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Figure 1. Retaining Effects by Evaluating Improvement in the BIC

As an oral on-demand therapy for people living with hereditary angioedema Head/Neck, Arms/Hands, Legs/Feet, Torso,

(HAE), sebetralstat enables early administration, the strongest predictor of AlzeiFeesiNEes, CeliEls, el s >
symptom relief
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BIC, Bayesian information criterion; min, minutes.
Sebetralstat, an oral plasma kallikrein inhibitor, has recently been The Gompertz model was found to generally reproduce the observed data
approved for on-demand treatment of HAE attacks in patients (Figure 2)
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12 years old in the US, Europe, Japan, and other countries The probability of symptom relief following treatment with sebetralstat

Sebetralstat achieves rapid absorption and near-complete inhibition 300 mg was similar regardless of attack location, baseline severity, and
of plasma kallikrein activity following oral administration® number of doses

Pooled analysis of the phase 2 and phase 3 randomized, placebo-

controlled trials of sebetralstat in participants with HAE prioritized Figure 2. Model Predictions Versus Observed Data

early treatment to intervene before symptomatic progression°>® I Gompertz Overall Fit
‘ Observed Data Final Model
. . . . . . N t lief
— Time to beginning of symptom relief, assessed using the Patient _ Placebo - Placebo > SYMPTomIEHe
Global Impression of Change (PGI-C) scale, was the primary 5 70 SersEEms T e ) » |
. . . . . % Propaplllty of .no.rgllef. Retained effects
endpoint in the phase 3 trial and secondary endpoint in the phase ~S A Ve SR Predicion hat ndvidual Troatment
. = | ~. T el pre e, dae ned s Time to treatment
2 tr|a|5’6 ; >0 . e E)r tr;je_lpfop(lrtion 0(1:‘!stl:]d)(/j e @ Attack location
- E ol (obsorved data, | © Atack severty
— In those trials, sebetralstat 300 mg and 600 mg met the 2 - solid line) © Number of doses
endpoints®® T
Symptom relief
— In the phase 3 trial, sebetralstat provided significantly faster L U
time to beginning of symptom relief, reduction in severity, and Time after first dose (hours)
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complete attack resolution compared with placebo Sebetralstat was effective regardless of time to treatment

The probability of an individual achieving symptom relief was higher when
taking sebetralstat within 30 minutes of attack onset (Figure 3)

The objective of this analysis was to evaluate the factors that predict Regardless of the time to administration, the likelihood ot symptom relief
time to beginning of symptom relief for individuals treating attacks was achieved sooner with sebetralstat 300 mg than placebo

with sebetralstat The highest probability of an individual achieving symptom relief faster

was when sebetralstat was taken within 30 minutes

Figure 3. Key Predictors of Symptom Relief

<30 minutes by treatment 30-60 minutes by treatment >60 minutes by treatment

Clinical Trial Designs 100- 100- 100-

Data were pooled from participants in the phase 2 and phase 3
randomized crossover trials (Table 1)
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Table 1. Key Features of Phase 2 and Phase 3 Trials
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P hase 2 P hase 3 Sebetralstat 300 mg Sebetralstat 300 mg Sebetralstat 300 mg
5 6 achieved relief sooner than placebo achieved relief sooner than placebo achieved relief sooner than placebo
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Gompertz probability distribution was used to describe hazard function. Plots represent medians with 95% confidence intervals.

In model-based simulations of time to symptom relief, a patient who
LTP status LTP not allowed Stable LTP allowed administers 1 dose of sebetralstat 300 mg for an attack had a probability of
experiencing symptom relief within 12 hours of 93.0% (95% ClI, 86.0%-97.3%)

Treatment Placebo Placebo . . L .
if administered within 30 minutes, 87.8% (95% ClI, 76.3%-95.4%) between
Sebetralstat 600 mg Sebetralstat 300 mg 30 and 60 minutes, and 89.8% (95% Cl, 80.2%-96.0%) after 60 minutes
Sebetralstat 600 mg (Figure 4)
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12 hours of first administration. 0
LTP, long-term prophylaxis; PGI-C, Patient Global Impression of Change; PGI-S, Patient Global Impression of Severity. | | | |
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Statistical Approach Time after first sebetralstat dose (hours)

Plots represent medians.

Parametric time-to-event modeling was utilized; the Gompertz
probability distribution was used to describe the hazard function (out
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