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Introduction
• Excess bradykinin is the cause of clinical signs and symptoms of
hereditary angioedema (HAE) attacks1.
• Efficacy and tolerability of bradykinin-B2-receptor antagonism for
treatment of HAE attacks were proven in clinical trials and
confirmed in >10 years of experience in real-world practice2-4.

• To measure the bioavailability of PHA121, mean plasma concentrations were measured over 48 hours,
specifically focused on time to clinically relevant exposure of 13.8 ng/mL (the EC85 determined in a Phase 1
bradykinin challenge in healthy volunteers) and time of maintenance of that exposure level.

• Study drugs were well tolerated. Ten treatment-emergent adverse events (TEAEs) in 5 subjects were
reported, with no specific safety pattern or trend and mostly occurring after only 1 of the administrations of
study drugs. No severe AEs or serious AEs were reported.

Results

• A total of 9 TEAEs were assessed as Grade 1 in severity, 8 assessed as related to study drug and 1 (neck
pain) assessed as unrelated to study drug; 1 TEAE (post-procedural hypotension) was assessed as Grade 2
and unrelated to study drug. All TEAEs were resolved prior to the end of the study (n=7) or after study
completion (n=3).

• Eight subjects completed the study. One subject discontinued from the study at period 3 check-in due to
positive breath alcohol test and another subject discontinued during period 2 due to a TEAE (neck pain).

• PHA-022121 (PHA121) is a novel, orally-available bradykinin B2
receptor antagonist that is 20-25-fold more potent than icatibant
at competing with bradykinin at the endogenous human B2
receptor, as evaluated in in vitro and ex vivo preclinical studies5,6.
• In an in vivo bradykinin challenge study in humans, oral PHA121
inhibited effects of bradykinin with higher potency and longer
estimated duration than subcutaneous icatibant7,8.
• PHA121 is being developed in two formulations specifically designed to meet the required attributes for oral
on-demand treatment of HAE attacks (PHVS416) and for oral prophylactic treatment to prevent HAE attacks
(PHVS719)9.
Summary of TEAEs for each treatment. TEAEs (preferred term) included: dizziness (grade 1) in 1 subject; post-procedural hypotension (grade 2),
contusion (grade 1, unrelated to study drug), neck pain (grade 1, unrelated to study drug), post-procedural discomfort (grade 1), bilirubin conjugated
increased (grade 1), blood bilirubin increased (grade 1) in 1 subject; blood glucose increased (grade 1) in 3 subjects.

Methods
• An open-label, single-dose, randomized, five-period, five-sequence, crossover, explorative Phase 1
pharmacokinetics (PK) study evaluated the bioavailability of two different extended-release (XR)
formulations of PHA121 (PHVS719; XR1 at 20 mg and XR2 at 40 mg) under fasting (= overnight fast ≥10
hours + ≥4 hours after dosing) or fed (= 30 minutes after start of high-fat, high-calorie breakfast) conditions,
in comparison to a single dose of PHVS416 soft capsule under fasting conditions.

Mean (SD) plasma concentration-time profiles of PHA121 on a linear scale after administration of PHA121
as XR tablet 1 (20 mg), XR tablet 2 (40 mg) under fasting or fed conditions or as soft capsules (20 mg)

• Administration of PHVS416 resulted in rapid clinical exposure of PHA121 above EC85 (13.8 ng/ml) within 30
minutes. Administration of PHVS719 (XR1 at 20 mg, XR2 at 40 mg) under fasted conditions yielded exposure
above EC85 by ~2 hours and maintained it for ≥30 hours. The overall exposure was not affected by food.

• Ten healthy adult male volunteers (age 18-65 years, body mass index ≥18 and ≤30 kg/m2, body weight ≥50 kg
at screening) received the following treatments in a randomized order with 7 days of washout between
successive dose administrations:
•
•
•
•
•

Treatment A: single oral dose of 1 XR1 tablet 20 mg PHA121, under fasting conditions
Treatment B: single oral dose of 1 XR2 tablet 40 mg PHA121, under fasting conditions
Treatment C: single oral dose of 2 soft capsules 10 mg PHA121, under fasting conditions
Treatment D: single oral dose of 1 XR1 tablet 20 mg PHA121, under fed conditions
Treatment E: single oral dose of 1 XR2 tablet 40 mg PHA121, under fed conditions

• Concentrations of PHA121, the active ingredient in PHVS719, in human EDTA plasma samples were
determined using a validated LC-MS/MS method.
• Descriptive statistics were calculated for the plasma concentrations of PHA121. The primary PK parameters
were Cmax, tmax AUC12h, AUC24h, and AUClast.
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Conclusions
• In a Phase 1 study, PHVS719 demonstrated the required pharmacological attributes for prophylactic
treatment of HAE attacks:
— Upon administration of a single dose of PHVS719 extended-release XR2 tablet, therapeutic exposure was
reached within few hours and was sustained for >24 hours, independently from food intake.
— PHVS719 was well tolerated with TEAEs of Grade 1 (90%) or Grade 2 (10%) severity, all TEAEs reported
as resolved, and no severe or serious adverse events.

Summarized pharmacokinetic results of PHA-022121 after administration of PHA121 as different formulations (XR tablet 20 mg, XR tablet 40 mg or sof
capsules) under fasting or fed conditions

• The 24-hour area-under-the-curve (AUC24h) exposure of PHA121 after 1 dose of PHVS719 XR2 40 mg was
comparable to that observed in Phase 1 studies with PHVS416 soft capsules 20 mg dosed bid with food.
CHAPTER-1 is a Phase 2 clinical trial* evaluating the safety and efficacy of PHA121 as active ingredient for
the prevention of HAE attacks.

*The FDA has placed a clinical hold on the clinical trials of PHA12110,11 in the U.S. Regulators in ex-U.S. countries
have been notified of U.S. clinical hold. Visit https://ir.pharvaris.com/ for the latest information and updates.
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