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Background Results

. Here_ditary angioedema_ (HA_E) is a rare _dis1ease characterized by recurrent and unpredictable attacks of tissue Table 1. Baseline Demographics and Characteristics Figure 6. Median Duration of the Longest Attack-Free Interval * In this post hpc gnalysis, donidalorsen improved !—lAE attack. rates by 90%—95% from paseline, including a
swelling that are potentially life-threatening 100% reduction in all laryngeal attacks, and provided a median longest attack-free period of at least 133 days
+ The most frequent cause of HAE is either deficiency (HAE-C1INH-Type1) or dysfunction (HAE-C1INH-Type2) <2 attacks/month >2-5 attacks/month >5 attacks/month 400 — 359.3 282.3 for all groups, regardless of baseline attack rate
of C1 inhibitor (C1INH), which leads to kallikrein-bradykinin system dysregulation'3 (n = 24) (n = 45) (n =14) %) (195.2, 363.9) (218.5, 362.9) » Donidalorsen had an acceptable safety profile; most TEAEs were mild or moderate in severity
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Figure 1. Donidalorsen Mechanism of Action Age, years, mean (SD) 33.6 (15.5) 37.9 (12.9) 39.9 (12.5) £ 30 : ' .
. e J Randomized, OASISplus: Stratified by
\ Donidalorsen (ASO) RNase H1 BMI, kg/m2, mean (SD) 27.9 (6.6) 28.1 (6.2) 25.6 (6.7) © = 300 132.7 .
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Figure created using BioRender (https:/www.biorender.com/). Male 14 (58.3) 23 (51.1) 1(7.1) -g g <2 attacks
ASO, antisense oligonucleotide; mMRNA, messenger RNA; PKK, prekallikrein; RNase H1, ribonuclease H1. ©c @© 100 ) > n=24
* Donidalorsen is an RNA-targeted antisense oligonucleotide that specifically and reversibly reduces plasma Female 10(41.7) 22 (48.9) 13 (92.9) 3 @ HAE Type: ®
o S : o HAE-C1INH-Type1
prekallikrein production in the liver* Race, n (%) = > 50 e '
. ) L : : o : 5 - -Type
g)é):lgr?cljo(r)sl‘,ggr;s indicated for prophylaxis to prevent attacks of HAE in adult and pediatric patients 12 years of White 23 (95.8) 40 (88.9) 13 (92.9) o 0
: <2 attacks >2-5 attacks >5 attacks >2-5 attacks
. . Multiple® or other® 1(4.2) 5(11.1) 1(7.1)
Figure 2. Overview of the OASIS-HAE Stud - =
g y aRac.;es represented included American_ Ipdian or Alaskan Nativ_e, Asian, Black or African American. " durati the | ¢ attack-froe int I g : od b 24 45 14 Stu dy Treatment StUdy Treatment = 45
Phase 3 OASIS-HAE Study (NCT05139810) BV bod s indox: SD. standard doviation 1 (o and write In an answer Q1. first quartie: Q3 third quartle. ®
Study Treatment Results - Among 83 patients who were dosed, 75 (90.4%) completed one year of study treatment « The median durations of the longest attack-free intervals were 359.3 days (<2 attacks), 282.3 days (>2-5 attacks), and 132.7 days (>5 attacks) N Donidalorsen 80 mg \\\ Donidalorsen 80 mg '
e Ni 0 i i %) di i i . . . or placebo Q4W or 9 Q4W or Q8W for
/\D_f\ Nine (10.8%) patients terminated the study early and 5 (6.0%) discontinued due to voluntary withdrawal Figure 7. Percent of Patients Who Were Attack-Free for 6 Consecutive Months From Weeks 4 to 52 /9 Q8W for 24 weeks A 1 year >5 attacks
; & D_\@/ @ Figure 4. Mean Percent Change From Baseline to Weeks 0-52 in HAE Attack Rate 100 — n=14
Donidalorsen 80 mg HAE Safety Quality Disease - £ 90 . M
or placebo Q4W or Attack Rate (Adverse Events) of Life Control % E E o 79.2 Effl Cacy
Q8W for 24 weeks 81% (Q4W) Acceptable 24.8-point (Q4W) 91% (Q4W) = 5 S "'u', 80 -
55% (Q8W) safety profile 19.9-point (Q8W) 74% (Q8W) X+l e c ] ]
reduction improvement in of patients 8 Sl, g e 70 = HAE monthly Median duration of % of attack-free
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2lmprovement in QoL is defined as a reduction in AE-QoL total score. I 8 _8 - ﬂ 50 42.9
®Well-controlled on the AECT is defined as a total score 210.° c ; -60 — ; 3 8
AECT, Angioedema Control Test; AE-QoL, Angioedema Quiality of Life Questionnaire; HAE, hereditary angioedema; Q4W, once every 4 weeks; Q8W, once - n o ; 40 . Low early
every 8 weeks; QoL, quality of life. g., ,8 E |2 treatment
| | . c o S5 30 79%
* In the pivotal phase 3 OASIS-HAE study (NCT05139810), donidalorsen administered subcutaneously (SC) ©C _gy_ s 9 discontinuation
once every 4 weeks (Q4W) or 8 weeks (Q8W) significantly reduced HAE attack rate and had an acceptable 'S > g © 20 — rates
safety profile* 2 % i
* Here, we report interim safety and efficacy of donidalorsen in patients from OASIS-HAE who subsequently c 2 ~100 — o = 10
enrol[ed in the open-label extension (OLE) cohort (NCT05392114) of the ongoing OASISplus study stratified by 8 g -945+15 —946+16 -90.5+25 S .
baseline HAE attack rate = = <2 attacks >2-5 attacks >5 attacks ®
-120 n= 24 45 14 Mild-to-moderate
- <2 >2-5 >5 TEAEs
Stu dy De s | g n attacks/month attacks/month attacks/month « From Weeks 4 through 52, the majority of patients with low (<2) to moderate (>2-95) attack rates at baseline remained attack-free for 6 consecutive months
n= 24 45 14 Table 2. Summary of Adverse Events
+ Patients previously treated with donidalorsen or placebo in OASIS-HAE received donidalorsen 80 mg SC Baseline was defined as the 56-day run-in period prior to dosing in OASIS-HAE.
according to their original dosing schedule (Q4W or Q8W) over 52 weeks in OASISplus OLE HAE, hereditary angioedema; SEM, standard error of the mean. <2 attacks/month >2-5 attacks/month >5 attacks/month
— If patients previously on donidalorsen or placebo Q8W in OASIS-HAE were not attack-free for 28 weeks « Over Weeks 0-52, mean HAE attack rates decreased by 95% (<2 attacks), 95% (>2-5 attacks), and 90% (>5 attacks) from OASIS-HAE baseline (n =24) (n = 45) (n=14) [ J No serious
(Weeks 16—24 in OASIS-HAE), they received donidalorsen Q4W in OASISplus OLE ] ] ] ] ] Any TEAE 23 (95.8) 40 (88.9) 12 (85.7) 75 (90.4) TEAES related to
+ In this post hoc analysis, patients were stratified by baseline attack rate (<2, >2-5, or >5 attacks/month) Flgure 9. Mean Percent Change From Baseline to Weeks 0-52 in HAE Attack Rate by Anatomical Location Related to study drug? 5 (20.8) 12 (26.7) S (35.7) 22 (26.5) donidalorsen
Figure 3 OAS'SplUS OLE Cohort ENENEE Baseline NN\ Week 52 (on donidalorsen) Leading to discontinuation 0 2(4.4) 0 2(2.4)
6.0 - Any serious TEAE 2 (8.3) 3 (6.7) 2 (14.3) 7(8.4) \ J/
StUdy DeSIQn = —87.3% + 3.0 Related to StUdy druga 0 0 0 0 C1INH, C1 inhibitor; HAE, hereditary angioedema; mo, month; Q4W, once every 4 weeks; Q8W, once every 8 weeks; TEAE, treatment-emergent adverse event.
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“Patients on a QW dosing schedule in OASIS-HAE who were not attack-free for 8 weeks (Weeks 16-24 in OASIS-HAE) received donidalorsen Q4W in the OLE. = 100.0% £ NC | \ — “ Upper respiratory tract infection 3 (12.9) 4 (8.9) 3(21.4) 10 (12.0)
OLE, open-label extension; Q4W, once every 4 weeks; Q8W, once every 8 weeks. | | N COVID-19 3 (1 2.5) 4 (8.9) 3 (21 .4) 10 (1 2.0)
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