Burden of Hereditary Angioedema Attacks in Adolescents

Paula Busse!, Cristine Radojicic?, Maeve O’Connor3, Tim Craig#, Julie Ulloa>, Sherry Danese®, Vibha Desai®, Tomas Andriotti®, Paul Audhya®, Sandra Christiansen’

1The Mount Sinai Hospital, New York, NY, United States; 2Duke University School of Medicine, Durham, NC, United States; 3Allergy, Asthma, & Immunology Relief of Charlotte, Charlotte, NC, United States; “The Pennsylvania State University School of Medicine,
State College, PA, United States; >Outcomes Insights, Agoura Hills, CA, United States; °KalVista Pharmaceuticals, Cambridge, MA, United States; ‘University of California San Diego, La Jolla, CA, United States

Hereditary angioedema (HAE) is characterized by recurrent and unpredictable episodes of Respondents included 14 (15%) adolescents with an average age of 14 years and 80 (85%) Figure 4. Peak Attack Severity
subcutaneous or submucosal swelling, which are debilitating and potentially fatal adults with an average age of 44 years (Table 1) ek Attack | As seen in Figure 6, uncertainty as to whether they were experiencing an attack or believing
The onset of HAE symptoms typically occurs during childhood and may intensify significantly Respondents were predominately female (72%) and White (86%). A larger proportion of the ~ PeakAltack Severity that the attack would be mild were ranked as the primary reasons for not initiating treatment of
during puberty?-3 adolescent patients were male (64%) compared to adult patients (21%) Mild = Moderate = Severe m Very Severe the attack earlier (adolescents 21% and 29%; adults 31% and 13%)
Consequently, adolescents with HAE may face a substantial burden At the time of their most recent treated attack, 54% and 57% of adults and adolescents, Adolescents -—
_ _ _ _ respectively, were on non-androgen, long-term prophylaxis (n=14) : : - :
The current analysis examined the burden of HAE attacks in adolescent patients compared | | Figure 7. EQ-5D-5L Index Values Today and Last Treated Attack
to adults The duration of the last HAE attack for adolescents was median 2 days (IQR = 1-3 days) and Adults 15% A5%
for adults median 1 day (IQR = 1-2 days) (n=80) Adults Adolescents
Figure 1. Long-Term Prophylaxis at Time of Last Treated Attack (n = 51) Percentage of individuals experiencing attacks (n=80) (n=14)
Adults  Adolescents For attack severity, 78% of adolescents rated their last attacks as severe or very severe, 1-i 1-i
Long-Term Prophylaxis (n=43) (n=8) compared to 40% of adults (Figure 4 = |
People with Type 1 and 2 HAE were recruited between April and June 2023 by the US P ’ (Fig ) o0 o = 1
Hereditary Angioedema Association ., Lanadelumab _ S1% 63% 25% 29% of adolescent vs 5% of adult patients indicated they required emergency visit or 04 04 l
. . . = hospitalization for their last attack 0.2 0.2
The study aimed to recruit approximately 80% adults and 20% adolescents = SUbE;ttae?ZggsmT#brﬂgp “ B o 26% 13% g 0 | 0 l
al -0.2 -0.2
Participants completed a 20-minute, self-reported, online survey that asked about their last IS Berotralstat - 14% 9% 38% : : 0.4 l 0.4
treated HAE attack S | ) . Figure 5. Time to On-Demand Treatment 06 06
ntravenous Human
Participants were 212 years old and had to have treated 21 HAE attack within the prior 3 Esterase Innibitor NN 6% 2% 25% <Lhour ®lto<Zhours ®2to<Shours ®5to<Bhours =8 hours Today Las;;;ii‘ted Today Las;;;i‘i;‘ted
months using an approved on-demand therapy Among those on long-term prophylaxis at the time of the last treated attack, lanadelumab was s (ISSL') ﬂs‘éﬁ Ad(()rllezslcile)nts _ _ _ o _
Quality of life (QoL) was assessed at the time of the last treated attack and "today” (i.e., the most common treatment among adults, whereas adolescents were most often treated with g/ilgggcheQ(-)ESODES—)Sla_ti?\gEri\Z %‘i‘ :re1e72;1 t\;vaecrlf (rgggg'gg;ﬁltlg lrc:\V\elzirafr?als(e)%gnlggIinglslgngoégén;dults
current Qol), utilizing the EuroQol Five-Dimensions Five-Levels (EQ-5D-5L berotralstat (Figure 1 . o . ! BRASS R !
QoL) J Q (EQ ) (Fig ) 2 median = 0.68, IQR = 0.32-0.83) than patients’ current scores (adolescents, median = 0.94,
Descriptive analyses were performed Figure 2. On-Demand Therapy Used for Last Treated Attack > IQR = 0.68-1.0; adults, median = 0.94, IQR = 0.80-1.0)
Adults Adolescents é
On-Demand Therapy (n = 80) (n = 14) =
Table 1. Participant Demographics at the Time of Survey " . :
£ Recombinant C1 - 189 13% 500/ o
Adults Adolescents % ESteI‘aSG |nhlblt0r 0 0 0 19% 21% o
85% | n = 80 15% | n = 14 i ’
(85% | ) (15% | ) 9—5 PIIEa?ma Deirl\i/]_ebth1 - 15% 9% 50% Mean
Current Mean Age, (SD) 39.4 (17.4) 43.8 (15.0) 14.4 (1.5) o Sterase Inhibitor (SD) 3.8 (6.3) 3.2 (4.0) 7.7 (13.0) e T o el ek S est that the burden of HAE
© hours
Mean Age of Diagnosis, Years (SD) 18 (12.6) 20 (12.5) 6 (4.1) Ecallantide I 2% 3% 0% . _ : : . y . gg
Conder Not dpproved for patients under 18 years ol The median recorded time from attack onset to on-demand treatment was 4 hours (interquartile attacks may be d|sproport|onal Iy severe for adolescents
— L . range [IQR] = 2-5 hours) for adolescents and 2 hours (IQR = 1-4 hours) for adults (Figure 5)
Male 28% 21% 64% The initial on-demand treatment was most commonly icatibant (branded and generic) for adults Specifi cal |y the adolescents in our cohort repo rted hi g her
and recombinant C1 esterase inhibitor or plasma derived C1 esterase inhibitor for adolescents : - : : ’ _ _ _
Female 72% 79% 36% (Figure 2) Figure 6. Barriers to Treating HAE Attacks Sooner N anxiety, attack treatment delays, proportion of patients with
Race/Ethnicit anked 1s .
! y . . . _ it of Attack of Lact Treated Aftack e Adojescents peak attack severity as severe and very severe, emergency
Ite 0 0 0 Igure o. Initial site O daCK O aSl |reate aC . : : - - :
o . ) ) ) J Adults  Adolescents (n=71) (n = 14) visits or hospitalizations, and impact on QoL during attacks
Hispanic or Latino 9% 8% 14% (n = 80) (n = 14) | ¢ certain it |/ actual attack 31% 21
= = was not certain it was a real / actual attack ||| N || 3% 0 0
Black/African American 3% 3% % | thought the attack would be mild [ I 39% 13% 29% com p ared to ad u ItS
: . . Abdominal/Stomach _ 60% 58% 71% g 0 0 0
merican Indian or Alaskan Native 0 — 0 wanted to save my on-demand treatment for a severe attac 32% 0 —
s TR @7 AN e 2% S ., e e e e - ii Taken together, these findings suggest that adolescents with
Asian 3% 4% — c Peripheral _ 20% 21% 14% ! v ] w I 20% 0 - : .y
- - g ° g lwantedto avoidthe burming, stinging o pain with the jecton | 19% 4% - HAE may experience enhanced morbidity from HAE attacks
Other 12 12 B 9_- Face/Tongue - 10% 10% 7% _5 | did not want to / could not interrupt what | was doing || Gl 17% 3% 7% an d assoc | ated on _d eman d th erapy
HAE Type \2 E My on-demand treatment was expensive - 15% - —
=) 0 —— ) ] o . . . .
Type 1 81% 81% 70% Throat [l 6% 6% 7% 5 | waited to:eatun: t:e auéckfw:s e — L 10% ;; Our investigation would support expanding efforts targeted
Tvpe 2 19% 19% 210 Genital 0 e | wanted to avoid the pain of the needle ] 0 — 0 - - .
A _ 00 00 00 enitals l 3% 4% 0% | did not have a private place to administer treatment - 11% 1% 7% towards ImprOVIng the recognltlon and treatment Of HAE
L1 LB EI P8 1 EbE 2 2E 28 Over two-thirds of adolescents (n = 10) and 59% of adults (n = 47) reported that the last treated | did not have anyone to help me I 9% 3% - attacks among adolescents and alternatives to currently
Physician Diagnosed Depression, % 25% 26% 14% attack Originated in the abdomen | wanted to avoid the side effects of treatment [l 7% _ 14% 3 roved On-demand treatments
Physician Diagnosed Anxiety, % 30% 20% 36% o _ ] _ 0 _ 0 | had to go to the hospital / emergency center for treatment - 7% _ — p p
Symptoms spread from the initial site to another site in 28% of adults (n=22) and 43% of adolescents | did not feel well enough to prepare and administer the treatment [l 6% 1%
Days Since Last Treated Attack, Median (IQR) 14 (7,28) 14 (7,28) 14 (18,28) (n:6) 0 -
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