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Introduction

* People with HAE in Japan report a high disease burden and considerable impact on quality of life!

» Currently approved treatment options in Japan for the on-demand treatment of HAE-C1INH attacks are plasma-derived human C1
inhibitor and icatibant?-*

— These parenteral therapies are associated with significant treatment burden that may result in treatment delay or withholding®

— Reasons for delayed treatment of HAE attacks in Japanese patients are reported at this congress
(Barriers to Timely On-demand Treatment of Hereditary Angioedema Attacks in Japanese Patients)®

« Sebetralstat, an oral plasma kallikrein inhibitor, has been approved for the on-demand treatment of acute attacks in patients >12 years
old with HAE in the US, EU, and UK"

— The KONFIDENT (NCT05259917) trial demonstrated efficacy and safety of sebetralstat, including in Japanese participants!®

— Sebetralstat continues to be assessed in a 2-year open-label extension study (KONFIDENT-S) for on-demand treatment of
HAE-C1INH attacks in participants >12 years of age

This interim analysis evaluated the safety and effectiveness of oral sebetralstat in Japanese patients with

HAE-CI1INH who participated in the ongoing KONFIDENT-S open-label study

1. Yamamoto B et al. Intractable Rare Dis Res. 2023;12(1):35-44. 2. Hide M et al. J Dermatol. 2025;52(2):256-269. 3. Berinert [package insert]. Tokyo, Japan; CSL Behring, 2019. 4. Firazyr [package insert]. Tokyo, Japan; Takeda,

5. Christiansen S et al. Ann Allergy Asthma Immunol. 2025;143(5):570-579.e4. 6. Honda D et al. Presented at the 74th Annual Meeting of the Japanese Allergology Society; October 24-26, 2025; Tokyo, Japan. 7. EKTERLY (sebetralstat)
tablets, for oral use. US prescribing information. KalVista Pharmaceuticals, Inc; 2025. 8. EKTERLY (sebetralstat) Summary of Product Characteristics. UK prescribing information. KalVista Pharmaceuticals, Inc; 2025. 9. EKTERLY
(sebetralstat) Summary of Product Characteristics. EU prescribing information. KalVista Pharmaceuticals, Inc; 2025. 10. Honda D et al. Presented at the 123rd Annual Meeting of the Japanese Dermatological Association; June 6-9, 2024;
Kyoto, Japan.

HAE, hereditary angioedema; HAE-C1INH, HAE due to C1 inhibitor deficiency; UK, United Kingdom; US, United States.



Study Design

Treat Treat Treat
HAE Attack 1 HAE Attack 2 HAE Attack 3

Treatment: Randomized to 1 of 6 sequences to treat
attacks with sebetralstat 300 mg, 600 mg, or placebo

Non-rollover

participants®

Study dates: February 2022 to Months

December 2023

End-of-study
visit

24-month treatment period

Sebetralstat 600 mg

Monthly visits
in clinic

Quarterly visits
in clinic

KONFIDENT PHASE 3 RCT#*! (N=136) KONFIDENT-S OLEP? (N=134)

Endpoints:
» Safety (AEs)

Time to beginning of
symptom relief (by PGI-C)¢
Time to first reduction in
severity (by PGI-S)¢

Time to complete attack
resolution (by PGI-S)f

~

J

Study dates: October 2022 to

September 2024

r

Key Inclusion Criteria:
* >12 years of age

e >2 documented HAE attacks within 3 months

Real-world Elements to Align with HAE Treatment Guidelines:

* Portable multidose packs

* No need to contact a call center or investigator before, during, or after attacks
* Consider treatment of all HAE attacks (any severity, any location)

* Self-administer 600 mg sebetralstat as early as possibled

\

J

AINCTO05259917, EudraCT: 2021-001226-21.*'NCT05505916, EudraCT: 2021-001176-42. ¢Includes participants who participated in the phase 2 RCT (NCT040208412). ¢Participants were instructed to treat their attacks involving the larynx
immediately with conventional on-demand therapy if the attack symptoms worsened after the initial sebetralstat administration. *“Within 12 hours. fWithin 24 hours. Study enrolled participants who had either completed the phase 3

KONFIDENT trial or were de novo, including those who participated in the phase 2 trial. For de novo participants,

the enrolment visit was a screening visit.

1. Riedl M et al. New Engl J Med. 2024;391:32-43. 2. Farkas H et al. J Allergy Clin Immunol: In Practice. 2025 (in press).
AE, adverse events; OLE, open-label extension; N, number of participants; PGI-C, Patient Global Impression of Change; PGI-S, Patient Global Impression of Severity; RCT, randomized clinical trial.



Participant Demographics and Baseline Characteristics

in KONFIDENT-S

Japanese participants
n=12

Age, mean (range), years® 47.7 (26.0-63.0)
Sex, female, n (%) 11 (91.7)
BMI, mean (range), kg/m? 25.7 (17.2-35.7)
HAE-C1INH-Type 1, n (%) 12 (100.0)

Current treatment regimen, n (%)

On-demand only 5(41.7)
On-demand + LTP 7 (58.3)
Time since diagnosis, median (IQR), years 9.4 (4.1-12.0)

aAll Japanese participants were adults (>18 years of age). PAll participants on LTP used kallikrein-inhibiting agents (lanadelumab or berotralstat).
Note: Data cutoff date of September 14, 2024.
BMI, body-mass index; HAE-C1INH, hereditary angioedema due to C1 inhibitor deficiency; IQR, interquartile range; LTP, long-term prophylaxis; n, number of participants.




Attack Characteristics 1in Japanese Participants

Sebetralstat-treated
HAE attacks in Japanese

participants
n=140

Primary attack locations, n (%)°

Abdomen 61 (43.6)
Legs/feet 35 (25.0)
Arms/hands 32 (22.9)
Torso 32 (22.9)
Head/face/neck 17 (12.1)
Gentitals 1(0.7)
Larynx/throat 1(0.7)
Pooled primary attack locations, n (%)®°
Mucosal 62 (44.3)
Laryngeal 1(0.7)
Subcutaneous 75 (53.6)

aParticipants who had multiple attack locations were counted once in each reported location. "Missing: 3 (2.1%). “Mucosal: abdomen, larynx/throat; Subcutaneous: all other attack locations. ‘Missing: 2 (1.4%).

Note: Data cutoff date of September 14, 2024.
IQR, interquartile range; OLE, open-label extension; n, number of attacks; PGI-S, Patient Global Impression of Severity.

Baseline PGI-S rating¢

22

(15.7%) 37

(26.4%)

79
(56.4%)

I Severe/Very severe
B Moderate

B Mild




Time from HAE Attack Onset to Sebetralstat Administration in
Japanese Participants

100% -
>
* 75% A
e 74
§ (52.9%)
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g (35.7%)
.;
5
& 25% A 16
s (11.4%)

. ]
<30 min 30-59 min >60 min

* The median time from HAE attack onset to sebetralstat administration was 20.0 minutes (IQR, 1.0-90.0)

—  64.3% of attacks were treated within <1 hour of onset

Note: Data cutoff date of September 14, 2024.
IQR, interquartile range.




Number of Sebetralstat-treated HAE Attacks

45 -

— 40 -
2
S 35 - « Japanese participants treated a median
2 30 - of 6.5 attacks (IQR, 4.0-18.5)
Q
% 75 | — 7 (58%) participants treated 6 or more attacks
8d
< 20 -
5 15 | * The median time from first sebetralstat exposure
k3 to data cutoff date was 9.6 months (IQR, 7.2-11.6)
; 10 1 in Japanese participants

S 1 — In 2 (16.7%) participants this time was >12 months
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Patient identifier
Note: Data cutoff date of September 14, 2024.

IQR, interquartile range.



Time to Beginning of Symptom Reliet

KONFIDENT-S: Attacks treated with sebetralstat 600 mg (N=1706)
Attacks treated with sebetralstat 600 mg by

KONFIDENT-S: Japanese participants (n=140)

KONFIDENT: Attacks treated with sebetralstat 300 mg (n=87)! : ‘

Attacks treated with sebetralstat 300 mg by

RONFIDENT: Japanese participants (n=6)’
KONFIDENT: Attacks treated with sebetralstat 600 mg (n=93)!
KONFIDENT: Attacks treated with sebetralstat 600 mg by l'

" Japanese participants (n=6)?

00 10 20 30 40 50 60 70 &80 9.0 10.0 11.0 120
Median time to beginning of symptom relief* (hours)

e Median time to beginning of symptom relief within 12 hours of sebetralstat administration was 2.1 hours (IQR, 1.26-7.14) in
Japanese participants and 1.8 hours (IQR, 0.84-5.22) in all participants in KONFIDENT-S

The effectiveness of sebetralstat in Japanese participants was consistent with the overall population

in KONFIDENT-S and KONFIDENT!2

aWithin 12 hours.

1. Riedl M et al. New Engl J Med. 2024;391:32-43.2. Honda D et al. Presented at the 73rd Annual Japanese Society of Allergology; October 18-20, 2024; Kyoto, Japan.
Note: Data cutoff date of September 14, 2024.

IQR, interquartile range; LTP, long-term prophylaxis; n/N, number of attacks.



Sebetralstat Administration and Use of Conventional Treatment

in KONFIDENT-S

Attacks treated with an additional dose within

Sebetralstat-treated
HAE attacks in

Japanese participants
n=140

Sebetralstat-treated
HAE attacks in
all participants

N=1706

12 hours, n (%) 15(10.7) 323 (18.9)
Proportion of attacks reaching beginning of symptom relief 99 1% 94,59
within 12 hours before or without an additional dose? 0 =0
Attacks treated with conventional treatment within b

12 hours, n (%) 1(0.7) 96 (5.6)

3Among the attacks that achieved the endpoint: 75.7% in Japanese participants; 66.9% in all participants.
The participant treated an abdominal attack rated as moderate at baseline with conventional therapy.
Note: Data cutoff date of September 14, 2024.

n/N, number of attacks.




Safety in KONFIDENT-S

Japanese participants All participants
n=12 N=134
Any TEAE, n (%) 7 (58.3) 74 (55.2)
Treatment-related 0 12 (9.0)?
Serious TEAE, n (%) 0 9(6.7)
Treatment-related 0 0
Severe TEAE, n (%) 0 12 (9.0)
Treatment-related 0 1(0.7)b
Any TEAE leading to permanent discontinuation, n (%) 0 5@.7)
Any TEAE leading to hospitalization, n (%) 0 7(5.2)
Any TEAE leading to death, n (%) 0 0

» No treatment-related adverse events and no difficulty swallowing sebetralstat was reported in
Japanese participants

aThere were 31 events in 12 participants, including headache (n=5), vomiting (n=3), nausea (n=2), abdominal discomfort (n=1), arthralgia (n=1), diarrhea (n=1), influenza-like illness (n=1), myalgia (n=1), skin burning sensation (n=1), tremor
(n=1), urticaria (n=1). *Grade 3 diarrhea (n=1).

Note: Data cutoff date of September 14, 2024.

n/N, number of participants; TEAE, treatment-emergent adverse event.




Conclusion

» Oral sebetralstat allowed Japanese participants to treat their HAE attacks rapidly

— The majority (64.3%) of attacks were treated in <I hour
— 26.4% of attacks were still mild when treated

» No treatment-related adverse events and no difficulty swallowing sebetralstat was reported in Japanese
participants

» The effectiveness of sebetralstat in Japanese participants was consistent with the overall population in
KONFIDENT-S and KONFIDENT!:2

» Ifapproved in Japan, sebetralstat could potentially address the unmet need for safe, effective, and portable
on-demand treatment options

1. Riedl M et al. New Engl J Med. 2024;391:32-43. 2. Honda D et al. Presented at the 73rd Annual Japanese Society of Allergology; October 18-20, 2024; Kyoto, Japan.
Note: Data cutoff date of September 14, 2024.
HAE, hereditary angioedema.
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