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not yet approved by regulatory authorities
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Hereditary angioedema (HAE) is a bradykinin-mediated
APAAACI 2023 condition with unmet medical needs
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e e = Excess bradykinin is the cause of signs and symptoms of swelling during HAE

attacks’ and efficacy and tolerability of bradykinin B2 receptor antagonism for
treatment of HAE attacks has been proven in clinical trials and ~15 years of
post-marketing experience?*

\ 3
Blood vessel

HMWK - @)

/ e 4 | = International guidelines recommend that HAE attacks are treated as early
CHMWK- @) as pOSSibles'7

Bradykinin—

0
v

- Burden associated with parenteral administration of currently approved
on-demand medications®? leads to treatment of a number of HAE attacks
4 being delayed or forgone'3-16

Endothelial cell
(blood vessel wall)

= An unmet need exists for on-demand oral therapies that are effective

.
4 swellin d well-tolerated and duce th burd bli
9 and well-tolerated and may reduce the treatment burden enabling
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Ap A A ACI 2 023 Deucrictibant is an orally bioavailable, selective, highly . _A

APAAACI 2023 International conference  POENT, cOMpetitive antagonist of bradykinin B2 receptor I

T

=N = Antagonist of bradykinin B2 receptor (-tibant stem’)
NN = 2.4-fold lower molecular weight than icatibant
N = Metabolic soft spot stabilized by introduction of a deuterium atom
N’ - Optimized for metabolic stability and exposure in humans
° o o) = Pure antagonistic activity at bradykinin B2 receptor

Cl J"\/OYF (no partial agonistic activity as icatibant was found to exert at high

concentrations, as reached locally at site of injection?)

Lesage A et al. Front Pharmacol 2020;11:916. Lesage A et al. Int Immunopharmacol 2022;105:108523. « ¥ — v
https://cdn.who. ho-ph 1570.pdf (accessed 20 September 2023). & »
https://www.ema.europa. P yr-epar-publ port_en.pdf (accessed 20 September 2023). .




RAPIDe-1: phase 2 trial of deucrictibant IR capsule
APAAACI 2023 as on-demand treatment for HAE-1/2 attacks
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= Double-blind, placebo-controlled, cross-over trial with ([ Studypartl:
3-dose levels | atstudy Site

| Non-attack |[ Attack1 ][ Attackz ||  Attack3

Study part II:
home treatment

)
—

- Study part | - randomized patients received a single dose of deucrictibant

IR capsule at study Site for PK and safety assessment — —
p y ' Deucrictibant placebo

- Study part Il - randomized patients treated up to 3 qualifying HAE IR capsule
attacks: 2 attack with deucrictibant IR capsule and 1 attack with placebo 10 mg

placebo

placebo

= 74 HAE patients enrolled from 31 Sites
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N N I Deucrictibant
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20 mg 20 mg placebo

Deucrictibant

IR capsule
20 mg

20 mg placebo 20 mg

placebo 20 mg 20 mg

Screening period
L
Randomization

placebo

placebo

placebo 30 mg

HAE: hereditary IR: immediaterelease. PK:
ClinicalTrials.gov Identifier: NCT04618211, https://clinicaltrials.gov/ct2/show/NCT04618211 (accessed 20 September 2023). EudraCT Number: &
2020-003445-11, https:// i i Y 03445-11 (accessed 20 September 2023).

¥

¥
«
¥
~




Primary endpoint: deucrictibant IR capsule
APAAACI 2023 significantly reduced attack symptoms by VAS-3 at 4 hours
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10
: Mean ¢ SEM
: -—- Placebo (N=51)

Difference from placebo in change from pre-treatment to

—— Deucrictibant IR capsule 10 mg (N=37)
4 h post-treatment, least-squares mean (95% Cl)

—— Deucrictibant IR capsule 20 mg (N=28)
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[ — ictil = AR
> E Deucrictibant IR capsule 30 mg (N=31) Deucrictibant IR capsule 10 mg -16.75 (-21.52,-11.97) p < 0.0001
g8
- . .
go | Ny —a B Deucrictibant IR capsule 20 mg -15.02 (-20.22,-9.81) p<0.0001
8 2' ~~~~~~~~~ .
= e —— o_na
oL Deucrictibant IR capsule 30 mg -16.28 (-21.27,-11.29) p<0.0001
S | NN YTt
& 200 b PN T
= v ITmg-—— T,
o S
= T Median VAS-3 at pre-treatment ranged
from 24.33 to 27.00 across different dose levels
-30 H
0123 45¢6 8 24
Time (hours) after treatment
Cl: Confidence interval. IR: immediate-release. mITT: modified intent-to-treat. SEM: standard error of the mean. VAS: visual analogue scale.
‘tNominal p-value; VAS assessed every 30 minutes up to 4 hours post-treatment, then at 5, 6, 8, 24, 48 hours; N = number of attacks in the mITT « » o
Analysis Set. Attacks in mITT Analysis Set refer to attacks treated with blinded study dlug that had non-missing VAS result at pve~\vea‘|mem and at « ¥ v
least one g VAS result p L VAS-3= captured, numerically assisted visual analogue scale. Figure is based on « ¥ v
descriptive summary of mean and SEM (standard error of the mean). Least-squares mean differences, Cls, and p-values come from a mixed- »
effects model with repeated measures (MMRM). Data after rescue medication use is not included. -



APA A Acl 2023 Deucrictibant IR capsule significantly shortened time to

APAAACI 2023 International Gonferonce  ONSEL of symptom relief (230% reduction in VAS-3)

100%4
-~ Placebo (N=51)

~—— Deucrictibant IR capsule 10 mg (N=37)
~—— Deucrictibant IR capsule 20 mg (N=28)
— Deucrictibant IR capsule 30 mg (N=31)

Median time in hours (95% CI)

Placebo 8.0 (7.6, 46.9)
Deucrictibant IR capsule 10 mg 2.1(1.5,2.9) p<0.0001"

75%

50%- -~ Deucrictibant IR capsule 20 mg 2.7(1.9,3.5) p =0.0021

Deucrictibant IR capsule 30 mg 2.5(1.9,3.8) p < 0.0001

Percentage not achieving
230% reduction in VAS-3

256%

CI: Confidence interval. IR: immediate-release. miTT: modified intent-to-treat. VAS: visual analogue scale.
tNominal p-value; VAS assessed every 30 minutes up to 4 hours post-treatment, then at 5, 6, 8, 24, 48 hours. N = number of attacks inthemiTT &
Analysis Set. Median time based on Kaplan-Meier estimates. p-values based on a marginal Cox proportional hazards model.




APA A Acl 2 023 Deucrictibant IR capsule significantly reduced time to

SEQ . . )
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100%TT:
-~ Placebo (N=51)

—— Deucrictibant IR capsule 10 mg (N=37)

—— Deucrictibant IR capsule 20 mg (N=28) Median time in hours (95% CI)

Placebo 22.8(20.0,24.1)
Deucrictibant IR capsule 10 mg 3.3(2.4,3.9) p<0.0001"

75%- — Deucrictibant IR capsule 30 mg (N=31)

|
|
2 | ] Deucrictibant IR capsule 20 mg 4.0(2.9,6.0) p =0.0003

: Deucrictibant IR capsule 30 mg 4.0(3.3,5.8) p < 0.0001
|

Percentage not achieving
250% reduction in VAS-3

25%-
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0123456 8 24 48
Time (hours) after treatment

CI: Confidence interval. IR: immediate-release. miTT: modified intent-to-treat. VAS: visual analogue scale.
tNominal p-value; VAS assessed every 30 minutes up to 4 hours post-treatment, then at 5, 6, 8, 24, 48 hours. N = number of attacks inthemiTT &
Analysis Set. Median time based on Kaplan-Meier estimates. p-values based on a marginal Cox proportional hazards model.
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Deucrictibant IR capsule significantly reduced time to almost
complete or complete symptom relief (all individual VAS <10)

100%+

75%+

Percentage not achieving complete
or almost complete symptom relief

-—-. Placebo (N=51)

~— Deucrictibant IR capsule 10 mg (N=37)
—— Deucrictibant IR capsule 20 mg (N=28)
~—— Deucrictibant IR capsule 30 mg (N=31)

Median time in hours (95% CI)

Placebo
Deucrictibant IR capsule 10 mg
Deucrictibant IR capsule 20 mg

Deucrictibant IR capsule 30 mg

42.0(22.0,48.1)
5.8 (3.6, 7.5)

20.0 (4.5, 20.0)

20.0 (6.0, 20.1)

p<0.0001*
p=0.0127
p =0.0001
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Time (hours) after treatment
CI: Confidence interval. IR: immediate-release. mITT: modified intent-to-treat. VAS: visual analogue scale. g v 9
tNominal p-value; VAS assessed every 30 minutes up to 4 hours post-treatment, then at 5, 6, 8, 24, 48 hours. N = number of attacks in the mITT ¥
a

Analysis Set. Median time based on Kaplan-Meier estimates. p-values based on a marginal Cox proportional hazards model.




APA A Acl 2023 Deucrictibant IR capsule substantially reduced
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By 12 hours after treatment

100%-—!—|!I 100%

i s
]- _—__—
!1\1_|_‘—\ 80%

-—-. Placebo (N=51)

75%

60.8

- 60%
—— Deucrictibant IR capsule 10 mg (N=37)

50%+ -‘: —— Deucrictibant IR capsule 20 mg (N=28)

% — Deugcrictibant IR capsule 30 mg (N=31) 40%

25%-
20%

Percentage without using
rescue medications
r
Percent of rescue medication use

6.5

B TIrirrr T T T 0%

0123456 8 24 48 Placebo  Deucrictibant Deucrictibant Deucrictibant
- IR capsul IR capsul IR capsul

Time (hours) after treatment 10mg 20mg 30mg

IR: immediate-release. mITT: modified intent-to-treat ¢
N = number of attacks in the mITT Analysis Set.




APAAACI 2023 Deucrictibant IR capsule was generally well-tolerated
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Study part | (non-attack) Study part Il (attacks 1, 2, 3)
Deucrictibant IR capsule Deucrictibant IR capsule
10 mg 20 mg 30 mg Placebo 10 mg 20 mg 30mg
N=23 N=24 N=25 N=53 N=38 N=29 N=36
Subjects (study part I) or
attacks (study part Il) with  1(4.3%)  1(4.2%) - 1(1.9%) - - 1(2.8%)
any treatment-related AEs
Headache - 1(4.2%)
Nausea 1(4.3%) - - - - - 1(2.8%)
Vomiting 1(2.8%)
Fatigue 1(2.8%)
Blister - - - 1(1.9%)

» No treatment-related SAEs or severe AEs
= No AEs leading to treatment discontinuation
= No treatment-related AEs of laboratory parameters, vital signs, or ECG parameters

&

«
AE: adverse event. ECG: electrocardiogram. IR: immediate-release. SAE: serious adverse event. « 9
N = number of subjects (study part 1) or number of attacks (study part 11 in the Safety Analysis Set. The Safety Analysis Set includes all ¥
randomized patients who received any dose of study drug. Treatment-related AEs within 48 h post-treatment are included

~
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APAAACI 2023 Conclusions
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= Deucrictibant is an orally bioavailable antagonist of bradykinin B2 receptor under development for on-demand (immediate-release capsule)
and prophylaxis (extended-release tablet) of HAE attacks

= 74 patients from 13 countries were enrolled into RAPIDe-1 Phase 2 on-demand trial and 62 of them had 147 attacks that were treated with
blinded study drug and were included in efficacy evaluation

- The primary endpoint and all key secondary endpoints were met

Deucrictibant IR capsule demonstrated rapid onset of action, symptom relief, resolution of HAE attacks

Deucrictibant IR capsule substantially reduced the use of rescue medication

Deucrictibant IR capsule was well-tolerated at all dose levels

= RAPIDe-1 trial results support further development of deucrictibant immediate-release capsule as a potential on-demand treatment for
HAE attacks

The Authors and the Sponsor thank all people with HAE as well as all
study Sites’ Staff who participated in the RAPIDe-1 trial

HAE: hereditary angioedema. IR: immediate-release.
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