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Sebetralstat, an oral plasma kallikrein inhibitor, has recently been approved for on-demand treatment of HAE attacks in patients 212 years old in the US, Europe, Japan, and other countries* The Gompertz model was found to generally reproduce the observed data (Figure 2)
Pooled analysis of the phase 2 and phase 3 randomized, placebo-controlled trials of sebetralstat in participants with HAE prioritized early treatment, aiming to intervene before symptomatic progression®° _ ..
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° Ty, Observed data Final model No symptom relief T reatmont  Overall, the likelihood of symptom relief was
2 N Placebo .- - - Placebo achieved sooner with sebetralstat 600 mg than
O 75% - . - . .
o | Ty M Sebetralstat 600 mg - - - - Sebetralstat 600 mg P"Ob_a'?“'ty of _"0_"?||9f- | Time to treatment with placebo, regardless of time to treatment
- R T P Prediction that individual would experience
. . . L . . o . . S 50% - N e no relief (model prediction, dashed line) or -  The model suggests earlier time to treatment
The objective of this analysis was to evaluate the factors that predict time to beginning of symptom relief for individuals treating attacks with sebetralstat E e the proportiqn of study participants_ wifchout @ Attack location associates Witghgan earlier likelihood of achieving
- symptom relief (observed data, solid line) : :
S 25%- e T e @ Attack severity symptom relief with sebetralstat 600 mg
s <R
Y | | | | | | | | | | | _ v Symptom relief @ Number of doses — The earliest likelihood for symptom relief was
0 1 2 3 4 5 6 7 g 9 10 11 192 achieved when sebetralstat 600 mg was taken
Clinical Trial Designs Statistical Approach Time after first dose (hours) <30 minutes after attack onset
Data were pooled from participants in the phase 2 and phase 3 randomized crossover trials Parametric time-to-event modeling was utilized; the Gompertz probability distribution was used The likelihood of symptom relief was achieved sooner with sebetralstat 600 mg when taken within 30 minutes of attack onset (Figure 3) * The model further suggests that sebetralstat works
(Table 1) to describe the hazard function (out of 8 different distributions evaluated for baseline hazard) Regardless of the time to treatment administration, the likelihood of symptom relief was achieved sooner with sebetralstat 600 mg than placebo equally as well across different attack locations
Table 1 Kev Feat £ Ph 2 and Ph 3 Trial The impact of each effect was evaluated using stepwise univariate addition, retaining the effect The probability of symptom relief following sebetralstat 600 mg treatment was similar regardless of attack location, baseline severity, and number of doses and severities
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®Time to beginning of symptom relief was defined as a rating of “A Little Better” on the PGI-C scale at 2 or more consecutive time points within 12 hours of Tlme after fl I'St dOse (hOurS) ;=:E':'§:;=;'EEEE'EE.E:= after the presentation.
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BIC, Bayesian information criterion; min, minutes. aSimulations assumed that the 2nd dose of sebetralstat had the same efficacy as the first dose. The simulations ignore the probability that patients who did not respond to the 1st dose are “non-responders” and may not respond to subsequent doses. Plots represent medians.
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