Prophylaxis of HAE attacks with oral deucrictibant: CHAPTER-1 results
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* Excess bradykinin is the main mediator of the clinical manifestations of bradykinin-mediated angioedema attacks, * In analyses of the secondary endpoints, deucrictibant 40 mg/day reduced the rate of “moderate and severe” attacks
including hereditary angioedema (HAE). by 92.3% (Figure 3) and reduced the rate of attacks treated with on-demand medication by 92.6% (Figure 4).

* Despite the availability of approved therapies, an unmet need remains for additional prophylactic treatments
combining injectable-like efficacy, a well-tolerated profile, and ease of administration.2>

Figure 3. Reduction in "moderate and severe” attack rates
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« In the double-blind, placebo-controlled part 1 (randomized controlled trial; RCT), participants were randomized to Figure 4. Reduction in attacks treated with on-demand medication
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treatment. No multiplicity adjustment was applied. The P values in this figure are nominal. 2Based on time normalized number of attacks per 4 weeks. PDeucrictibant IR capsule, 10 mg twice
daily. cDeucrictibant IR capsule, 20 mg twice daily.

IR, immediate-release; OLE, open-label extension; R, randomization; RCT, randomized controlled trial.

"Deucrictibant IR capsule, 10 g twice daly. Deverictibant R capsule, 20 mg twice daily. » At 12 weeks, >50%, 270%, and >90% reduction in attack rate from baseline was achieved in 90%, 80%, and 60% of 10
participants receiving deucrictibant 40 mg/day vs 18%, 18%, and 0% of 11 participants receiving placebo (Figure 5).

« Deucrictibant immediate-release (IR) capsule was dosed twice per day as a proof-of-concept for the once-daily

deucrictibant extended-release tablet (the intended formulation of deucrictibant for prophylactic HAE treatment).'2 Figure 5. Reduction in attack rate from baseline Placebo
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 The primary endpoint was met, with deucrictibant 20 mg/day and 40 mg/day significantly reducing the monthly
attack rate by 79.3% (P=0.0009) and 84.5% (P=0.0008) compared with placebo, respectively (Figure 2 and Table 1). * Deucrictibant was well tolerated at both doses, and all reported treatment-related treatment-emergent adverse
events (TEAEs) were mild in severity (Table 2).
Figure 2. Significant reduction in overall attack rate (primary endpoint) » No serious TEAES, no severe TEAEs, and no TEAEs leading to treatment discontinuation, study withdrawal, or death
84.5% reduction; P=0.0008 were reported (Table 2).
| 79.3% reduction; P=0.0009 Table 2. Adverse events
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(N=1 1) (N=1 1) (N=1 2) GGT, gamma-glutamyltransferase; IR, immediate-release; TEAE, treatment-emergent adverse event. N = number of participants who received at least one dose of blinded study treatment.
aDeucrictibant IR capsule, 10 mg twice daily. PDeucrictibant IR capsule, 20 mg twice daily.
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BL, median 1.67 1.67 1.74 * CHAPTER-1 results provide evidence on the efficacy and safety of deucrictibant for the prevention of
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