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Background and Objectives

 Itis estimated that 2000-3000 individuals in Japan are living with HAE, only 20% of
whom have a confirmed diagnosis’™3

« On-demand treatment (OD) should be administered as early as possible? because
treatment delays are associated with increases in attack duration and severity'# and

declines in HRQoL

« Patients often delay the administration of OD,2° with treatment-related anxiety
contributing to the delay*

« The present analysis of patients with HAE from Japan sought to:

— Describe the impact of delaying OD on clinical outcomes
— Understand the barriers to the timely administration of OD

— Assess the prevalence of and reasons for anxiety surrounding OD administration

Yamamoto B, et al. Intractable Rare Dis Res. 2023;12(1):35-44. 2Hide M, et al. Allergol Int. 2021;70(1):45-54. 3Honda D, et al. J Allergy Clin
Immunol. 2024;153(1):42-54. “Christiansen S, et al. Ann Allergy Asthma Immunol. 2025;134(5):570-579.e4. °Hide M, et al. J Dermatol.
2025;52(2):256-69. HAE, hereditary angioedema; HRQoL, health-related quality of life.



Methods

« 25-Minute, online survey
* Recruiter: HAE Japan (HAEJ)

« Recruitment period: September 2024 to January 2025

Eligibility criteria Assessments

 Aged 212 years .
 HAE-type 1 or -type 2 .

» Attack treated with an approved OD in the
past 6 months

* No current or past (<6 months) clinical trial
participation .

Demographics and comorbidities
Attack history

Characteristics of last treated attack (eg,
LTP use, location, severity, timing of OD)

Reasons (barriers) for delaying OD

Level of anxiety surrounding OD
administration

OD-related side effects

HAE, hereditary angioedema; LTP, long-term prophylaxis; OD, on-demand treatment.



Demographic, Disease, and Attack Characteristics

« All 17 respondents were adults
* Most (71%) used icatibant as OD

Demographics and disease characteristics

Age, mean (SD), years 41.7 (14.7)
Age at diagnosis, mean (SD), years 26.1 (14.5)
Female, n (%) 13 (76)
HAE type, n (%)
Type 1 12 (71)
Type 2 3(18)
Type 1 or type 2 2(12)
Presence of comorbidities, n (%) 8 (47)
Attacks in the prior year, median 4 (1-30)
(range), n
Patients who treated every attack in 10 (59)

the prior year with OD, n (%)

Characteristics of the last treated attack

LTP status, n (%)

| LTP+OD 13 (76)
OD only 4 (24)
OD administered, n (%)
| lcatibant 12 (71)
Plasma-derived C1INH 5 (29)
Received OD at emergency unit, n (%) 7 (41)
Attack location, n (%)
|  Abdomen/stomach 10 (59)
Periphery/trunk 5 (29)
Face/throat/tongue 2(12)
Self-administered OD, n (%) 11 (65)
Attack severity, n (%)
| Mild 8 (47)
Moderate 7(41)
Severe 2(12)

C1INH, C1 esterase inhibitor; HAE, hereditary angioedema; LTP, long-term prophylaxis; OD, on-demand treatment; SD, standard deviation.



Time to OD Prolonged Even Among Those Who Reported
Treating Early

« When asked whether they had treated their last attack “early” or “late,” 76% (13/17) stated,
“| treated the attack early”

Mean (SD) time to OD
Overall population (N=17) 5.8 (12.2)

Subgroup who said they treated early (n=13) 5.0 (13.0)

Time to treatment among respondents who stated

38% “I treated the attack early”
(n=13)
23% 23%
8% 8%

(n=93) (n=3) (n=3) (n=1) (n=1)

h, hour; OD, on-demand treatment; SD, standard deviation.



Attack Duration Increased as the Time to OD Increased

* Mean (SD) attack duration: 1.6 (1.1) days

Time to initial OD (N=17)

<1h 1to<2h 2to<5h 5to<8h 28
(n=5) (n=3) (n=5) (n=2) (n=2)
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2.5 A

Mean * SD attack
duration, d
=
(2]

o
U

o
o

d, day; h, hour; OD, on-demand treatment; SD, standard deviation.



Most Common Barriers to Early OD Were Attack and
Treatment Related

Patients appeared to delay treatment as they balanced the burden of attack with burden of
administering treatment

Respondents who did not treat their last attack early
(n=13)

I thought the attack would be mild 92%,
| was not certain it was a real/actual attack 85%
| wanted to avoid the burning, stinging, or pain of the injection 46%
| wanted to avoid the pain of the needle 38%
| did not have my OD with me 31%

| waited to treat until the attack was severe 31%

| wanted to avoid the side effects of treatment 23%
| did not want to/could not interrupt what | was doing 15%
| had to go to the hospital/emergency center for treatment 15%
| did not have a private place to administer OD 8%

| wanted to save my OD for a severe attack 8%

OD, on-demand treatment.



More Than Two-Thirds of Patients Felt Anxious About
Administering OD

Extremely anxious

Moderately anxious

Mildly anxious

Not anxious

Anxiety score
Mean (SD)
Median (IQR)

29%

2.8(2.8)
2.2 (0-5.5)

Uncertainty whether OD would work 000 42%
Worry about symptom rebound T 33%
Anticipating burning or pain from the injection [T 33%
Uncertainty about how long OD would take to begin working [ 259%
Anticipating side effects from the injection T 25%
Need to use a second dose to manage the same attack | 17%
Process of preparing OD - 17%
Uncertainty whether attack would become severe enough to treat - 17%
Fear of needles || 8%

Finding a private place to administer OD
Desire to not “waste” OD if the attack is less severe than thought

Cost of OD

. 8%
. 8%
8%

aPer the Generalized Anxiety-Numeric Rating Scale: 0, not anxious; 1-3, mildly anxious; 4—6, moderately anxious; 7—10, extremely anxious.

IQR, interquartile range; OD, on-demand treatment; SD, standard deviation.




Burden of HAE Extends to Caregivers

35%
(6/17)

67%
(4/6)

21.7
(26.8)

Percentage of respondents who required caregiver assistance to
manage the last treated attack

Percentage of caregivers who had to take time away from their
daily activities/responsibilities to assist with the last treated
attack, according to respondents

Mean (SD) number of hours that respondents estimated
caregivers devoted to helping them with the last treated attack

HAE, hereditary angioedema; SD, standard deviation.



Conclusions

« Most (71%) Japanese patients participating in this survey used icatibant as their OD

« Additionally, most (71%) survey respondents did not promptly administer OD after attack
recognition, and treatment delays generally prolonged attack duration

« Among those who considered themselves to have administered treatment early, the
mean time to OD was prolonged at 5.0 h

« Patients appeared to delay treatment as they balanced the burden of attack with burden
of administering treatment

« Most (71%) patients felt anxious (29% moderately or extremely) about administering OD,
and more than one-third reported the needle/injection as a barrier to early treatment

« To improve outcomes, there is a need to address the barriers to early OD administration

h, hour; OD, on-demand treatment.
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