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Background

« Mucosal attacks (eg, affecting the abdomen or larynx) may progress rapidly
and are associated with substantial morbidity in people living with HAE-3

* Sebetralstat, an oral plasma kallikrein inhibitor, has been approved for
the treatment of acute HAE attacks in patients 212 years old in the US, UK, and
EU4—6

The objective of this interim analysis was to assess the safety and effectiveness

of sebetralstat in mucosal attacks in the KONFIDENT-S OLE study

KONFIDENT-S: NCT05505916; EudraCT: 2021-001176-42.

1. De Maat S, et al. J Thromb Haemost. 2018;16(11):2349-2351. 2. Bork K, et al. J Emerg Med. 2016;50(4):567-580.e1.
3. Bork K, et al. Am J Gastroenterol. 2006;101(3):619-627. 4. EKTERLY (sebetralstat) tablets, for oral use. US prescribing
information. KalVista Pharmaceuticals, Inc; 2025. 5. EKTERLY (sebetralstat). Summary of Product Characteristics. UK
prescribing information. KalVista Pharmaceuticals, Inc; 2025. 6. EKTERLY (sebetralstat). Summary of Product
Characteristics. EU prescribing information. KalVista Pharmaceuticals, Inc; 2025.

HAE, hereditary angioedema; OLE, open-label extension.
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Effectiveness of Sebetralstat

Endpoint Laryngeal Attacks (n=32) Median Abdominal Attacks (n=533)2 Median

(IQR), hours (IQR), hours

Time to beginning of 1.29 1.27

symptom relief® \ g (0.76 — 3.02) »>— (0.76 — 3.54)

Time to reduction in —@ 4.25 . 3.52

attack severity® ' (1.22 ->12) —@ (1.26 —>12)

Time to complete ) ¢ 12.69 . 15.17

attack resolutiond ' (5.11 —>24) ' ¢ (4.46 — >24)

0 2 4 6 8 10 12 14 16 18 20 22 24 O 2 4 6 8 1l0 1l2 1l4 1l6 1l8 2l0 2l2 2l4
Median time, hourse® Median time, hourse®

 The median (IQR) time from attack recognition to sebetralstat administration
was 11.5 minutes (1.0 — 34.0) for laryngeal and 20.0 minutes (1.0 — 61.0)

for abdominal attacks
 Sebetralstat showed similar effectiveness as an on-demand treatment for both
laryngeal and abdominal attacks

aQut of a total of 1706 attacks (laryngeal, 1.9%; abdominal, 31.2%). °Defined as a PGI-C rating of at least “A Little Better” for 2 consecutive time points within 12 hours
(with missing data entries between consecutive time points). °Defined as a decrease in the PGI-S rating for 2 consecutive time points within 12 hours. 9Defined as a
PGI-S rating of “None” within 24 hours. Error bars display IQR.

Data cutoff date of September 14, 2024. IQR, interquartile range; PGI-C, Patient Global Impression of Change; PGI-S, Patient Global Impression of Severity.
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Effectiveness of Sebetralstat

Laryngeal Attacks Abdominal Attacks

n=322 n=5332

Attacks treated with an additional dose
within 12 hours, n (%) 4(12.5) 95 (17.8)

Proportion of attacks reaching beginning of

symptom relief within 12 hours before or without 96.0% 95.8%
an additional doseP
Attacks treated with conventional treatment 3 (9.4) 43 (8.1)

within 12 hours, n (%)

Most mucosal attacks achieved beginning of symptom relief

before or without a second dose of sebetralstat

aQut of a total of 1706 attacks (laryngeal, 1.9%; abdominal, 31.2%). PAmong the attacks that reached this endpoint (89.3%
of laryngeal attacks; 85.7% of abdominal). Data cutoff date of September 14, 2024. n, number of attacks.
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Safety of Sebetralstat

Laryngeal Attacks Abdominal Attacks

n=16 n=102
Any TEAE, n (%) 7 (43.8) 36 (35.3)
Treatment-related 1 (6.3)2 6 (5.9)aF
Serious TEAE, n (%) 2 (12.5)° 2 (2.0)
Treatment-related 0 0
Severe TEAE, n (%) 3 (18.8) 2 (2.0)
Treatment-related 0 0
Any TEAE leading to permanent discontinuation, n (%) 1(6.3) 2(2.0)
Any TEAE leading to death, n (%) 0 0

Sebetralstat was well tolerated as treatment for mucosal attacks.

No participants reported difficulty swallowing sebetralstat.

aNausea and vomiting (grade 2) occurred in the same participant, who experienced a laryngeal and abdominal attack. PFlu-like symptoms,
cutaneous burning, diarrhea (3 events), headaches, myalgia (bilateral arm and bilateral leg [1 event each]; all grade 2), and vomiting (2 events,
grade 1) occurred in 6 participants, who experienced an abdominal attack only. ¢Serious AEs resulting in hospitalization (but considered
unrelated to treatment): 1 event of grade 3 viral meningitis in 1 participant and 2 events of laryngeal HAE attack in 1 participant.

Data cutoff date of September 14, 2024. n, number of participants; TEAE, treatment-emergent adverse event.
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