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Patients With Hereditary Angioedema

Padmalal Gurugama', John Anderson?, Francesco Arcoleo3, Mauro Cancian* Hugo Chapdelaine®, Niall Conlon®, Efrem Eren’, Mark Gompels®, Sofia Grigoriadou®, Maria D. Guarino'?, Tamar Kinaciyan'!, Markus Magerl'>'3, Michael E. Manning'4, Marcin Stobiecki',
Michael D. Tarzi'¢, Anna Valerieva'’, H. James Wedner'8, William H. Yang'®, Andrea Zanichelli2%2", Rafael Crabbé??, Susan Mulders?3, Minying Royston?4, Li Zhu?4, Jochen Knolle?°, Anne Lesage?®, Peng Lu?4, Marc A. Ried|?/, Emel Aygoren-Piirsiin?

1Cambridge University Hospitals NHS Foundation Trust, Department of Clinical Immunology, Cambridge, UK; 2AllerVie Health, Clinical Research Center of Alabama, Birmingham, AL, USA; 3AOR Villa Sofia-Cervello, UOC di Patologia Clinica e Immunologia, Palermo, Italy; “University Hospital of Padua, Department of Systems Medicine, Padua, Italy;

SCHU de Montréal, Université de Montréal, Montréal, QC, Canada; 6St. James's Hospital and Trinity College, Wellcome Trust CRF, Dublin, Ireland; “University Hospital Southampton NHS Foundation Trust, Southampton, UK; 8North Bristol NHS Trust, Bristol, UK; °Barts Health NHS Trust, London, UK; "°Ospedale di Civitanova Marche, Civitanova Marche, Italy;
"Medical University of Vienna, Department of Dermatology, Vienna, Austria; 2Charité - Universitatsmedizin Berlin, Institute of Allergology, Corporate Member of Freie Universitat Berlin and Humboldt-Universitat zu Berlin, Berlin, Germany; "3Fraunhofer Institute for Translational Medicine and Pharmacology ITMP, Immunology and Allergology, Berlin, Germany;
14Allergy, Asthma and Immunology Associates, Ltd., Scottsdale, AZ, USA; ">Jagiellonian University Medical College, Department of Clinical and Environmental Allergology, Krakow, Poland; "®University Hospitals Sussex NHS Foundation Trust, Department of Respiratory Medicine, Brighton, UK; "Medical University of Sofia, Department of Allergology, Sofia,
Bulgaria; "®Washington University School of Medicine, Division of Allergy and Immunology, Department of Medicine, St. Louis, MO, USA; "University of Ottawa, Ottawa Allergy Research Corporation, Department of Medicine, Ottawa, ON, Canada; 2°Universita degli Studi di Milano, Dipartimento di Scienze Biomediche per la Salute, Milan, Italy;

21].R.C.C.S., Policlinico San Donato, Centro Angioedema, UO medicina, Milan, Italy; 22RC Consultancy, Bassins, Switzerland; 22Mulders Clinical Consulting, Groesbeek, The Netherlands; 2*Pharvaris Inc., Lexington, MA, USA; 2°JCK Consult, Frankfurt, Germany; 26GrayMatters Consulting, Schilde, Belgium; 2’University of California San Diego, Division of Allergy and
Immunology, La Jolla, CA, USA; Z8University Hospital Frankfurt, Goethe University Frankfurt, Department for Children and Adolescents, Frankfurt, Germany

« International hereditary angioedema (HAE) guidelines recommend that the goals of treatment are to achieve total disease control and to » The mean AE-QoL Total Score improved from baseline to week 12 by 19.0 and 25.9 points in participants receiving deucrictibant
normalize patients' lives.' 20 mg/day and 40 mg/day, respectively, vs 11.9 points in the placebo group (Figure 4, Table 2).
 HAE negatively impacts functional and psychological domains of health-related quality of life (HRQoL).Z®  The AE-QoL domains that showed the greatest improvement with deucrictibant treatment were “fear/shame” and “functioning” (Figure 4).

« Patients with well-controlled disease report lower disease burden, lower burden on daily activities, and greater HRQoL than patients
with poorly-controlled disease.’

- Despite the availability of approved therapies for HAE, an unmet need remains for additional prophylactic treatments combining Figure 4. AE-QoL: HRQoL improvement across all domains
injectable-like efficacy, a well-tolerated profile, and ease of administration.®'
» Deucrictibant is a selective, orally administered bradykinin B2 receptor antagonist under development for prophylactic and on-demand 20 mg/day® 40 mg/day"

treatment of HAE attacks.'>"/

Total Score Total Score Total Score

« CHAPTER-1 (NCT05047185)'* is a two-part, Phase 2 study evaluating the efficacy, safety, and tolerability of deucrictibant for long-term Nutrition Functioning Nutrition Functioning  Nutrition Functioning
prophylaxis agalnst angloedema attacks in HAE-1/2.
» Eligible participants were =18 and <75 years of age, diagnosed with HAE-1/2, were not receiving other prophylactic treatments at the time
of screening, and had experienced >3 attacks within the past 3 consecutive months prior to screening or >2 attacks during screening
(up to 8 weeks). Fear/shame Fatigue/mood Fear/shame Fatigue/mood Fear/shame Fatigue/mood
« In placebo-controlled part 1, participants were randomized to receive 1 of 2 doses of double-blinded deucrictibant (20 mg/day or
40 mg/day) or placebo for 12 weeks of treatment (Figure 1).
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Figure 1. Study design
Part 1 (RCT): Double-blind Part 2 (OLE): Open-label
treatment period (12 weeks) treatment period Table 2. AE-QoL: HRQoL Total Score improvement
S Deucrictibant
‘ AE-QoL Total Score
o . End-of-study Baseline N=11 N=10 N=12
' —> > Deucrictibant 20 mg/day? Deucrictibant 40 mg/day® . .
Screening R L S visit Mean (SD) 453 (18.5) 39.1 (22.0) 411 (15.5)
Deucrictibant 40 mg/day" Median (Q1, Q3) 42.6 (29.4, 57.4) 37.5(16.2, 55.9) 40.4 (31.6, 49.3)
Week 12 N'=8 N'=10 N'=10
IR, immediate release; OLE, open-label extension; R, randomization. RCT, randomized controlled trial. 2Deucrictibant IR capsule, 10 mg twice daily. ®Deucrictibant IR capsule, 20 mg twice daily. Mean (SD) 357 (1 96) 202 (1 56) 132 (69)
Median (Q1, Q3) 37.5(19.1, 49.3) 18.4 (7.4, 33.8) 12.5(10.3,17.7)

« Deucrictibant immediate-release (IR) capsule was dosed twice per day as a proof-of-concept for the once-daily deucrictibant extended-
release ’[ab|et, which is the intended formulation of deucrictibant for proth|aCtiC HAE treatment.1819 AE-QoL, Angioedema Quality of Life Questionnaire; HRQoL, health-related quality of life; IR, inmediate-release; Q, quartile; SD, standard deviation. N = number of randomized participants with AE-QoL data at baseline. N' = number

. . . . of participants with AE-QoL data at week 12. aDeucrictibant IR capsule, 10 mg twice daily. ®Deucrictibant IR capsule, 20 mg twice daily.
« Patient-reported outcomes (PROs) were assessed using pre-defined endpoints (Table 1).

« Deucrictibant treatment resulted in greater patient satisfaction with effectiveness (Figure 5A) and greater overall patient satisfaction
Table 1. PRO endpoints (Figure 5B) vs placebo.

Disease control, HRQoL, and treatment satisfaction were assessed using pre-defined endpoints:

Figure 5. TSQM: Improvement in patient satisfaction

Disease control  Angioedema Control Test (AECT): 4-week recall version202' Placebo (N=8)
Angioedema QoL Questionnaire (AE-QoL)?2% =10 Mo (Ne1O]
_ : : ngioedema QoL Questionnaire (AE-QoL)?* W 40 mg/day® (N=10)
Health-related quality of life Patient Global Assessment of Change (PGA-Change) A B
Treatment satisfaction « Treatment Satisfaction Questionnaire for Medication (TSQM) Version 1124 +36.7 +26.4
HRQoL, health-related quality of life; PRO, patient-reported outcome. .Ilﬂ? 100 100 98 3 | +29'8 |
100 - . 100 -
90 90 - 89.2 85.8
80.0
80 - 80 -
o =
» Thirty-four participants were enrolled and randomized at sites in Canada, Europe, the United Kingdom, and the United States. § 70 - § 0 - 59.4
« Results from the CHAPTER-1 randomized controlled trial (RCT) are reported here. = 60 1 = 60 -
« Treatment with deucrictibant resulted in well-controlled HAE by week 4 and throughout treatment (Figure 2). o 50 g 50 -
o o
S 40 - S 40 |
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Figure 2. AECT: Well-controlled HAE by week 4 S 30 - S 30 -
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% 1 0.8 IR, immediate-release; TSQM, Treatment Satisfaction Questionnaire for Medication. N = number of participants with TSQM results at week 12. aDeucrictibant IR capsule, 10 mg twice daily. PDeucrictibant IR capsule, 20 mg twice
@ = daily. cDose frequency was twice daily using IR capsule; once daily tablet is the intended formulation for the Phase 3 trial.
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g » The CHAPTER-1 Phase 2 trial provides encouraging results on the effects of prophylactic treatment
2 - with oral deucrictibant for 12 weeks on HAE control, HRQoL, and treatment satisfaction in people
g living with HAE.
Baseline Week 4 Week 8 Week 12 - Deucrictibant improved disease control from as early as week 4 vs placebo, with 90% of
AECT, Angioedema Control Test; IR, immediate-release. N-number of participants with AECT data at week 12. @Deucrictibant IR capsule, 10 mg twice daily. PDeucrictibant IR capsule, 20 mg twice daily. partiCipantS iI'I the dEUCI‘iCtibant groups demOI'IStI'atil‘lg WG"'COI‘ItI'O"ed HAE at WEEk 12.
- Deucrictibant improved AE-QoL scores, particularly in “functioning” and “fear/shame” domains.
« A total of 90% of participants on deucrictibant showed well-controlled HAE at week 12 (Figure 3). _ Participants reported high levels of satisfaction with deucrictibant.

 Confirmation of these data in the planned Phase 3 study may provide further evidence on
deucrictibant as a potential treatment to address existing unmet needs in HAE disease control

Figure 3. AECT: 90% well-controlled at week 12
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AECT, Angioedema Control Test; IR, immediate-release; RCT, randomized controlled trial. N = number of participants randomized in each treatment group in the RCT. N’ = number of participants with AECT data at week 12.
aDeucrictibant IR capsule, 10 mg twice daily. "Deucrictibant IR capsule, 20 mg twice daily.

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