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Hereditary angioedema (HAE) is a rare and Trial Design Patient Population
potentially life-threatening genetic disease | | |
characterized by recurrent episodes of Patients will be randomized to treat 3 Key Inclusion Criteria Key Exclusion Criteria Exploratory Endpoint
Swe”ing; attacks can have a Signiﬁcant ellglble attacks with sebetralstat 300 mg,
negative impact on patients’ quality of life' sebetralstadt 6(_)0 mg, or El)la??;bto '”ta 3";"33’ Male or female patients aged =212 years Diagnosis of other forms of chronic angioedema, Cumulative General Anxiety—Numeric
Treatment auidelnes for HAE recommend that Crossover design using 1 ot'o treatmen Confirmed diagnosis of HAE type | or I including acquired C1-INH deficiency, HAE with normal Rating Scale (GA-NRS) expressed as
g sequences (Flgure 2) L C1-INH. idi thi ioedem r anqioedem
patients have access to medications for on- At least 2 documented HAE attacks within 3 months H, | |opa |C.ang_|oe €ma, or angioedema area under the curve over 12 and
demand treatment of attacks and treat attacks — Consistent with HAE guidelines, patients prior to randomization associated with urticaria 24 hours of study drug administration
as early as possible5” are instructed to treat eligible attacks as Access to and ability to use conventional on-demand Use of angiotensin-converting enzyme inhibitors (Figure 3)
_ Al approved on-demand treatments require soon as possible after recognition of start treatment for HAE attacks after the screening visit or within 7 days prior to
-7 . .
parenteral administration, which presents of attack Patients taking long-term prophylactic treatment randomization . L .
significant challenges with preparation, — Patients may treat each eligible attack (intravenous or subcutaneous plasma-derived C1 Use of any estrogen-cgnftammg med!catlons with | Safety Assessments
venous access, injection-site—associated with up to 2 doses of study drug, inhibitor [C1-INH] and/or lanadelumab) must be on systemic absorption within 7 days prior to the screening
pain and discomfort®" administered at least 3 hours apart a stable dose and regimen for at least 3 months visit or during the trial | o
| ] | attack dered immediately prior to the trial and for the trial duration Use of strong cytochrome P450 3A4 inhibitors and Physical examination
There remains an unmet need for a safe and N a[yr;ggsl af a(t; > (,fonS't ered SeVere are Last dose of attenuated androgens at least 28 days inducers during participation in the trial starting at the
effective oral on-demand treatment option for not eligible 1or treatmen orior to randomization screening visit Evaluation of vital signs
reduces treatment burden conventional attack treatment available _ _ Electrocardiogram
HAE is driven by abnormal functioning of during the trial Assessments Figure 3. Efficacy Assessment Scales
the kallikrein-kinin system, and studies have Pri Endboint pationt Global Imoression of Change (T-soint scale) Clinical safety laboratory assessments?
demonstrated that uncontrolled plasma Approximately 84 patients, including around 12 rimary =ndpoin : B
A Little
kallikrein activity is a key mechanism adolescents, are expected to complete . . . . mm»g Adverse events
responsible for HAE attacks3*2 treatment of 3 attacks Time to beginning of symptom relief, defined as a
| | o Patient Global Impression of Change (PGI-C) rating — —
SebetralStat (KVDQOO) IS- a-n |nveSt|gat|Ona| Figure 2 KON FIDENT Tl'ial Design Of at IeaSt “A L|tt|e Better” fOr 2 COnSGCUtive tlmepOIntS Patient Global Impression of Severity (5-point scale) al:;:;::?ii:::jo\;v; paen::ndi:(i:c; Cah:;ir:ter;l::n?’ eellectril;::p::;i, C1-esterase inhibitor
Oral plasma kal“kre'n |nh|b|tor fOr the ON- . W|th|n 12 hOurS Of StUdy drug adm|n|Strat|On (Figure 3) ] activity, C1-esterase inhibitor protein, complement C4, and pregnancy test.
demand treatment of HAE attacks that
showed a favorable pharmacokinetic and SVACH KTAC KTACK
pharmacodynamic profile and positive efficacy
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The KONFIDENT phase 3 trial will
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Here we present the design of KONFIDENT, a @

randomized, double-blind, placebo-controlled, © _ ~ Patient Global Impression of Severity (PGI-S) rating evaluate sebetralistat as an oral
crossover phase 3 clinical trial evaluating — — within 12 hours of study drug administration (Figure 3) omeret Aoty Nomerte Rt Seate (1ot scale therapy for on-d.emand treatment
the efficacy and safety of sebetralstat for (@) pacero [l (Q) Seerase 00mg Time to first incidence of decrease from baseline in @ of HAE .attacks in a large

ﬂ}[te OLal lon-dlemand treaItTent ‘;f gAlltE ’ PGI-S within 24 hours of study drug administration population of adult and adolescent
attacks in a larger population of adult an _ _ _ . . .
ad()IeSCIent pat?ents V\I;)rth HAE (NCTO525991 7) igg?:llglsmt Placebo gggirglsmt Tlme to I:‘IAE aEtaCk reSOIUtlon, deflned as 4 PGI-S GA-NRS, General Anxiety—Numeric Rating Scale; PGI-C, Patient Global Impression of Change; PGI-S, Patient Global patlents Wlth HAE tO prOVIde data
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in North America, Europe, and Asia-Pacific (Q) Sepetralta ebetalta Placebo Efficacy assessments will be recorded by the patient in a

Proportion of attacks with beginning of symptom relief
within 4 and 12 hours of study drug administration
Sebetralstat

300 mg Time to PGI-C rating of at least “Better” within
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countries (Figure 1) diary at defined intervals (Figure 4)
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SEBETRALSTAT CLINICAL TRIAL Wlth 1N 1 2 and 24 hou s Of StUdy d rug ad min IStratlon For more information about the KONFIDENT trial, please scan the QR code or visit
_ _ _ _ _ _ www.konfidentstudy.com.
A current list of trial sites is available at www.konfidentstudy.com. h. hour. h, hour(s).
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