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Background

* Many people living with HAE experience severe anxiety due to the
unpredictability of attacks and use of injectable on-demand treatments’

 This anxiety was one factor that led to delaying or withholding of treatments?

« 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
EU3-5

The objective of this analysis was to assess the impact of sebetralstat on

attack-related anxiety in the pivotal phase 3 KONFIDENT trial

KONFIDENT: NCT05259917; EudraCT: 2021-001226-21. HAE, hereditary angioedema.

1. Fouche AS, et al. Ann Allergy Asthma Immunol. 2014;112(4):371-375. 2. Christiansen S, et al. Ann Allergy Asthma
Immunol. 2024;134(5):570-579. 3. EKTERLY (sebetralstat) tablets, for oral use. US prescribing information. KalVista
Pharmaceuticals, Inc; 2025. 4. EKTERLY (sebetralstat). Summary of Product Characteristics. UK prescribing information.
KalVista Pharmaceuticals, Inc; 2025. 5. EKTERLY (sebetralstat). Summary of Product Characteristics. EU prescribing
information. KalVista Pharmaceuticals, Inc; 2025.
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Methods

 Participants reported the baseline attack severity at attack onset using the
Patient Global Impression of Severity (PGI-S) scale, ranging from "None" to
"Very Severe"

 Participants completed a modified Generalized Anxiety Numeric Rating Scale
(GA-NRS) at treatment administration as well as every 0.5 hours during the first
4 hours, every hour from 5 to 12 hours, and every 2 hours from 14 to 24 hours

“How anxious do you feel right now?”

Not at all Mildly Moderately Extremely
anxious anxious anxious anxious
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Attack Characteristics at Treatment Administration

Attacks inducing

All attacks (n=264) moderate-to-extreme
anxiety (n=115/261,2 44%)

Baseline attack severity,>°n (%)

Mildd 115 (43.6) 38 (33.0)
Moderate 102 (38.6) 47 (40.9)
Severe/Very severe 45 (17.0) 30 (26.1)

In the absence of injectables, anxiety was correlated with baseline attack severity®

a0f 261 attacks for which there were GA-NRS ratings at treatment administration. "Measured by PGI-S scale at time of
treatment administration. °Missing: 2 (0.8%) in all attacks. dIncludes 2 attacks in the all-attacks category and 1 attack in the
moderate-to-extreme anxiety category with PGI-S of "None." ®Assessed using Pearson correlation. n, number of attacks.
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Changes in Anxiety over Time

Attacks inducing
All attacks moderate-to-extreme anxiety

— Sebetralstat 300 mg
— Sebetralstat 600 mg
L — Placebo

— Sebetralstat 300 mg
8- — Sebetralstat 600 mg
74 — Placebo

Mean (+x SE) GA-NRS score
Mean (£ SE) GA-NRS score

Time from first study drug administration (hours) Time from first study drug administration (hours)

On-demand treatment with sebetralstat reduced anxiety,

especially in attacks rated as inducing moderate-to-extreme anxiety

SE, standard error.
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