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People living with hereditary angioedema with C1-inhibitor deficiency (HAE-C1INH) experience 115 (46%) attacks were rated moderately-to-extremely anxious
unpredictable, painful, and potentially life-threatening attacks that are associated with substantial

. (3 - 39 of these attacks were treated with sebetralstat 300 mg, 40 were treated with sebetralstat
psychological burden

600 mg, and 36 were treated with placebo
In Japan, HAE is associated with a high disease burden and considerable impact on health-related

quality of life, including anxiety, fatigue, and depression*s Among baseline variables, severity of the attack (P=0.0030 for moderate and P<0.0001 for severe/

very severe versus none/mild), time since HAE diagnosis (P=0.0014 for shorter versus longer time),

All currently approved on-demand treatments must be administered parenterally®® and sex (P=0.0.0034 for female versus male) were correlated with baseline anxiety
- Due in part to anxiety associated with parenteral treatments, including injection-site reactions _ _ _ _ _
or fear of needles, people living with HAE-C1INH reported delaying or withholding their Figure 3. Changes in Anxiety over Time with Sebetralstat 300 mg, Sebetralstat
on-demand treatment'® 600 mg, or Placebo
Sebetralstat, an investigational oral plasma kallikrein inhibitor for on-demand treatment of HAE All attacks
attacks, met primary and key secondary endpoints in the phase 3, randomised, double-blind, 10 —
placebo controlled KONFIDENT (NCT05259917) trial and was well tolerated P-value vs P-value vs
9 placebo placebo
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In KONFIDENT, participants with HAE-C1INH (=212 years old) were randomised to 1 of 6 1 i
sequences to treat <3 attacks with oral sebetralstat 300 mg, 600 mg, or placebo
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Participants completed a Modified Generalized Anxiety Numeric Rating Scale (GA-NRS; “How ime from first study drug administration (hours)
anxious do you feel right now?”) from 0 (not at all anxious) to 10 (extremely anxious) at attack onset
and for 24 hours after to record levels of anxiety (Figure 1) Attacks rated moderately-to-extremely anxious
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Figure 2. Anxiety Assessments Time from first study drug administration (hours)

KONFIDENT (NCT05259917): Randomised, Double-blind, Placebo-controlled Phase 3 Trial

Sebetralstat 300 mg Sebetralstat 600 mg Placebo

GA-NRS, Generalized Anxiety Numeric Rating Scale; SE, standard error.

AUC

Attack treated with sebetralstat 300 mg, 600 mg, or placebo

» Confirmed diagnosis and AUC_,, were significantly reduced with either dose of sebetralstat compared with placebo

of HAE-C1INH (Figlj-rz 3)
* Aged 212 years
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baseline demographics and attack characteristics

Cohen’s kappa analysis was used to determine the agreement between time to =22-point reduction in
GA-NRS rating and time to beginning of symptom relief

LSM Change from Baseline
W
|

HAE-C1INH, hereditary angioedema due to C1 inhibitor deficiency; LTP, long-term prophylaxis; R, randomisation. 0
aParticipants receiving LTP were required to be on a stable dose for =3 months prior to screening.
Participants were randomised 1:1:1:1:1:1 to a treatment sequence using a permuted-block method, stratified by the use of LTP at enrolment.
: 1 4
Statistical Considerations
: : : -2 -
Outcomes were assessed in all attacks and attacks rated moderately-to-extremely anxious (baseline wk wx
GA-NRS score of 4-10) -
Pearson correlation was used to determine the coefficients between GA-NRS rating at baseline and .
* % * %
**k%*
**k%*

m Sebetralstat 300 mg m Sebetralstat 600 mg = Placebo
*P<0.05, **P<0.01, ***P<0.001
LSM, least squares mean.

Table 1. Participant Demographics and Disease Characteristics
All participants? Correlation of Reduced Anxiety with Time to Beginning of Symptom Relief

N=110 Participants who had attacks achieving beginning of symptom relief earlier (within 12 hours) had a
better chance to reach meaningful reductions in anxiety (22 points)

Age, median, years (IQR) 39.5 (25.0-49.0)
- Cohen’s kappa was 0.47 (moderate correlation)

Sex, female, n (%) 66 (60.0)
Race, n (%)

White 92 (83.6)

Asian 10 (9.1)

Black or African American 1(0.9) * In the phase 3 KONFIDENT trial, >40% of participants rated their anxiety

Other or not reported 76.4) as moderate to extreme at the time of treatment
Time since HAE diagnosis, median, years (IQR 12 (7-22 : _ _ _ _

J d (1QR) ( )  Greater baseline anxiety was most associated with greater attack severity
Medical history of anxiety, n (%) 8 (7.3) o _ _
* Sebetralstat significantly reduced anxiety compared with placebo,

Current treatment regimen, n (%) especially in attacks rated moderately-to-extremely anxious

On-demand only 86 (78.2)

On-demand + LTP? 24 (21.8) e Earlier times to beginning of symptom relief were associated with

greater reductions in anxiety

HAE, hereditary angioedema; IQR, interquartile range; LTP, long-term prophylaxis; N/n, number of participants.
In KONFIDENT, 7 Japanese participants treated 17 attacks with sebetralstat or placebo.

“Characteristics are reported for participants who experienced >1 treated attack. e An oral on-demand treatment option may enable faster treatment and
Of the 24 participants receiving LTP, 10 (42%) received berotralstat, 8 (33%) received lanadelumab, and 7 (29%) received CTINH. . .. § §
reduce anxiety levels of people living with HAE in Japan

Table 2. Attack Characteristics

Attacks rated

All attacks : References
moderately-to-extremely anxious

N=264 n=115 (46%)-
1. Lumry WR et al. Allergy. 2021;76(4):1188-1198. 8. Ruconest 2100 units powder for solution for injection.
Baseline PGI-S category, n (%)° 2. Hews-Girard J et al. Allergy Asthma Clin Summary of product characteristics. Pharming Group
e ’ Immunol. 2021;17(1):61. NV; 2014.
Mild 115 (43.6) 38 (33.0) 0 Borinort 500 1U sowder and solvent for infation/
Moderate 102 (38.6) 47 (40.9) 3. US Food and Drug Administration. The Voice of the - beriner powder and solvent for injection
' ' : : : : - infusion. Summary of product characteristics.
Severe/very severe 45 (17.0) 30 (26.1) Patient. Silver Spring, MD. Public Meeting: CSL Behring GmbH G - 2021
' ' September 25, 2017. Report Date: May 2018. enring tm ermany, -
. . https://www.fda.gov/media/113509/download. 10. Betschel SD et al. Allergy Asthma Clin Immunol.
0/.\b.,d,
Bal\s/lellne plooled attack location, n (%)>¢¢ 120 (45.5 81 (53.0 Accessed October 27, 2022. 2024,20:43.
UCOSa . .
Larynx/throat 3 ((3 0) ) 4 EB 5) ) 4. Yamamoto B et al. IRDR. 2023;12(1):35-44. 11. Riedl M et al. New Engl J Med. 2024;391(1):32-43.
Subcutaneous 142 (53.8) 86 (74.8) 5. Hide M et al. J Dermatol. 2025;52:256-269.
6. Firazyr 30 mg solution for injection in pre-filled
Time from onset of attack to first syringe. Summary of product characteristics.
© rom onset of attack 1o 1irs 41 (6-140) 45 (6-155) S . |
administration, median, minutes (IQR) Takeda Pharmaceuticals International AG
Ireland; 2022.
Baseline GA-NRS category, n (%)’ 7. Cinryze 500 IU powder and solvent for
Not at all anxious (0) 53 (20.1) N/A solution for injection. Summary of product
Mildly anxious (1-3) 93 (35.2) N/A characteristics. Takeda Manufacturing AG; 2022.
Moderately anxious (4-6) 65 (24.6) 65 (56.5)
Extremely anxious (7-10) 50 (18.9) 50 (43.5)
Acknowledgements
GA-NRS, Generalized Anxiety Numeric Rating Scale; IQR, interquartile range; N/A, not applicable; N/n, number of attacks; PGI-S, Patient Global Impression of Severity.
a0ut of 250 attacks with GA-NRS ratings at baseline. : e :
PBaseline PGI-S rating and baseline location are missing for 2 attacks in the sebetralstat 300-mg group. Me_dlcal ertmg Support was prOVIded under the
°Includes 2 attacks in the placebo group with a baseline PGI-S category of "None,” 1 of these attacks was in the moderate-to-severe anxiety subgroup. gwdance of the authors by Alexandra Murphy,
dAmong mucosal attacks, 8 involved the larynx: 2 attacks in the sebetralstat 300-mg group, 2 attacks in the sebetralstat 600-mg group, and 4 attacks in the placebo group. PhD. at ApotheCom. San Francisco. CA. USA. and Please scan this QR code to view
*Participants with multiple attack locations are counted once in each reported location. ’ p ’ g ’ ’ _ _
‘Baseline GA-NRS score was missing for 3 (1.1%) attacks. was funded by KalVista Pharmaceuticals. this poster after the presentation.
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