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INTRODUCTION Table 2. Incidence and Severity of TEAEs Figure 3. Patient-reported Quality of Life (AE-QoL) and Disease Control (AECT) CONCLUSIONS

at OASIS-HAE Baseline and Week 24 in OASISplus

® Hereditary angioedema (HAE) is a rare, chronic disease characterized by frequently severe and potentially fatal attacks of Donidalorsen Donidalorsen _ |
tissue swelling'? 80 mg E%4W 80 mg %BW Baseline® mumm  Week 24 nan Baseline® mummmm Week 24 SNO\ANAN = |n this cohort of patients from the phase 3

OASIS-HAE study who continued in the open-label
extension OASISplus study:

= HAE is most frequently caused by either deficiency (HAE-C1INH-Type1) or dysfunction (HAE-C1INH-Type2) of C1 inhibitor
(C1-INH), which leads to kallikrein-kinin system dysregulation'

= Donidalorsen is an investigational RNA-targeted antisense oligonucleotide that specifically reduces plasma prekallikrein Related to study drug 16 (23.2) 2(14.3) 18 (21.7) 100- 100% 100%

Any TEAE 56 (81.2) 10 (71.4) 66 (79.5)
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= |mprovements in HAE attack rate in the

- If patients who received donidalorsen or placebo Q8W in OASIS-HAE were not attack-free for 28 weeks, they received

production in the liver* 60, 28+ 2 ©
Leading to discontinuation 0 0 0 -
= |n the phase 3 OASIS-HAE study (NCT05139810), donidalorsen 80 mg administered subcutaneously (SC) once every _ 24 %6 o o= Safety and Tolerability
4 weeks (Q4W) or every 8 weeks (Q8W) significantly reduced the monthly rate of HAE attacks vs placebo and improved Severity of TEAEs [ 80
patient-reported quality of life over 24 weeks* Mild 28 (40.6) 5 (35.7) 33 (39.8) S | _
® Here, we report interim results of patients from OASIS-HAE who subsequently enrolled in the ongoing OASISplus Mod 26 (37.7 4(28.6 30 (36.1 E ;’ —~y - Dofnltdalorillen Q4vat§ anthSW ?af? an ac.:CtepttabI.?h h
open-label extension (OLE) study (NCT05392114) oderate (37.7) (28.6) (36.1) - :,_,I 40- = g = Sg ety profile as ot the data CU4O , consistent wi e
Severe 2(2.9) 1(7.1) 3 (3.6) é c % < E 60 primary results of OASIS-HAE
Any serious TEAE 4 (5.8) 0 4 (4.8) 9 £ 4 2<
haek - Q. o
METHODS Related to study drug 0 0 0 3 é £ .§ § 40- o
= 9 50 g S ‘i icacy
. . . . L Q.
= Patients previously on placebo or donidalorsen in the phase 3 OASIS-HAE study (NCT05139810) received Leading to discontinuation 0 0 0 < 4 O
donidalorsen 80 mg SC per their original dosing schedule (Q4W or Q8W) over 52 weeks TEAEs in 25% of all patients E
O
)
o

donidalorsen Q4W in the OLE Influenza 12 (17.4) 2 (14.3) 14 (16.9) OASIS-HAE study were sustained in the OLE

= Primary endpoint: Incidence of treatment-emergent adverse events (TEAES) Nasopharyngitis 9(13.0) 4 (28.6) 13 (15.7) 0.
®  QOther endpoints: Upper respiratory tract infection 9 (13.0) 0 9 (10.8) Donidalorsen Q4W Donidalorsen Q8W Donidalorsen Donidalorsen Index PlaceboP o ] ) ]

- Time-normalized rate of investigator-confirmed HAE attacks per month (HAE attack rate) over Weeks 0-52 in OASISplus S 8 (11.6) 1 (7.1) 9(10.8) Q4W Q8W @’ Quality of Life and Disease Control

- Angioedema Quality of Life (AE-QoL) questionnaire total score® ' ' '

_ _ _ Sieelk ot 7(10.1 2 (14.3 9(10.8 n= 62 47 11 9 n= 46 46 9 9 14 14
- Well-controlled disease (Angioedema Control Test [AECT] total score =210)°® at Week 24 in OASISplus ack pain (10.1) (14.3) (10.8) = Patients, especially those who previously received
- !—l;?l\-i-Qlf)lj&éogl icore (?COI'G(?I 251 |25,tW|tz.h|gher SCOFlef.S Indlclitlngi ?friater QOL) at Week 24 in OAS'SpIUS COVID-19 7 (1 0. 1) 1 (7 1) 8 (96) ac\)/lllevsl?no(i)r’;gesgﬁgs-HAE study. °Index place.bo is a subgrolup of r?atients ir.1 the (.)ASISpIus donidalorsen Q4W group (ie, these patients received placebo in OASIS-HAE and initiated donidalorsen placebo in the OASIS-HAE StUdy, reported Clinica”y
e -OL questonnaire evaluales |§ea§e-speCI IC quality Ot lifte | | Injection site discoloration 4 (58) 1 (71) 5 (60) AECT, Angloedemaj Control Test; AE-QolL, At]gloedema Quality of Life Q.ue.stlonnalre; Q4W, or.mce every.4weeks; Q8W, once every 8 weeks; SEM, standard error of the rjwean.. meaningful improvements in qua“ty of Iife, and =90%
- HAE-QoL was not evaluated as an endpoint in the parent OASIS-HAE study; therefore, only index placebo patients had _ ® |n both dosing groups, patients reported clinically meaningful improvements from OASIS-HAE baseline in had well-controlled disease at Week 24 of treatment
a baseline assessment in the OLE prior to initiating donidalorsen Oropharyngeal pain 4 (5.8) 1(7.1) 5 (6.0) AE-QoL total score (reduction of =6 points)? at Week 24
" |nterim results are reported from a February 2024 data cut Nausea 3 (4.3) 2 (14.3) 5 (6.0) - Patients in the index placebo group also experienced clinically significant improvements from baseline in
; AE-QoL total score at Week 24 after initiating donidalorsen treatment (Q4W, 24 points)
Figure 1. Study Design COVID1%; coronavinus disease 2015 - - | i
c -19; coronavirus disease ; Q4W, every 4 weeks; Q8W, every 8 weeks; TEAE, treatment-emergent adverse event. [ By Week 24’ 290% Of patlents reported We”-ContrO”ed dlsease based on AECT scores
Study Week = Sixty-six of 83 patients (80%) reported TEAEs - All 14 patients previously on placebo in OASIS-HAE (index placebo group) reported well-controlled disease ACKNOWLEDGMENTS
[OASIS-HAE Q4W > OLE Q4W J‘ ﬁ ﬁ ﬁ ﬁ ﬁ ﬁ ﬁ - 95% (63/66) reported events that were at most mild or moderate in severity on the AECT
DASIGHAE G 3 OLE oW 2 55 5 3 5 0 A 4 2 s sk e 8 o - 73% (48/66) reported TEAES that were unrelated to the study drug o A Soenife Ol of Life: HAE-OoL o auhor thar the shucy aripera and ther aifcsand the OASienus OL=
] O ] [ ] [ = [fOHOW-UP period} ® No TEAEs led to treatment discontinuation igure 4. atlent-rep(_)rted =l I_C Qua Ity o Ele: -Qol. at editorial assistance were provided by Ryan éoleman, PhD, of Red Nucleus and
?Patients on a Q8W dosing schedule in OASIS-HAE who were not attack-free for 28 weeks received donidalorsen Q4W in the OLE. ® The most common treatment-related TEAEs were injeCtion-Site reactions (injeCtion-Site erythema, Base“ne and Week 24 IN OASISPIUS funded by lonis Pharmaceuticals, Inc. The OASISplus study was funded by

OLE, open-label extension; Q4W, once every 4 weeks; Q8W, once every 8 weeks. lonis Pharmaceuticals, Inc.

discoloration, pain, and pruritus) Baseline? IS Week 24 NNNNN\N\\N\
RESULTS . "
Figure 2. HAE Attack Rates by Study Visit
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Table 1. Patient Demographics and Disposition 11+ 3 7+3 227 DISCLOSURES
-+ Donidalorsen Q4W —~- Donidalorsen Q8W |—‘
Donidalorsen Donidalorsen 9 6+9 RT has received grants or research support from Astria, BioCryst, CSL Behring,
80 mg Q4W 80 mg Q8W © = N lonis, KalVista, Pharvaris, and Takeda; is a speaker for AstraZeneca, BioCryst, CSL
n=14 ¢ 0—- ‘l-g Behring, Grifols, GSK, Pharming, Sanofi-Regeneron, and Takeda; and has served as

Age, years, mean (SD) 38 (14) 30 (9) 37 (14) O 1004 a consultant for BioCryst, CSL Behring, KalVista, Pharming, and Takeda.

Age, years, n (%) S=s e + MAR has received research grants from BioCryst, BioMarin, CSL Behring, lonis,
12-17 5(7.2) 2 (14.3) 7 (8.4) oW 20 ) % KalVista, Pharvaris, and Takeda; consulted for Astria, BioCryst, BioMarin, Celldex,
=218 64 (92.8) 12 (85.7) 76 (91.6) L n = O CSL Behring, Cycle Pharma, Grifols, Intellia, lonis, KalVista, Pfizer, Pharming,

Sex, n (%) < 1 °>’ £ Pharvaris, Sanofi-Regeneron, and Takeda; and provided speaker presentations
Male 29 (42.0) 9 (64.3) 38 (45.8) T o -40- o 3 for CSL Behring, Grifols, Pharming, and Takeda. LB, KBN, ST, TL, and AY are
Female 40 (58.0) 5 (35.7) 45 (54.2) - E Q. o) employees of lonis and hold shares or options of lonis. DMC has received speaker

Race, n (%) = 0 £ G. 50— fees or consultancy fees from Astria, BioCryst, CSL Behring, Intellia, lonis, KalVista,
White 62 (89.9) 14 (100) 76 (91.6) o » -604 L] Pharming, Pharvaris, and Takeda.

Multiple/other? 7 (10.1) 0 7 (8.4) c 0 <

Study treatment exposure, days, mean (SD) 227.2 (80.3) 232.4 (92.3) 228.1 (81.9) _‘:U £ _804 L

Patients enrolled, n 69 14 83 O O

Patients dosed, n (%) 69 (100) 14 (100) 83 (100) o =

Patients who completed one year of study treatment, n (%) 5(7.2) 2 (14.3) 7 (8.4) > -100- RE FE RE N CES

Patients who terminated study treatment early, n (%) 2(2.9) 0 2(2.4) % I I I I I I I I I I I I I I 0-

Withdrawal by subject 2(2.9) 0 2(2.4) 0’ BL 4 8 12 16 20 24 28 32 36 40 44 48 52 OLE Index Index Index 1. Riedl MA, et al. J Allergy Clin Immunol Pract. 2023;11(8):2450-2456.¢6.
COVID-19—-related impact 0 0 0 > OASIS-HAE Donidal Donidal Donidal P b o ©
2Includes A.\merican .Indiar) or Alaska Native, Asian, Black or.African American, Nat?ve Hawaiian or Other Pacific Islander, multiple races, or “other.” = OASIS Ius OLE stud eriOd WeekS onidailorsen oniaalorsen oniaalorsen aceno 2. Raasch J, et al. World Allergy Organ J. 2023;16(6):100792.
COVID-19; coronavirus disease 2019; Q4W, every 4 weeks; Q8W, every 8 weeks; SD, standard deviation. p y p ( ) Q4W Q4W Q8W 3. Sinnathamby ES, et al. Adv Ther 2023;40(3):814-827.
B ' - igi ' ' ' idalorsen Q4\W in OASISPpI , - . .
Of 20 patients from OASIS HAE.who originally received donidalorsen Q8W, 6 adjusted to donidalorsen Q OASISplus Donidalorsen Q4W. n= 69 69 69 68 68 57 50 43 38 26 16 13 8 5 . 4. Riedl MA, et al. N Engl J Med. 2024:391(1):21-31.
OLE, and 14 continued with donidalorsen Q8W - OLE Donidalorsen Q4W by OASIS-HAE Index Group 5. Weller K, et al. Allergy. 2012;67(10):1289-98.
= All patients who received donidalorsen Q4W or placebo in OASIS-HAE received donidalorsen Q4W in the OLE Donidalorsen Q8W,n= 14 14 14 14 14 11 9 9 8 6 4 3 2 2 6. Weller K. ot al. J Allergy Clin fmmunol Pract. 2020:8(6):2050-2057.64
) ) BL was defined as the 56-day run-in period prior to dosing in OASIS-HAE. n= 62 47 40 28 5 5 17 14 ] ’ ’ ) ’ ) o
m As of February 2024, the OLE included 83 patlents BL, baseline; HAE, hereditary angioedema; OLE, open-label extension; Q4W, once every 4 weeks; Q8W, once every 8 weeks; SEM, standard error of the mean. 7. Prior N, et al. Health Qual Life Outcomes. 2012;10:82.
- Two (2%) terminated the study early, 81 (98%) were ongoing, and 7 (8.4%) completed 1 year of treatment ®  As of the data cutoff, both dosing groups experienced improvements in mean HAE attack rate from baseline in I-\ller%khgrlgdti?aer)? :nﬂiiggﬁﬁ;?dﬁAE-QoL, HAE Quality of Life Questionnaire; Q4W, once every 4 weeks; Q8W, once every 8 weeks. 8. Weller K, et al. Allergy. 2016;71(8):1203-9.
® Mean donidalorsen exposure was 228 days OASIS-HAE to the data cutoff in the OLE (Q4W, 93%; Q8W, 92%) = Among index placebo patients, HAE-QoL total scores improved by 22 points from OASISplus baseline
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