Design of RAPIDe-3 Phase 3 Trial: Efficacy and Safety of the Oral Bradykinin B2 Receptor Antagonist Deucrictibant Inmediate-Release Capsule
in Treatment of Hereditary Angioedema Attacks
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« Hereditary angioedema (HAE) attacks are caused by excess bradykinin activating bradykinin B2
receptors.’

* The burden associated with parenteral administration of approved on-demand treatments
(ODTs)?® leads to treatment of many HAE attacks being delayed or forgone.t'® An unmet
need exists for oral ODTs that are effective, well tolerated, and reduce treatment burden,
enabling prompt administration.10

Deucrictibant is an orally administered, highly potent, specific antagonist of the bradykinin B2
receptor under development for on-demand and prophylactic treatment of HAE attacks.'
In the RAPIDe-1 Phase 2 trial, deucrictibant immediate-release (IR) capsule treatment
resulted in rapid onset of action, symptom relief, and resolution of HAE attacks, in addition to
a substantial reduction in use of rescue medication, and was well tolerated at all dose
levels.15.16

Clinical trial overview

* RAPIDe-3 (NCT06343779)'** is an ongoing Phase 3 randomized, double-blind,
placebo-controlled, crossover trial of oral deucrictibant IR capsule for the ODT of HAE attacks
(Figure 1).

- Primary objective: to evaluate the efficacy of deucrictibant IR capsule as an ODT compared
with placebo on the onset of symptom relief during HAE attacks.

= y : to the efficacy of deucrictibant as an ODT compared with
placebo on symptom relief and resolution of HAE attacks; to evaluate the safety and
tolerability of deucrictibant compared with placebo; to assess the pharmacokinetics of
deucrictibant in adolescent pammpants (aged 212 to <18 years) in a non-attack state.

- Expl y obj : to participants’ health-related quality of life (HRQoL).
Figure 1. RAPIDe-3 study design Double-blind crossover treatment with 2 qualifying
attack treatment periods
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« Eligible participants are aged 212 to <75 years old, have been diagnosed with HAE type 1 or
type 2 (HAE-1/2), and have a history of 2 HAE attacks in the last 3 months before screening
(Table 1).

Table 1. RAPIDe-3 key inclusion and exclusion criteria

Key exclusion
+  Aged212to <75 years +  Pregnancy or breast-feeding
«  Diagnosed with HAE-1/2 +  Any comorbidity that would interfere with the
History of 22 HAE attacks in the last 3 months participant's safety or ability to participate in
before screening the study
. peri using standard-of- +  Use of attenuated androgens for short-term
to manage HAE attacks prophylaxis <30 days prior to randomization
*  Particij using long-term p ic HAE +  Received prior HAE ODT with deucrictibant
treatment must be on a stable dose «  Participationin any other investigational
26 months before and during the study drug study

HAE, hereditary angioedema; ODT, on-demand treatment.

Clinical trial overview (continued)

The study includes a proportion of participants on long-term prophylactic treatment for HAE.
Randomization is stratified according to age (212 to <18 years, 218 years) and use of
long-term HAE prophylaxis (Yes/No).

During the treatment phase, participants self-administer double-blinded study drug
(deucrictibant IR capsule 20 mg or placebo, in a crossover fashion) to treat two qualifying
attacks (Figure 1).

Qualifying attacks could be either non-laryngeal attacks or non-severe laryngeal attacks not
associated with breathing difficulties or stridor.

After participants self-administer study drug, they have an on-site or remote Post-Attack Visit
(first attack: 248 hours to <10 days) or on-site End-of-Study Visit (second attack: 10 + 5 days)
for evaluation of treatment-emergent adverse events (TEAEs) and concomitant medication
use (Figure 1).

Time to onset of symptom relief as defined by Patient Global Impression of Change (PGI-C)
“a little better” in two consecutive timepoints was selected as the primary endpoint for
RAPIDe-3 (Table 2). The rationale for this choice was the observation that, in a recent
real-world validation study of on-demand HAE endpoints using standard-of-care therapies'’,
this was the most sensitive measure of onset of symptom relief (Figure 2 and Table 3).

.

.

Table 2. Study endpoints in RAPIDe-3

Primary «  Timeto onset of symptom relief, defined as PGI-C rating of at least “a little better”
endpoint for 2 consecutive timepoints within 12 hours post-treatment

Selected «  Proportion of study drug-treated attacks achieving PGI-C rating of at least
secondary “alittle better” at 4 hours post-treatment
endpoints +  Timeto substantial symptom relief by PGI-C within 12 hours post-treatment
«  Timeto substantial symptom relief by PGI-S within 12 hours post-treatment
+  Timeto complete symptom resolution by PGI-S within 48 hours post-treatment
«  Timeto EoP in attack symptoms within 12 hours by PGI-C
«  Proportion of study drug-treated attacks requiring rescue medication within
24 hours post-treatment
«  Proportion of attacks achieving symptom resolution by PGI-S with 1 dose of study
drug at 24 hours post-treatment
«  Time to substantial symptom relief by AMRA within 12 hours post-treatment

Safety + Incidence of TEAEs and serious TEAEs
endpoints +  Change from baseline in clinical laboratory tests, vital signs, and ECG parameters

AMRA, Ale; ECG, , end of ; PGI-C, Patient Global Impression of Change; PGI-S, Patient

Global Severty, TEAE, g

Figure 2 and Table 3. Time to symptom relief in a study of on-d d HAE endpoints™
1.00 30 participants, 98 attacks

]

PRO instrument Number  Median time |:7, hours

of events (95%Cl)

Overall probability of attacks
achieving symptom relief
o
g

PGI-C “alttle better” 90 2.147 (1.518, 3.017)
AMRA-3 20% reduction from pre-treatment 89 2.191 (1.655, 3.035)
AMRA-3 30% reduction from pre-treatment 89 2,990 (2.123, 4.011)
0.25 PGI-C “better” 92 3.925 (2.969, 5.055)
PGI-S 1-level reduction 91 4.012 (3.015, 5.026)
AMRA-3 50% reduction from pre-treatment 88 4.354 (3.256, 6.093)
0.00
02468 12 24 48

Hours post-treatment
Symptom relief: ~+~ PGI-C “a little better” AMRA-320% AMRA-330%
=+ PGIC "better” =+ PGIS T-level reduction = AMRA-3 50%
: HAE, hereditary angioedema; PGI-C, Patient Global Impression of Change;

AMRA, Ale; CI,
PGS, Patient Global Impy Severity; PRO, p

« Approximately 120 participants will be enrolled globally.

* Inthe Phase 2 RAPIDe-1 trial, deucrictibant IR capsule treatment showed rapid onset of
action, achieving end of progression (EoP) at a median time of 25-26 minutes post-treatment
(Figure 3), informing a first post-dose patient-reported outcome (PRO) measurement time of
15 minutes in RAPIDe-3 (Figure 4).

Figure 3. Kaplan-Meier plot of time to end of progression (EoP)? in the RAPIDe-1 Phase 2 trial
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HAE, hereditary angioedema; IR, immediate-release. ®EoP was assessedin a post-hoc analysis of RAPIDe-1 and defined as the earliest post-reatment timepoint
with highest 3-symptom composite (skin pain, skin sweling, abdominal pein) scoreand no use of
SIncludes 10 mg, 20 mg, and 30 mg dose groups.

Figure 4. Timeline of PRO assessments in RAPIDe-3

Treatment with

deucrictibant
Assessment every |15 min| _every 30 min every 1 hour every 2 hours every 12 haurs
A0S 4 2 % I
Attack confirmation Hours post-treatment
by investigator
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« For qualifying non-laryngeal attacks, a second dose of study drug is permitted 24 hours
post-first dose if symptoms are persisting or progressing. If symptoms persist or progress at
=1 hour post-second dose, HAE on-demand rescue medication can be administered.
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« Inthe Phase 2 RAPIDe-1 trial, although a second dose was not permitted, the majority of
attacks did not require rescue medication (Figure 5) and resolved with a single dose of
deucrictibant IR capsule within 24 hours (Figure 6).

Figure 6. Attacks achieving symptom
resolution with a single dose within 24 hours

Figure 5. Attacks treated with rescue
medication by 24 hours after treatment in
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» HRQoL is evaluated as an exploratory endpoint.

- Qualitative interviews to determine participant experiences with HAE medications
(including double-blinded study drug), treatment preferences, non-localized symptoms the
participant typically experiences with HAE attacks (e.g., fatigue or anxiety), impairment of
daily activities, as well as HRQoL as measured using EQ-5D-5L, are conducted 248 hours
to <10 days following each of the two attacks treated with study drug.

« Participants who complete RAPIDe-3 can elect to continue deucrictibant IR capsule
treatment in an open-label extension if inclusion and exclusion criteria are met.

* RAPIDe-3 is a Phase 3 global study designed to evaluate the efficacy and safety of
oral deucrictibant IR capsule for on-d d treatment of attacks in adol and
adult patients with HAE.

* Results from the RAPIDe-1 Phase 2 study and a real-world HAE endpoint validation
study support the RAPIDe-3 study design.

This presentation includes data for an investigational product not yet approved by regulatory authorities.
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