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Deucrictibant is an investigational oral therapy for both the
prophylactic and on-demand treatment of HAE attacks

DEUCRICTIBANT DEUCRICTIBANT

extended-release (XR) tablet immediate-release (IR) capsule
sustained absorption’ rapid absorption3
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XR (40 mg)
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Plasma concentration (ng/mL) ‘

Time (hours) . . Time (hours)
In studies, deucrictibant maintained sustained deucrictibant In studies, deucrictibant rapidly reached therapeutic
therapeutic exposure over 24 hours' from day one, exposure within 15-30 minutes?, supporting on-demand
allowing for once-daily oral prevention HAE attacks? oral treatment of HAE attacks*

HAE, hereditary angioedema; IR, immediate-release; XR, extended-release. 1. Lesage A, et al. Presented at IDDST; May 22-24, 2024. 2. CHAPTER-3. ClinicalTrials.gov identifier: NCT06669754. Accessed May 13, 2025.
https://clinicaltrials.gov/study/NCT06669754. 3. Maurer M, et al. Presented at AAAAI; Feb 24-27, 2023; San Antonio, TX, USA. 4. RAPIDe-3. ClinicalTrials.gov identifier: NCT06343779. Accessed May 13, 2025.
https://www.clinicaltrials.gov/study/NCT06343779.
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Deucrictibant development program in bradykinin-mediated angioedema
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Other oral presentations Poster presentations at C1-Inhibitor Workshop @ Magerl M, et al. CHAPTER-1 OLE patient-reported outcomes
@ Ried| MA, et al. RAPIDe-2 @ Lleonart R, et al. RAPIDe-2 upper airway attack outcomes @ Zhang Z-Y, et al. Once-daily XR tablet for prophylaxis
S LR @ Valerieva A, et al. RAPIDe-1/2 durability of treatment response @ Aygoren-Piirsiin E, et al. Epidemiology in European population
@ Zanichelli A, et al. CHAPTER-3 study design @ Zanichelli A, et al. Qualitative interviews

AAE-C1INH, acquired angioedema due to C1-inhibitor deficiency; HAE, hereditary angioedema; LTE, long-term extension; OLE, open-label extension; XR, extended-release. Study, ClinicalTrials.gov identifier: RAPIDe-1, NCT05396105;
RAPIDe-3, NCT06343779; CHAPTER-1, NCT05047185; CHAPTER-3, NCT06669754; CHAPTER-4, NCT06679881.

©2025 This presentation includes data for an investigational product not yet approved by regulatory authorities.




CHAPTER-1: Two-part, Phase 2 study of deucrictibant for
long-term prophylaxis of HAE attacks

Part 1 (RCT): Double-blind Part 2 (OLE): Open-label
treatment period (12 weeks) treatment period

-

Screening > R P> Deucrictibant 20 mg/day?
/}

End-of-study
visit

Deucrictibant 40 mg/day®

Deucrictibant 40 mg/day®

Part 1 - RCT: Key findings Part 2 - OLE: Key objectives

" Efficacy: = Evaluate safety (pri jecti '
B - N y (primary objective) and efficacy
Primary endpoint: Monthly attack rate significantly reduced vs placebo of deucrictibant administered for long-term

— Reduction in occurrence of ‘moderate and severe’ attacks and attacks , _
treated with on-demand medication. prophylaxis against HAE attacks.

= Safety:
— Deucrictibant was generally well tolerated with no safety signals.

= All 30 participants who completed the RCT enrolled in the OLE.

HAE, hereditary angioedema; IR, inmediate-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.
CHAPTER-1 is a Pharvaris-sponsored clinical trial. ClinicalTrials.gov identifier: NCT05047185. Accessed May 12, 2025. https://www.clinicaltrials.gov/study/NCT05047185.
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Deucrictibant was well tolerated with no safety signals in the OLE

= Deucrictibant was generally well tolerated with one treatment-related TEAE of tooth discoloration.
— No treatment-related serious or severe TEAESs.
— No treatment-related TEAEs in laboratory parameters, vital signs (including blood pressure), or electrocardiogram
findings, and no TEAEs leading to treatment discontinuation, study withdrawal, or death were reported.
= Mean (SD) exposure to deucrictibant 40 mg/day for 30 participants in the OLE: 12.8 (5.0) months.
— Maximum exposure to deucrictibant: 20.8 months in the OLE; 23.7 months in the entire study.

Placebo to 20 mg/day® to 40 mg/day? to Total
40 mg/day? 40 mg/day? 40 mg/day? (N=30)
(N=9) (N=11) .
Participants, Events, Participants, Events, Participants, Events, Participants, Events,
n (%) n n (%) n n (%) n n (%) n
TEAEs 5(55.6) 25 7 (63.6) 31 6 (60.0) 16 18 (60.0) 72
Treatment-related TEAEs 1(11.1) 1 0 0 0 0 1(3.3) 1
Tooth discoloration 1(11.1) 1 0 0 0 0 1(3.3) 1
Serious TEAEs 0 0 1(9.1) 1 1(10.0) 1 2(6.7) 2
Tendon injury 0 0 0 0 1(10.0) 1 1(3.3) 1
Hip arthroplasty (arthritis) 0 0 1(9.1) 1 0 0 1(3.3) 1
Treatment-related serious TEAEs 0 0 0 0 0 0 0 0
TEAEs leading to study drug discontinuation, 0 0 0 0 0 0 0 0

study withdrawal, or death

OLE, open-label extension; SD, standard deviation; TEAE, treatment-emergent adverse event defined as adverse events that start or pre-existing adverse events that have worsened during the period between first study dose in OLE and 4 weeks after last dose
in OLE or the End of Study Visit, whichever is later. N = number of participants who received =1 dose of study treatment in the OLE by the cutoff date (10 June 2024). 2Deucrictibant IR capsule, 20 mg twice daily. ®Deucrictibant IR capsule, 10 mg twice daily.
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Attack rate reduced by week 1 in the RCT and remained low
through 21.5 years in the OLE

RCT OLE
4.0 Placebo RCT
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0.57
Baselinel 1 2 3 4 5 6 7 8 9 10 M 12 13 14 15 16 17 18 19 20 21
Week 1 Week 13 Time (Months?)
Placebo (n) 1111 11 11 11
20 mg/day*RCT (n) 1111 11 11 11
40 mg/day!RCT () 1212 11 10 10
40 mg/day? OLE (n) 30 29 29 28 28 28 28 28 28 28 28 21 19 16 11 11 10 9 7

IR, immediate-release; OLE, open-label extension; RCT, randomized controlled trial; SEM, standard error of the mean. 2Based on time normalized number of attacks per 4 weeks. ®1 month = 4 weeks. °Deucrictibant IR capsule, 10 mg twice daily.
dDeucrictibant IR capsule, 20 mg twice daily.
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Improvements in patient-reported outcomes reflect reduction in
attack rate

RCT OLE

30 - von 24 mo von x:  Health-related quality of life (HRQoL)
P 245 As measured using the Angioedema Quality of Life
E 58 — B Plscebo RCT Questionnaire (AE-Qol), treatment with deucrictibant
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= 82" 15.1 M 40 mg/day®RCT resglted n: .
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OLE .
z we 149 152 15.0 154 Disease control
IS , As measured using the Angioedema Control Test
Rl A N (AECT), treatment with deucrictibant resulted in
5 2 e — improved disease control by week 4 in the RCT
5 g peeehorer  — sustained effects through week 62 in the OLE
= 3 B 40 mg/day?RCT
e M 40 mg/day® OLE
2 30 36 2 62 For more details, please see

Time (weeks)

Magerl M, et al. Poster Session |, P19

IR, immediate-release; OLE, open-label extension; RCT, randomized controlled trial. n = number of participants with AE-QoL or AECT data at the given week. 2Deucrictibant IR capsule, 10 mg twice daily. PDeucrictibant IR capsule, 20 mg twice daily.

©2025 This presentation includes data for an investigational product not yet approved by regulatory authorities.




Attack rate reduced in the OLE compared to study baseline

2.18

2.0 A

1.9 -

93.1%

Attack rate? (mean)
\
N

reduction
0.5 4 \ 4
0.15
0.0 |
Study baseline® OLE 40 mg/day°®
(N=30) (N=30)

IR, immediate-release; LS, least squares; OLE, open-label extension. N = number of participants in the OLE. 2Based on time-normalized number of attacks per 4 weeks. Baseline attack rate is raw (unadjusted) mean; OLE attack rate is LS mean;
No multiplicity adjustment was applied. Deucrictibant IR capsule, 20 mg twice daily.
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“Moderate and severe” attack rate reduced in the RCT and
remained low in the OLE

RCT OLE
P=0.00682
I
|
5 - P=0.00662 !
| I
= |
< s 1.51 |
S 83.1% !
\CL_ID/ reduction :
@ 14 92.4% |
'E reduction !
¢ I
= 0.26 0.12 !
. I 0.07
0 | - | 1 ! S
Placebo 20 mg/day°® 40 mg/day? 40 mg/day?
(N=11) (N=11) (N=12) (N'=30)

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. 4Deucrictibant IR capsule, 20 mg twice daily.
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On-demand treated attack rate reduced in the RCT and
remained low in the OLE

RCT OLE
P=0.00382
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Placebo 20 mg/day® 40 mg/day? 40 mg/day?
(N=11) (N=11) (N=12) (N'=30)

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. 4Deucrictibant IR capsule, 20 mg twice daily.
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Attack rate reduced relative to CHAPTER-1 RCT study baseline
with over half of participants attack free during the OLE
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IR, immediate-release; OLE, open-label extension; RCT, randomized controlled trial. n’ = participants with >4 weeks of treatment in the OLE. 2Deucrictibant IR capsule, 20 mg twice daily.

93.1% 93.1%
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79.3%
(23/29)

B 40 mg/day? OLE (n’=29)

55.2%
(16/29)

>50% reduction >70% reduction >90% reduction

Attack free
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Attack rate decreased in the RCT and remained low in the OLE
regardless of baseline attack rate

RCT OLE RCT oL | PlaceboRCT
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2.0 - : :
= 1.79 I I
(qe} 1 |
QL I I
e I I
o 1.5 I I
] ! |
S : :
N | |
g 10 ! !
< : :
1 1
0.5 : :
1 1
1 1
| |
0.0 : :
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>1 to <2 attacks/month? >2 attacks/month?
at baseline at baseline

IR, immediate-release; OLE, open-label extension; RCT, randomized controlled trial. n = number of participants in each treatment group. 2Attack rate is raw unadjusted mean number of attacks per 4 weeks. "Deucrictibant IR capsule, 10 mg twice
daily. Deucrictibant IR capsule, 20 mg twice daily.
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Post-hoc analysis: Use of bradykinin B2 receptor antagonism for
both LTP and ODT did not alter ODT response

= Duration of attacks was not a pre-specified CHAPTER-1 measure and was calculated post-hoc based on
onset and resolution of attacks that used icatibant once only as on-demand treatment (ODT).

Icatibant as ODT in Icatibant as ODT in
placebo group (RCT) deucrictibant group (RCT & OLE)

Number of Number of
participants (n) and | duration? of attack, | participants (n) and | duration? of attack,
Attack Severity attacks (a) attacks (a)
Mild n=3, a=4 2.11 (1.32) n=1, a=2 2.58 (2.00)
Moderate n=4, a=13 1.03 (1.15) n=6, a=11 1.03 (0.79)
Severe n=4, a=8 0.76 (0.32) n=2, a=7 0.64 (0.54)
Total n=5, a=25 1.12 (1.06) n=8, a=20 1.05 (0.98)

OLE open-label extension; RCT, randomized controlled trial; SD, standard deviation. 2Duration of attack calculated as the time between the reported time of onset of attack symptoms and the reported time of resolution of attack symptoms.
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Plasma deucrictibant (ng/mL) +/- SD
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Once-daily oral deucrictibant extended-release (XR) tablet
investigated for prophylaxis of HAE attacks in Phase 3 trial

8- XR (40 mg; n=a1 4)
- R2x 20 mgsr=15) In a Phase 1 study, deucrictibant XR tablet

showed sustained exposure through =24-hours
post-dose, thus supporting once-daily dosing for
HAE attack prevention.

For more details, please see
Zhang Z-Y, et al. Poster Session |, P20

=

[

12 18
Time

CHAPTER-3: Double-blind
treatment period (24 weeks)

Deugrictibant XR tablet
40 mg/day

24 30 36 42 48

(hours)

CHAPTER.4: Openabel CHAPTER-3 is an ongoing, global, Phase 3 trial
treatment period designed to evaluate the efficacy and safety of once
daily, oral deucrictibant XR tablet for prophylaxis of
P> Y attacks in adolescents and adults with HAE.

A

For more details, please see

Zanichelli A, et al. Poster Session I, P42

ECqs, effective concentration estimated to provide 85% maximal response (13.8 ng/mL); HAE, hereditary angioedema; IR, immediate-release; R, randomization; XR, extended-release. 2Single oral dose of 2 x 20 mg deucrictibant IR capsules.
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CHAPTER-1 OLE: Conclusions

The ongoing Phase 2 CHAPTER-1 OLE study provides further evidence on the long-term
safety and efficacy of oral deucrictibant for prevention of HAE attacks.
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The Authors and the Sponsor would like to thank all the people with HAE
as well as all study site staff who have been participating in the CHAPTER-1 trial.

HAE, hereditary angioedema; LTP, long-term prophylaxis; ODT, on-demand treatment; OLE, open-label extension; RCT, randomized controlled trial; TEAE, treatment-emergent adverse event.
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