Long-Term Safety and Efficacy of Oral Deucrictibant for Prophylaxis in Hereditary Angioedema: Results of the Phase 2 CHAPTER-1

Open-Label Extension Study

Michael E. Manning', John Anderson?, Francesco Arcoleo?, Mauro Cancian*, Hugo Chapdelaine®, Niall Conlon®, Efrem Eren’, Mark Gompels®, Sofia Grigoriadou®, Maria D. Guarino'®, Padmalal Gurugama'’, Sorena Kiani-Alikhan'?, Tamar Kinaciyan's, Markus Magerl'#1°, Marcin Stobiecki'®,
Michael D. Tarzi'/, Anna Valerieva'8, H. James Wedner'®, William H. Yang??, Andrea Zanichelli?'22, Rafael Crabbé?3, Susan Mulders?4, Jonathan Levy?°, Ulrich Freudensprung?®, Umar Katbeh?°, Jochen Knolle?’/, Anne Lesage?é, Peng Lu?°, Emel Aygoren-Piirsiin?®, Marc A. RiedI3?

1Allergy, Asthma and Immunology Associates, Ltd., Scottsdale, AZ, USA; 2AllerVie Health, Clinical Research Center of Alabama, Birmingham, AL, USA; 2AOR Villa Sofia-Cervello, Palermo, Italy; *Azienda Ospedale Universita di Padova, Padua, Italy; °CHU de Montréal, Université de Montréal, Montréal, QC, Canada; ®St. James's Hospital and Trinity College, Dublin, Ireland; “University Hospital Southampton NHS Foundation Trust, Southampton, UK; 8North Bristol NHS Trust,
Bristol, UK; °Barts Health NHS Trust, London, UK; °U.0.C. Allergologia Ospedale di Civitanova Marche, Civitanova Marche, Italy; ""Cambridge University Hospitals NHS Foundation Trust, Cambridge, UK; "2Royal Free London NHS Foundation Trust, London, UK; '3Medical University of Vienna, Vienna, Austria; '*Charité-Universitatsmedizin Berlin, Institute of Allergology, Corporate Member of Freie Universitat Berlin and Humboldt-Universitat zu Berlin, Berlin, Germany;
15Fraunhofer Institute for Translational Medicine and Pharmacology ITMP, Immunology and Allergology, Berlin, Germany; '®Jagiellonian University Medical College, Krakow, Poland; ""University Hospitals Sussex NHS Foundation Trust, Brighton, UK; '®Medical University of Sofia, Sofia, Bulgaria; 1"Washington University School of Medicine, St. Louis, MO, USA; 2University of Ottawa, Ottawa, ON, Canada; 2'Universita degli Studi di Milano, Milan, Italy; 221.R.C.C.S., Policlinico

Key takeaways

Final data from the completed Phase 2 CHAPTER-1 open-label extension (OLE) study provide
further evidence on the long-term safety and efficacy of oral deucrictibant for the prevention of
hereditary angioedema (HAE) attacks.
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GGT, gamma-glutamyltransferase; OLE, open-label extension; RCT, randomized controlled trial; TEAE, treatment-emergent adverse event.
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Background

 Hereditary angioedema (HAE): a bradykinin-mediated condition with painful swelling attacks
affecting multiple locations in the body.’

« Unmet need: additional prophylactic treatments offering injectable-like efficacy™, a well-tolerated
profile, and ease of administration.2>

 Deucrictibant: a selective, investigational, orally administered bradykinin B2 receptor antagonist
under development for prophylaxis and on-demand treatment of bradykinin-mediated attacks.®°

To evaluate the safety and efficacy of deucrictibant for long-term prophylaxis of HAE attacks in
adults in the open-label extension (OLE) of the CHAPTER-1 study."?

« CHAPTER-1 (NCT05047185)*: a two-part, Phase 2 study.?
- Part 1 randomized controlled trial (RCT) and Part 2 OLE are complete.

« Eligibility: adults diagnosed with HAE-1/2, not receiving other prophylactic treatments at
screening, and with a pre-specified minimum number of attacks in the 3 months prior to screening.

Figure 1. CHAPTER-1 study design
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« Participants: all 30 participants who completed the RCT continued into the OLE.
- In the RCT, these 30 participants were randomized to deucrictibant 20 mg/day (n=11) or
40 mg/day (n=10), or placebo (n=9).
 Key OLE objectives: evaluate the long-term safety (primary objective) and efficacy of
deucrictibant administered for prophylaxis against HAE attacks.

Participants in the OLE

« Thirty participants in the OLE had received deucrictibant 40 mg/day for a mean (SD) treatment
duration of 22.2 (8.1) months.

— Maximum deucrictibant exposure during the entire study was 33.8 months.

« Twenty-one participants were on study at the time of CHAPTER-1 study end and all continued into
the ongoing CHAPTER-4 OLE (NCT06679881) in which deucrictibant extended-release (XR) 40 mg
tablet is administered. None of the nine discontinuations in the CHAPTER-1 OLE were reported as
due to reasons related to study drug.

Safety analysis

 Deucrictibant was generally well tolerated, with one treatment-related treatment-emergent
adverse event (TEAE) reported: mild, asymptomatic increased gamma-glutamyltransferase
(<2 upper limit of normal), which started during the RCT, resolved while continuing deucrictibant
treatment during the OLE, and reoccurred by end of the OLE; alanine aminotransferase (ALT),
aspartate aminotransferase (AST), bilirubin, and alkaline phosphatase (ALP) levels were normal.
- No treatment-related serious or severe TEAEs.

- No TEAEs leading to study drug discontinuation, study withdrawal, or death.

Table 1. Adverse events in the OLE

Efficacy analysis

Figure 2. Attack rate reduced by week 1 and week 13 and remained low for up to ~34 months

Figure 4. “"Moderate and severe” attack rate reduced in the RCT and remained low in the OLE
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IR, immediate-release; LS, least squares; OLE, open-label extension; RCT, randomized controlled trial. n = number of participants randomized in each treatment group in the RCT. N = number
of participants in the OLE. LS mean estimates of attack rate are based on Poisson regression models adjusted for baseline attack rate and time on treatment. No multiplicity adjustment was
applied. 2The P-values in this figure are nominal. PBased on time-normalized number of attacks per 4 weeks. cDeucrictibant IR capsule, 10 mg twice daily. 9Deucrictibant IR capsule, 20 mg
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Figure 3. Average of 92.4% attack reduction from study baseline®
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Figure 5. On-demand treated attack rate reduced in the RCT and remained low in the OLE
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