Real-World Attack Rate Reductions After Berotralstat Initiation Among Patients with Hereditary Angioedema with
Normal Cl-Inhibitor Stratified by Prior Long-Term Prophylaxis
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BACKGROUND AND OBIJECTIVES RESULTS
« Hereditary angioedema (HAE) is a rare genetic disease characterized by sudden, « The study population consisted of 311 individuals with HAE-nC1INH, including Table 1. Demographics and Clinical Characteristics Figure 4. Reductions in HAE Attack Rates After Berotralstat Initiation for LTP Naive
recurrent, and often painful swelling attacks involving the skin and mucous 212 LTP naive patients and 99 LTP experienced patients who met the eligibility ) . and Experienced Subgroups
membranes, which can be potentially life-threatening.! criteria (Figure 1). Characteristics SUL IV EXP_e”enced
. LTP nai g . g . Had £48.9 and 46.4 (N=212) (N=99) At 3 months, attack rates decreased 1-90 days
 Berotralstat is a targeted, once-daily, oral long-term prophylaxis (LTP) medication for nalve and experienced patients had a mean age or 48.9 an -+ Yyears, : . . .
patients in each group were treated by an allergist/immunologist Demographics Region, N(%) n'j;\':e ox eLr-irepnce d by 2.62@ attacks/month for LTP experienced patients —— (N=97)
« Evidence on HAE attack rates following berotralstat initiation among individuals (86.3% and 96.0%) (Table 1). Age, mean * SD [median], years 489 +17.3 [51] 46.4 +15.6 [47] P
- R i = - - ) , , South 102 (481) 45 (45.5)
ywth hormal C1 esterase inhibitor (HAE-nC1INH) stratified by prior LTP experience . Among LTP naive patients, mean HAE attack rates declined from 4.32-4 8] Fema|e, N (%) | 159 (75.0) 82 (82.8) . At € monthe. attack rates docroncod 51180 dave
s limited. attacks/month during baseline to 1.17-2.07 attacks/month across 90-day follow-up Patient weight, mean + SD [median], kg 84+ 21[82] 83+ 23 [79] Midwest 43 (20.3) 33(33.3) ' y
* This real-world study evaluated HAE attack rates among patients with HAE-nC1INH intervals (Figure 2). Healthcare practitioner specialty, n (%) West 35 (16.5) 10 (10.1) by 3.32 attacks/month for LTP naive patients T (N=159)
before and after initiating berotralstat stratified by prior LTP experience. - Among LTP experienced patients, mean HAE attack rates declined from 4.07-4.57 A”ergy/'m”?‘fm'ogy 183 (86.3) 95 (96.0) Northeast 27 (12.7) 10 (10.1) by 2.26@ attacks/month for LTP experienced patients X = (N=86)
attacks/month during baseline to 1.96-2.45 attacks/month across 90-day follow-up g;:se practitioner 5 ((Z?) ; g%)) Unknown 5 (2.4) 1(1.0)
i H er . .
intervals (Figure 3). =y . viaxis SD. standard deviati At 9 months, attack rates decreased 181-270 days
METHODS - HAE attack rate reductions were statistically significant in every 90-day follow-up [ONGTLerm prophylaxis, s, stahdard deviation. 2 .3.09 ttacks/month for LTP naive patients . N=T17)
_ _ _ interval compared to the baseline period for LTP naive and experienced patients . ] e . > P
« This retrospective study used Specialty Pharmacy data (December 15, 2020 — January 8, (Figure 4). Figure 2. Monthly HAE Attack Rates (Mean and Median) Before and After Berotralstat Initiation % by 2.10 @ attacks/month for LTP experienced patients ——i (N=74)
2024) from Optime Care, Inc., the sole dispenser of berotralstat in the United States. : Among Patients who were LTP Naive =
) P ' ' P * At 12 and 18 months, the mean monthly attack rate reduction (95% Cl) was 3.65 9 . 2.
« The follow-up period extended from the index date (the first berotralstat dispensing) (2.90, 4.39) and 2.75 (1.85, 3.66), respectively, for LTP naive patients and 1.81 (1.04, 2.59) ' 450 e 2 At 12 months, attack rates decreased 271-360 days
' ' ' iod: i nd 2.24 (1.29, 3.19) for LTP experien ien Il p<0.001) (Figure 4). 9 04{ 466 : : 4.65 )
to the last berotralstat dispensing date during the study period; no patient assessment and (129, 3.19) fo experienced patients (all p<0.001) (Figure 4) 5 5.0 450 439 S by3.65 attacks/month for LTP naive patients o (N=94)
data were collected after the final berotralstat dispensing. X 404 o 1.81 . .
Figure 1. Eligibility Criteria and Patient Disposition e by 1.81 $- attacks/month for LTP experienced patients —— (N=63)
Study Outcomes ' ' ‘i 3.01
_ _ ) _ >1 dispensing for berotralstat between £ 50| 2.07 - At 15 months, attack rates decreased 361-450 days
» Patients aged 12 years and older were categorized as LTP naive or LTP experienced December 15, 2020, and January 8, 2024 2 . 1.48 1.41 117 1.55 . " .
according to whether they self-reported using another LTP before initiating berotralstat. (first dispensing of berotralstat defines the S 10| O by 3.10 attacks/month for LTP naive patients B (N=76)
. . index date) 2 o > & e by 2.18 @ attacks/month for LTP experienced patients —— (N=57)
« Patient self-assessments of HAE attacks were collected from the onboarding N=1.919 0.0 . |
assessment at berotralstat initiation (based on prior 90 days) and from questionnaires > T 1-90 days 91-180 days 181-270 days 271-360 days 361-450 days 451-540 days
administered at each berotralstat refill. i . (N=207)e (N=159) (N=117) (N=94) (N=76) (N=60) At 18 months, attack rates decreased 451-540 days
>1 subsequent dispensing for berotralstat Patients with only Follow-up intervals oy 2.75 ttacks/month for LTP nai tient o (N=60)
. ; ; _ ; : ' ' . attacks/month for naive patients =
Megn and medlan monthly HAE attapk rates were evaluated in the 90-day baseline between the index date and January 8, 2024 1 berotralstat dispensing B Mean baseline attackrate B Mean follow-up attackrate ~ © Median attack rate y P
period and in each 90-day follow-up interval. N=1.746 by 2.24@ attacks/month for LTP experienced patients —— (N=48)
' . luded Reasons for sample size decrease in the next interval, n (%)2P
o The maximum rate of HAE attacks that patients could experience was assumed to > | i Pat'e"ts were excladaes a Discontinuation 24 (11.6) 12 (7.5) 5 (4.3) 9 (9.6) 2 (2.6) _ £ 4 392 10 1 2 3 4 5
be 1 attack per 2 days. Patients with ICD-10-CM diagnosis code® Patients with ICD-10-CM diagnosis code End of study 26 (12.6) 26 (16.4) 16 (13.7) 9 (9.6) 13 (17.1) _ “ - —_ Py
D84.1 as their primary diagnosis T78.3 as their primary diagnosis - - - - - - Lower r.a’ge' a 'ter Higher rate a t.e.r .
o0 Baseline HAE attack rates were calculated based on the 90-day attack rate (divided HAE, heredltary angloedema; LTP, long-term prophylaxis. @aThe sample S|ze‘for the 1-90 interval (N:207) was smallgr than the eligible study berotralstat initiation berotralstat initiation
) ) N=1.689 population (N=212) as 5 patients had =1 self-assessment of HAE attacks during follow-up but none during the first interval. POther reasons for sample . .
by three to yield a 30-day attack rate) from the onboarding assessment. The 30-day ! size decrease were no HAE attack report associated with dispensing in interval (0.0%-1.7%) and discontinuation and later re-initiation (0.0%-2.5%). Mean difference in monthly attack rate (95% Cl)

462 patients were excluded

baseline attack rate was used if the 90-day baseline attack rate was missing.
343 had <90 days of follow-up

Cl, confidence internal; HAE, hereditary angioedema; LTP, long-term prophylaxis. * Indicates p<0.05.

Patients with 22 berotralstat dispensings Figure 3. Monthly HAE Attack Rates (Mean and Median) Before and After Berotralstat Initiation

o In follow-up, the number of reported HAE attacks was the numerator, and the after exclusions 112 were enrolled in a pre-launch clinical : ) « el ..
denominator was the minimum of (a) the time from the previous berotralstat S trial/expanded access program Among Patients who were LTP Experienced Limitations
shipment date, or (b) 30 days. T 32 initiated berotralstat on Quick Start 6.0 « The presence of a berotralstat dispensing in the data does not indicate that the medication
and did not transition to PAP or Paid g 5l was consumed or taken as prescribed.
isti i Patients with =1 self-assessment of HAE attacks status, and had normal CI-INH levels i | - 459 4.07 4.26 423 429
Statistical Analysis in baseline and follow-up® and function X L0l ' « Prior experience with LTPs other than berotralstat was defined based on self-reported
. . . 7 were <12 years of age at index date” (T ' i i i i i i i
« Mean monthly rates of HAE attacks at baseline and in the follow-up period (segmented N=1.069 3 2 % 30 medication use, which could be subject to recall bias or incomplete reporting.
. . . . . . ? . b
into fixed 90-day intervals) were compared using mean differences, 95% confidence . > 213 245 505 504
. . : . . . > 758 patients were excluded e 1.96 : 1.97 : :
intervals (Cls), and p-values from generalized estimating equations (GEE) linear ) ot s 2.0
- : Patients without C1-INH deficiency based Patients with C1INH deficiency ) O O
regression models with robust standard errors. on laboratory measurements (HAE-CI1INH) or with undetgrmined )3 1.0 - O O ® © CONCLUSION
« The reasons for sample size decrease from one 90-day follow-up interval to the next N=311 F:?E;éﬁirsa;eei:&:\rﬁ'elige 00 B , _ ,
were reported using frequencies and proportions. 1-90 days 91-180 days 181-270 days 271-360 days 361-450 days 451-540 days This rea |—Wpr|q ?tUdy a mor.wg patients W'th HAE'nC] INH
. . . . . . . N=97)2 N=86 N=74 N=63 N=57 N=48
o Reasons for sample size decrease included berotralstat discontinuation (i.e.,, a gap in LTP LTP | ) | ) | Foll)ow-up interilals ) ( ) ( ) observed ~Ign IfICE! njt,.su.stamed reductions .| n HAE attack rates
days' supply of 260 days); end of study (i.e., patients reaching the end of the study naive experienced o Meon bosel ) o Mear fol ) et ) after berotralstat initiation regardless of prior LTP treatment
: : : : : , , ean baseline attack rate ean follow-up attack rate © Median attack rate .
pemogl, Jan. 8 202{+, W|thout eV|dehce of.d|sco'nt|nuat|on)., no HAE attack report N=212 (68%) N=99 (32%) histo ry.
associated with dispensing; and discontinuation then re-initiation. Reasons for sample size decrease in the next interval, n (%)2P
C1INH, C1 esterase inhibitor; HAE, hereditary angioedema; ICD-10-CM, International Classification of Diseases, Discontinuation 6 (6.2) 9 (10.5) 2 (2.7) 3 (4.8) 3 (5.3) _
10th Revision, Clinical Modification; LTP, long-term prophylaxis; PAP, patient assistance program. 2All patients . . . . '
REFERENCES in the data had either D84.1 (defects in the complement system) or T78.3 (angioneurotic edema) as their primary End of study 4 (4.) 4 (4.7) 10 (13.5) 3 (4.8) 7 (12.3) -
diagnosis; however, only patients with D84.1 as their primary diagnosis were included in the sample. 158 patients HAE, hereditary angioedema; LTP, long-term prophylaxis. @The sample size for the 1-90 interval (N=97) was smaller than the eligible study FUNDING
1. Betschel S, et al. Allergy, Asthma, & Clin Immunol. 2019;15(1):1-29. 2. Berotralstat [package insert]. Durham, NC: were excluded with no self assessment of HAE attacks in baseline or follow-up. ¢Berotralstat was only approved population (N=99) as 2 patients had =1 self-assessment of HAE attacks during follow-up but none during the first interval. POther reasons for sample
December 2025. 3. Powell J, et al. Ann Pharmacotherapy. 2022;,56(4):488-493. for patients aged 12 and older during the study period. size decrease were no HAE attack report associated with dispensing in interval (0.0%-2.1%) and discontinuation and later re-initiation (0.0%-1.2%). This study was funded by BioCryst Pharmaceuticals, Inc.
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