Treatment with Oral Administered Bradykinin B2 Receptor Antagonist Deucrictibant Inmediate-Release Capsule (PHVS416)
Improves Hereditary Angioedema Attack Symptoms
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Introduction

* MSCS is a point-in-time measure of symptom severity of each affected symptom:
Deucrictibant  Deucrictibant  Deucrictibant

+ Approved therapies for hereditary angioedema (HAE) attacks are administered parenterally with g] I= “Iormglt 1= mild, 2 = mocierate, I? ?fsevezje)bi I I ) Placebo IR capsule IR capsule IR capsule
substantial treatment burden due to administration time and risk of pain or other injection site alculated as average score from all affected body sites involved (symptom complexes); 10mg 20mg 30mg
reactions™, with treatment of many attacks being delayed or forgone.5® + Decrease in score reflects improvement in symptom severity. 7

i i i « TOS is a measure of response to treatment for each affected body site on categorical scale: R eopaticn 49 21 16 19
 An unmet need exists for on-demand oral therapies that are effective and well-tolerated and may e ; p : b/l goncal : with post-treatment TOS PRO
reduce the treatment burden enabling prompt administration as recommended by international : S|gn|f|gant improvement [100], improvement [50], same [0], worsening [-50], significant Number of attacks
clinical guidelines.”? wotsening 1007 A . . with post-treatment TOS PRO 49 36 8 »

« Deucrictibant immediate-release (IR) capsule (PHVS416) is an investigational formulation : CaIcuIatgd asnig;tieatment severlty-we!ghted average of the response at all body sites; ;

- - ; o — - « Increase in score reflects improvement in symptom from pre-treatment; Attacks with onset of all symptom complexes 18 32 23 2
containing deucrictibant (PHA121), a highly potent, specific, and orally bioavailable competitive | - o "a little better” within 48 hours - n (%) (36.7%) (88.9%) (89.3%) (93.1%)
antagonist of the bradykinin B2 receptor. 1011 » Complex Assessment questions evaluate patient-reported change in attack symptoms: & : : =

g ) y - ) « A lot better or resolved - a little better - same - a little worse - a lot worse. Median (95% Cl) time (hours) to 7.62 1.89 215 1.98

« In the Phase 2 RAPIDe-1 trial (NCT0461‘821 112) deucrictibant IR cgpsule reduced time to onset onset of symptom relief by KM estimate (3.95,-) (0.97,3.97) (1.75, 4.00) (1.80,3.87)
of symptom relief and to attack resolution measured through the visual analogue scale-3 (VAS-3) Onset of symptom relief = The time point when T0S PRO fist reaches at least“A e etter” for allsymptom complexes affected t baseline, and no new symptom in any

other symptom complex is reported. Relief is confirmed if the improvement is sustained at 2 consecutive time points.

and substantially reduced use of rescue medication.'®14
Table 1. Deucrictibant IR capsule reduced time to onset of symptom relief

é roerentBeencs =203 Deucrictibant  Deucrictibant  Deucrictibant
* RAPIDe-1 was a Phase 2, double-blind, placebo-controlled, randomized, crossover, dose-ranging H Placebo IR capsule IR capsule IR capsule
trial of deucrictibant IR capsule for the acute treatment of angioedema attacks in patients with R I U — 10mg 20 mg 30 mg
type 1 and 2 HAE. £ ;i
£ Number of patients
« A primary analysis was performed including 147 qualifying HAE attacks treated by 62 patients : . with postreatment TOS PRO 49 21 16 19
with double-blinded placebo or deucrictibant IR capsule 10, 20, or 30 mg (modified intent-to-treat & Number of attacks
analysis, mITT = all randomized patients with >1 treated HAE attack and VAS results at both pre- 2 Vean + SEM with post-treatment TOS PRO 49 36 28 29
izelbmentt 2021 ezt e el E.', 08 —::::.h..nuuw..l.-m Attacks with onset of all symptom complexes 13 30 23 25
. - z DR e g "a lot better or resolved” within 48 hours - n (%) (26.5%) (83.3%) (82.1%) (86.2%)
S I S I —— Deuerictibant IR capsule 30 mg
[ a(‘zl:d‘;a;‘ite ] [ hortnue !r::::nem } 2 Median (95% Cl) time (hoyrs) to almoslt complete 23.28 4.02 5.93 4.12
[ Nonateck | [_Auacki ] [_Auackz ] [_Auacks ] 0 1 2 : 4 or complete symptom relief by KM estimate (5.78,47.17)  (3.93,5.77) (3.90,8.58) (3.92,7.22)

Time (hours) after treatment Almost complete or complete symptom relief = The time point when TOS PRO first reaches “A lot better or resolved" for all symptom complexes affected at baseline, and

Deucrictibant Figure 2. Deucrictibant IR capsule significantly reduced MSCS score at 4h o new symptom n any other symptom complex i reported.
‘ IR capsule Table 2. Deucrictibant IR capsule reduced time to almost complete or compl ymptom relief
4 Mean  SEM
B =
= = lacet
£ IR capsule placebo 2 — Deucrictbant IR capsule. i icti i i
: 2 20mg 0 | 2 o * In the Phase 2 RAPIDe-1 trial deucrictibant IR capsule improved symptoms and reduced time to
i = S ecrctiant R capsle : X
5 & > ] symptom relief and to resolution of HAE attacks
o 50
Deucrictibant | 3™ ] H + Clinical meaningful improvement of symptoms was observed during the first hours after treatment
IRcapsule |[ 30mg ] [ somg ] H with deucrictibant IR capsule
— omg ) EETTES GETER 5” ! Tos Minmatclnialy
g
Figure 1. RAPIDe-1 trial design schematic o Z } R ~~,,ﬁ,{., o o References
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validated composite scores based on patient-reported symptoms of attacks at the affected body ° ! - zﬂ ¢ N
sites, included in ecallantide clinical trials'*7. Changes in MSCS score and in TOS from pre- fme (nours)aftr treatment

treatment to 4 hours post-treatment were secondary endpoints of RAPIDe-1. Figure 3. Deucrictibant IR capsule significantly improved TOS at 4h
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