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Patient Population

Exploratory Endpoint

Key Inclusion Criteria

Cumulative General Anxiety—Numeric Rating Scale expressed as area under the
or dysfunction (type Il) in the complement-1 esterase inhibitor (C1-INH) protein and Male or female patients aged 12 years or older curve over 12 and 24 hours of study drug administration (Figure 2)
subsequent uncontrolled activation of the kallikrein kinin system (KKS)'2

Hereditary angioedema (HAE) is a genetic disease resulting in deficiency (type I)

Confirmed diagnosis of HAE type | or |l
People living with HAE experience painful and debilitating attacks of tissue swelling o | o
in various locations of the body that can be life-threatening depending on the At least 2 documented HAE attacks within 3 months prior to randomization Figure 2. Efficacy Assessment Scales

location affected’
Access to and ability to use conventional on-demand treatment for HAE attacks

All currently approved on-demand treatment options require either intravenous or

subcutaneous administration’ Patients taking long-term prophylactic treatment (intravenous or subcutaneous Patient Global Impression of Change (7-point scale)
o o _ plasma-derived C1-INH, lanadelumab, berotralstat, or low-dose danazol) must be on M]i

Global HAE treatment guidelines recommend that people living with HAE carry a stable dose and regimen for at least 3 months (except for danazol, which requires a

on-demand treatment with them at all times and should treat all attacks as early as stable dose and regimen for 6 months) prior to the trial and for the trial duration

possible to optimize clinical outcomes*
For participants not receiving androgens for long-term prophylaxis, last dose of
attenuated androgens at least 28 days prior to randomization

Patient Global Impression of Severity (5-point scale)
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Sebetralstat is an investigational, orally administered, small molecule plasma
kallikrein (PKa) inhibitor that protects high molecular-weight kinonogen (HK) against
PKa-mediated cleavage and suppresses PKa-mediated amplification of the KKS>

Sebetralstat is a highly selective PKa inhibitor that is rapidly absorbed and results in

>80% PKa inhibition within 15 minutes after oral administration® : e -
Key Exclusion Criteria
In a phase 2 trial, beginning of symptom relief, reduction of attack severity, and

Visual analog scale (0 mm=none; 100 mm=maximum severity)

 sunpin | SunSweling
attack resolution were faster with sebetralstat than placebo in patients with HAE who
self-administered treatment’ Diagnosis of other forms of chronic angioedema, including acquired C1-INH
deficiency, HAE with normal C1-INH, idiopathic angioedema, or angioedema
In phase 1 and 2 trials, sebetralstat was generally safe and well tolerated, and had a associated with urticaria
safety profile comparable with placebo, including for gastrointestinal-related SECLED N4 7 TS [l SEAD (LU ARl
adverse events®’ Use of angiotensin-converting enzyme inhibitors after the screening visit or within Extremely Anxious I
o _ o [/ days prior to randomization
The phase 3 KONFIDENT trial is underway for sebetralstat, an investigational oral
plasma kallikrein inhibitor for on-demand treatment of hereditary angioedema attacks® Use of any estrogen-containing medications with systemic absorption within 7 days
pI’IOr to the SCreenlng VlSlt Or durlng the trlal GA-NRS, General Anxiety—Numeric Rating Scale; PGI-C, Patient Global Impression of Change; PGI-S, Patient Global Impression of Severity; VAS, visual analog scale.
Use of strong cytochrome P450 3A4 inhibitors and inducers during participation in
the trial starting at the screening visit Assessment Frequency
Trial Design Efficacy assessments will be recorded by the patient in a diary at defined intervals

Table 1
KONFIDENT is a phase 3, randomized, double-blind, placebo-controlled, event-driven ( )

crossover clinical trial enrolling patients aged 212 years with HAE type | or Il, including
patients on long-term prophylactic treatment

1“ONFIDENT

Assessments

Table 1. Frequency of Patient Efficacy Assessments

Time After First Dose

_ o _ _ _ _ of Study Drug Frequency of Assessment
KVD-900 CLINICAL TRIAL Time to beginning of symptom relief, defined as a Patient Global Impression of
. . . . . Change (PGI-C) rating of at least “A Little Better” for 2 time points in a row within
Patients will be randomized to treat 3 eligible attacks with sebetralstat 300 mg, 12 hours of study drug administration (Figure 2) 0 to 4 hours Every 0.5 + 0.25 hour

sebetralstat 600 mg, or placebo in a 3-way crossover design using 1 of 6 treatment
sequences (Figure 1)

Eligible attacks will be treated as soon as possible after the patient recognizes the 510 12 hours Every 1+ 0.5 hour

start of the attack
Patients will treat each eligible attack with up to 2 doses of study drug, administered Secondary Endpoints 14 to 24 hours Every 2 £ 1 hours

at least 3 hours apart

Laryngeal attacks considered severe are not eligible for treatment Key secondary endpoints 25 to 48 hours Every 12 + 3 hours

All patients are required to have conventional attack treatment available during the trial Time to first incidence of decrease from baseline in Patient Global Impression of
Severity (PGI-S) for 2 time points in a row within 12 hours of the first dose of study

drug (Figure 2)

Approximately 84 patients, including a minimum of 12 adolescents, are expected to

complete treatment of 3 attacks (252 attacks) Safety
Figure 1. KONFIDENT Trial Design Time to HAE attack resolution defined as PGI-S score of "none” within 24 hours Safety assessments will include physical examinations, evaluations of vital signs,
L é‘AC’rv, SVACK of the first dose of study drug electrocardiograms, clinical safety laboratory assessments, and adverse events
@ o @ . @ Secondary endpoints Safety assessments will be conducted at screening and at the final visit
— ; washout washout Proportion of attacks with beginning of symptom relief defined as a PGI-C Adverse events will be recorded from the first dose of the study drug through the

rating of at least “a little better” for 2 time points in a row within 4 hours and within final visit
12 hours of the first dose of study drug

] ]
Sebetralstat Sebetralstat
Flacebo 300 mg 600 mg
Sebetralstat @ Sebetralstat
Flacebo 600 mg 300 mg

Time to a PGI-C rating of at least "better” for 2 time points in a row within

Sebetralsa Placebo Sebetalsat 12 hours of the first administration of study drug
_ @ Sebetralstat @ Sebetralstat S Time to first incidence of decrease from baseline in PGI-S score for 2 time points KONFIDENT phase 3 trial will provide data on the efficacy and safety of
300 mg HLimg in a row within 24 hours of the first administration of study drug sebetralstat in adult and adolescent patients with HAE
@ Sebetralstat Placebo @ Sebetralstat _ o L . . : :
600 mg 300 mg Time to at least a 50% decrease from baseline in composite visual analog scale Sebetralstat has the potential to be the first oral therapy for on-demand treatment
Do Sebetralstat (VAS) for 3 time points in a row within 12 hours and within 24 hours of the first of HAE attacks
OF: mg Ok mg H1aceo administration of study drug

— Data readout is expected in Q4 of 2023°

h, hour.

. J
Acknowledgments Disclosures References
This trial is supported by KalVista Pharmaceuticals Ltd. Medical writing assistance was provided EAP has received grants from and/or has served as consultant and/or speaker for BioCryst, Biomarin, Centogene, CSL Behring, KalVista, Pharming, Pharvaris, and Shire/Takeda. AZ has received speaker/consultancy fees from BioCryst, 1. Busse PJ, et al. J Allergy Clin Immunol Pract. 2021;9(1):132-150.e3. 7. Aygoren-Pursun E, et al. Lancet. 2023;401:458-4609.
under the direction of the authors by Katherine Stevens-Favorite, PhD, of Cadent, a Syneos Health CSL Behring, Pharming, and Takeda. DMC has received speaker fees and/or consultancy fees from BioCryst, CSL Behring, lonis Pharmaceuticals, KalVista Pharmaceuticals, Pharming, Pharvaris, and Shire/Takeda. HF has received 2. Busse P, et al. J Allergy Clin Immunol Pract. 2022;10:716-722. 8. ClinicalTrials.gov. A phase lll, crossover trial evaluating the efficacy
group company, and was supported by KalVista Pharmaceuticals, Inc. research grants from CSL Behring, Shire/Takeda, and Pharming, and served as an advisor for BioCryst, KalVista, and ONO Pharmaceuticals. JAB has received speaker/consultancy fees from and/or served as principal investigator for 3. Bork K, et al. Allergy Asthma Clin Immunol. 2021;17:40. and safety of KVD900 for on-demand treatment of angioedema
KalVista, Celldex, Pharvaris, Biomarin, Amgen, Allakos, CSL Behring, Shire, Pharming, BioCryst, AstraZeneca, Sanofi-Regeneron, Novartis, and Genentech. PKA, MDS, and CMY are employees of KalVista Pharmaceuticals. WRL is 4. Maurer M, et al. Allergy. 2022:77:1961-1990 attacks in adolescent and adult patients with hereditary o this QR cod
’ ’ ) ’ ’ ) ) ease scan tnis code

a member of advisory boards for BioCryst, CSL Behring, and Takeda; has received research grants from BioCryst, CSL Behring, lonis, and Takeda; consulting fees from BioCryst, CSL Behring, Fresenius Kabi, Pharming, and Takeda; 5. Maetzel A, et al. J Allergy Clin Immunol. 2022;149:2034-2042. angioedema (HAE). Accessed July 11, 2023. https://clinicaltrials.

. . ) . . . : . . : . . . to view the poster after the
payments for lectures from CSL Behring, Pharming, and Takeda; and is an advisory board member of the US Hereditary Angioedema Association. MAR has received research grants from BioCryst, CSL Behring, lonis, KalVista, and 6. Duckworth EJ. et al. Clin Exp Allergy. 2022:52:1059-1070, gov/study/NCT05259917

Presented during the 25th Annual Scientific Session of IWAA; August 3-5, 2023, Park City, UT, US.
congress presentation

Pharvaris; consulted for BioCryst, Biomarin, CSL Behring, Cycle Pharma, Fresenius-Kabi, lonis, KalVista, Pfizer, Pharming, Pharvaris, RegenexBio, Regeneron, Shire/Takeda, and Spark; and provided speaker presentations for CSL
Behring, Grifols, Pharming, and Shire. MM has been a speaker and/or advisor for and/or has received research funding from Alnylam, BioCryst, Centogene, CSL Behring, Dyax, KalVista, Pharming, Pharvaris, and Shire/Takeda.



