without a
giggtﬁggg 319 IEJII,Z\SE?S? Ila\ldl—(I) Ig;ggn1tso(r221)2a¥$a;? Ioe];i?tevz/:)vggcaucr:r?enr?tzzed (Table 2) 0 60 120 180 240 300 360 420 second dose or before a second dose was administered were 95.5% and 85.7%, respectively
HAE-C1INH attacks within 3 months will be enrolled either after completing Table 2. Baseline Attack Ch oristi Time (minutes)
the KONFIDENT ftrial (I"O”OVGI’) or de novo (Figure 1) able <. baseline ac aracteristics S | K Two of the 640 attacks (0.3%) were treated >420 minutes after attack recognition.

— Patients receiving long-term prophylaxis (LTP) must be on a stable dose ebetra stah:-_tgie(l)ted attacks Interim Safety
and regimen for 23 months immediately before and during the trial Primary attack locations,*® n (%) (N=640)
For up to 2 years, patients self-administer sebetralstat 600 mg (2 x 300-mg Abdoymen ’ ° 244 (38.1) Sebetralstat has been generally well-tolerated (Table 3), with a safety profile consistent with that
’ . . _ . . . 7
tablets) as early as possible after recognizing the start of an attack Arms/hands 190 (29.7) obsgved in the double-blind, randomized KONFIDENT trial  With data from 640 sebetralstat-treated attacks, this interim analysis
— If needed, an optional second administration of sebetralstat is permitted Legs/feet 154 (24.1) - Elghteﬁn tregtrnent-emergentTad\:er‘sle events (TEAEs) related to sebetralstat were reported provides important additional information to the data from 180
>3 hours after the first administration (as determined by the participant) Head/face/neck 56 (8.8) [\Tr g _t pa:tICIF’:antSt(glff)d(TaEzE ) o sebetralstat-treated attacks in the randomized phase 3 KONFIDENT trial’
Interim safety was primarily assessed by adverse event reporting, Torso 43 (6.7) o serious treatment-relate S WETe Tepore o . « Data from this OLE trial with real-world elements show that oral
supplemented by laboratory tests and vital sign measurement Genitals 37 (5.8) — One severe TEAE was reported as related to treatment: one incident of grade 3 diarrhea that ) ) )
. . y y | . | Larynx/throat 14 (2.2) started 1 day before sebetralstat administration sebetralstat enabled patl_ent§ to treat attacks early, consistent with
Inte.rlm effectl\{enless was assessedI using .the following endpc?lnts: Primary pooled attack locations, n (%) _ The treatment-related TEAEs of skin burning sensation and nausea (both grade 2) led to global HAE treatment guidelines
— Time to beginning of symptom relief (Patient Global Impression of Change Mulfosal I Z?Z (‘2102-2) discontinuation for two participants - Median time to treatment was shorter in the KONFIDENT-S OLE trial
rating of at least °A Little Better” 2 time points in a row) within 12 hours S bar)t/ngea 376 (5é 23 — No significant laboratory abnormalities were reported (9 minutes [IQR, 1 to 69]) than in the phase 3 KONFIDENT trial (41
— Time to reduction in attack severity from baseline (21 level decrease on Jbetiianeous - (58.8) minutes [IQR, 6 to 140]),” potentially reflecting the real-world nature
Patient Global Impression of Severity [PGI-S] 2 time points in a row) Baseline PGI-S category,” n (%) Table 3. Interim Safety Results £ KONFIDEN,T S ,
within 12 hours Mild 192 (30.0) All participants ° )
. . : L Moderate 277 (43.3) Participants, n (%) =  In this OLE trial, safety and efficacy results with sebetralstat were consistent
— Time to complete attack resolution (PGI-S rating of “None”) within 24 hours S IV 160 (25.0 (N=84) ; ty y resu
evere / Very severe (25.0) Any TEAE 47 (56.0) with those observed in the randomized phase 3 KONFIDENT trial’
Figure 1. Trial Design IQR, interquartile range; PGI-S, Patient Global Impression of Severity. Treatment-related 8 (9.5) ) ) . . )
aII\DAatients Wh(; had m1ulgiple attack locations were counted once in each reported location. Serious TEAE® 3 (3 6) e Results in attacks InVO|V|ng the Iarynx were consistent with those
®Missing, n (%) =7 (1.1). . .
T End-of-Study Moo o 06 Wissing. n 6 = 7 (1.1) Treatment-related 0 observed across all attacks in both KONFIDENT and KONFIDENT-S’
Patients? Visit Sebetralstat Exposure Severe TEAE® 5(6.0) « KONFIDENT-S OLE trial is ongoing; additional interim analyses are
Participants treated a median of five attacks with sebetralstat (IQR, 2 to 8; Figure 2; ATrt_el_aIEt'rAnEerllt-r; Iatt?[d t di tinuati 1 (21.2) planned. As of May 7, 2024, 109 participants have treated over 1000
— — — P ’ , rigure <, ny eading to permanent discontinuation (4.8) attacks with sebetralstat (including 24 laryngeal attacks)
range, 1 to 37) Treatment-related 2(2.4)
De Novo — Twenty participants treated at least nine attacks Any TEAE leading to death 0 - The final analysis will be reported after all participants have used
Patients’ Quarterly o 5 Number of Sebetralstat-treated Attacks in KONFIDENT-S TEAE, treatment-emergent adverse event. sebetralstat for 2 years as on-demand treatment for their
e Igure - Number o ebetraistat-treate acks In - aSerious TEAE was defined as any untoward medical occurrence that at any dose resulted in death, was life-threatening, required inpatient HAE-C1 |NH attacks
Visits hospitalization or prolongation of existing hospitalization, resulted in persistent or significant disability/incapacity, was a congenital anomaly/birth
80 defect, or was an important medical event by medical and scientific judgment.
bSevere (grade 3 or 4) TEAEs were evaluated by investigators according to the Toxicity Grading Scale for Healthy Adult and Adolescent Volunteers
Enrolled in Preventive Vaccine Clinical Trials.®
70
-------------------------------------------------------------------- & Table 4. Treatment-related TEAEs
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