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Introduction Results

» Hereditary angioedema (HAE) is a rare disease characterized by painful and potentially Table 1. OASISpIus OLE Cohort Patient Disposition  After Year 1, 13 (19%) patients changed from Q4W to Q8W dosing, resulting in a total of 27 patients in the Q8W group at Year 2 Figure 4. AE-QoL Total Scores in the OLE Cohort
Ilfe-t.hreatenlng_j attacks ot t|s§ue swelling’ | | | and Baseline Demographics — Four pat.ients changed from Q8W to QfIW dosing, resulting in a total _of 73 patients in the Q4W group B Bascline® TN Year 1 & Year 2
» Donidalorsen is a prekallikrein messenger RNA—targeted antisense oligonucleotide approved for — One patient who changed to Q8W dosing reverted back to Q4W dosing 29.2+27 311439
rophylaxis to prevent HAE attacks in adults and adolescents? Q8w Total : : : 60 - ' | —
SEPIE . | . (n=14) (N =83) Table 2. Summary of Adverse Events Categorized by Dose at the Time of the Event in the s 281 £ 21 267540
* In the pivotal phase 3 OASIS-HAE study (NCT05139810), donidalorsen administered : , 5 | |
subcutaneously (SC) once every 4 weeks (Q4W) and once every 8 weeks (Q8W) demonstrated Patients who completed 2 years, n (%) | 56(81) | 14(100) | 70 (84) OASISplus OLE Cohort 3= 0.
acceptable safety, reductions in HAE attack rate, and improvements in quality of life and disease RS (e el (el e, 0 450, T 0
control for 24 weeks3 Voluntary withdrawal 6 (9) 0 6 (7) o -:_l
+ Following OASIS-HAE, the phase 3 OASISplus study (NCT05392114) is assessing the long-term f:;/lf;sfee:f\i/cean; > (()7) 8 > (()6) TEAES leading to discontinuation 5(7) 0 5 (6) g 8 20- R ——
safety and efficacy of donida!orsen 80 mg SC Q4W or Q8W among patients whq continued | Pregnancy H T - ) Treatment-related TEAEs 28 (38) 4 (15) 30 (36) 0 \ \ e
treatment (open-label extension [OLE] cohort) or in an independent cohort of patients who switched Age, years, mean £ SD 38 (14) 30 (9) 37 (14) Leading to discontinuation 4(5) 0 4 (5) < . NNNNNNNY ey . ]
from their prior long-term prophylaxis to donidalorsen Q4W Aée,categ(;ry yea;s o (%) Any serious TEAEs 9 (12) 0 9 (11) Donidalorsen Q4W Donidalorsen Q8W
: : : . : : : gory, , N {70 n= 73 58 48 27 14 19
— At Ygar 1, patients in both.the O_LE a_nd Switch cohprts maintained reductions in HAE attack rate 12-17 5 (7) 2 (14) 7 (8) Related to study drug 0 0 0 ook 0 n the OASIS-HAE stuy.
and |mprovements in qua“ty Of ||fe Wlth no Safety Slgna|S4’5 18—39 32 (46) 10 (7 1) 42 (5 1) Deaths 1 (1) 0 1 (1 )b AE-QoL, Angioedema Quality of Life Questionnaire; HAE, hereditary angioedema; OLE, open-label extension; Q4W, once every 4 weeks; Q8W, once every 8 weeks; SEM, standard error of the mean.
— After completing the first year, patients entered an extended treatment period where they could 40-64 31 (45) 2 (14) 33 (40) Related to studv dru 0 0 0 » Overall, patients reported clinically meaningful improvements (26 points)® in mean AE-QoL total score
y drug
change between Q4W and Q8W dosing >65 1(1) 0 1(1) Treatmentrelated TEAES in 25% of total batient at Year 1 and Year 2 compared with their baseline in OASIS-HAE
. ) : : 0 rea. m?n -rg ae SiN=y7% o1 0% pauems — Similar improvements from baseline in AE-QoL total scores were observed in patients from both
Here, we present 2-year safety and efficacy results from the OASISplus OLE cohort of patients who Sex, n (%) Injection-site erythema 6 (8) 0 6 (7) the QAW and Q8W dosing groups by Year 2 (Q4W, 29.2: Q8W. 31.1)
received donidalorsen 80 mg SC Q4W or Q8W |I\:/Ier;nale 4218 (22) g (22) 4312 (ig) ALT increased 2(5) @) 5(6) g groups by , 9.4, , 31.
Racz en (%) (42) (64) (46) Injection-site discoloration 5 (7) 1(4) 5 (6)
’ o . . . .
Study Design White 62(90) | 14(100) | 76(92) T Pl o - !
American Indian and/or Alaska Native 3 (4) 0 3(4) njection-site pruritus (5) ()
ASi an 1 (1 ) O 1 (1 ) PEatiek?ts whto_ changttedddos(ijng tc;Iou:jd be cou_nted ;Jhnq[er l:;_othttreatment groups g[dt?lni(;l_alors??hBO mg tQ4W and Q8W).
= n a a_c. event IS counted un _er e ose regimen that patients were receiving a etme o e event.
Flgure 1' StUdy DeSIgn for the OASISpIus OLE COhort Blac.k or African American 1 (1) O 1 (1) /-\Sth,CIadI:n(ijr?:Zg?nztr:tmus(tgrglggsg?_aé%S(Senn-(l)z;l;reelaetggr?;igerlm;athZW, once every 4 weeks; Q8W, once every 8 weeks; TEAE, treatment-emergent adverse event. ° Donidak)rsen treatment demonstrated an
Year 1 S — Multiple 1(1) 0 1(1) « Most (83%) TEAEs were mild or moderate in severity, and 30 (36%) patients reported treatment-related TEAEs acceptable long-term safety profile with no
: e 1) O 0 — One death (suicide) occurred during the study and was deemed by the investigator as not treatment related new safety signals for 2 years
Extended treatment perlod aPatients could select “Other” on the clinical report form and write in an answer. . . .
OLE, open-label extension; Q4W, every 4 weeks; Q8W, every 8 weeks; SD, standard deviation. « Serious TEAEs were reported in 9 (11%) patients; none were considered study drug related — Patients experienced a 95% reduction
: : : . : i - . . . . overall in HAE attack rates compared with 0 - - :
Donidalorsen Donidalorsen ) Patients A total of 83 (Q4W, 69; Q8W, 14) patients completed OASIS-HAE and Figure 3. Percent Change From Baseline (in OASIS-HAE) in Monthly HAE Attack Rate . - P 84% of patients  Mild to No serious
enrolled in the OASISplus OLE cohort their baseline in OASIS-HAE; a total of 13 completed moderate TEAEs related
80 mg Q4w 80 mg Q4 n P in the OLE Cohort ' i through Year 2 TEAE to donidalorsen
" - ca . Twelve (14%) patients discontinued during the 2-year study: 6 (7%) due patients changed to Q8W dosing _ through Yea S © donidalorsen
O?ASOIYSerH;oET continue to voluntary withdrawal, 5 (6%) due to an adverse event, and 1 (1%) due -0~ Placebo -+ Donidalorsen Q4W ~>- Donidalorsen Q8W — The reduction in HAE attack rates was =
; to pregnancy -e- Donidalorsen Q4W (OLE sustained during 2 years of donidalorsen Icacy
Donidal Donidal AL " - - 25 i (OLE) ' Reduction of Clinically significant
BNy Uonidalorsen onidalorsen ) — Additionally, 1 (2%) patient completed Year 1 but did not consent to ) | treatment regardless of dosing frequency monthly HAE attack improi’,en?en Lo
80 mg Q8W 80 mg Q8W after Year 2 continue the extended treatment period with flexible dosing (Year 2) of c 2 - Patients maintained a clinically meaningful rate vs baseline quality of life over
the study and was not counted as a discontinuation O & e improvement (26 points)® in AE-QolL total 0w aew 2 years of treatment
“— 0 . . .
| | - : - - o © = | o scores from their baseline in OASIS-HAE
e s B o s B s ey W Y oo S i S0 bt Figure 2. Flow °(f) EE“S"I:S ':‘ the OASISplus Dw @ 25\ T through Year 2 of OASISplus, regardless of Qaw - aew
® . :
 Eligible patients were 212 years of age with HAE-C1 inhibitor (C1INH)-Type1 or HAE-C1INH-Type2 onor | S :'é '2 o '\‘ dosing frequency
and completed 24 weeks of the OASIS-HAE study or had 25 HAE attacks per month, in which SARiEpils B REREIE e G- 25 0 -50- \ * These data support the long-term use of
case they could enter the OLE study early and receive donidalorsen Q4W g cE - - Y donidalorsen 80 mg Q4W and Q8W in
- - - : : - { = 0 | Y L patients with HAE and demonstrate the ~ ) | AE-Qol ,
— Through Year 1, patients received donidalorsen Q4W if they had received donidalorsen or o @ -75 ! s e .

. ) . . . . . © ] \ * N feaS|b|||ty of tranSItlonlng to Q8W dOSIng IN AE-QoL, Angioedema Quality of Life Questionnaire; HAE, hereditary angioedema;
placebo Q4W in OASIS-HAE; patients received donidalorsen Q8W if they had received Discontinuations (n = 8) Q [~ 21 AR L. . some patients Q4W, once every 4 weeks; QBW, once every 8 weeks; TEAE, treatment-emergent
donidalorsen or placebo Q8W in OASIS-HAE, unless they experienced an HAE attack within the - Voluntary withdrawal (n = 4) p -100 A — . I' — ' » —8= il 2 ad_het- . 4 P == = ‘a8 P adverse event
I(gjt/\? .weg’lz\sé Icg Cl)ASIS-HAE (Weeks 16—24), in which case they were assigned to donidalorsen : Qfe"ger:z]if;"(a:tz(q; 3) O b D D0 O gk X DN A D D Ao D N R G ® P @AV AR P P b P, O™

in plus
— After completing 1 year of treatment, patients could change dosage to donidalorsen Q4W or :::;':t:gts:g:geft\tfgar1 p OASIS-HAE study OLE study m ACKNOWLEDGMENTS
Q8W and were allowed to revert back to their prior dosage after changing continue (n = 1 Study period (weeks) b CEEETRER D O e o R e T e e,
e The primary endpoint was the incidence of treatment-emergent adverse events (TEAES) Placebo, n = 19 19 19 19 18 17 16 2. Earvsrz:;(a;ri(s;ni?s]!g:smear][?_on of Red Nucleus and funded by lonis Pharmaceuticals, Inc. The OASISplus study was funded by lonis Pharmaceuticals, Inc.
- Additional endpoints included the following: Discontinuations (n = 4) p Doni80 mg Q4W, n= 44 44 44 44 44 43 43 69 69 68 68 68 68 68 68 66 65 62 61 61 61 55 54 53 53 53 56 55 55 53 51 50 50 Carlsbad, CA:?oniS '
» Voluntary withdrawal (n = 2) Doni 80 mg Q8W, n= 20 20 20 20 20 20 19 14 14 14 14 14 14 14 14 14 14 14 14 14 14 19 20 21 21 21 18 19 18 19 20 20 20 Pharmaceticals, Inc.; 2025.
- The time-nOrmaIized rate Of inveStigator_Conﬁrmed HAE attaCkS per month for 2 yearS * Adverse event (n B 2) HAlz)r:tI kr tmtg h tim ninti Iculated and nted under the dosing regimen that th tients were on at the onset of the event. Patients who changed dosing regimen could be counted under both treatment groups 3. Ried| MA, ot al. N Engl J Med. DULNE I ESEeel el o GOl ey e fron Aeii, ShoCrysl, e [Eeing, Inisle, e, [Keliisty, s
. . . . . . . Q8w The SAng_Ha :Easti&c]i(;/ is ingiggted E; Srg;/ir?ad?ng. couinted nder the dosing regimen that the patients were on at Ine onset of the event. Fatients who chang greg groups. 2024;391(1):21-31. P_harvaris, and Take_da. RT h.as rec.eived honoraria_and/o_r researph grant support from_ ADMA, ARS, Astraaneca, Astria,
— AnglOedema Quallty of Life Questionnaire (AE'QOL) total score at baseline (ln OASIS-HAE) and n =14 Doni, donidalorsen; HAE, hereditary angioedema; OLE, open-label extension; Q4W, once every 4 weeks; Q8W, once every 8 weeks; SEM, standard error of the mean. won Lty R GEL o St AN BioCryst, CSL Behring, Eli Lilly, Grifols, GSK, Intellia, lonis, KalVista, Novartis, Pharming, Pharvaris, Sanofi-Regeneron,
Year 1 and Year 2 (In OASIS |US) _ . . . . . 2926i191592079- and Takeda. LB, KBN, ST, TL, and AY are employees of lonis and holds shares or options in lonis. MAR has received
p ([;ig\p;vosition shown here is based on the patient's index treatment group and does not account for changing between Q4W and ° PatlentS WhO entered OAS'SpIUS malntalned a 950/0 redUCt|0n Overa” from basehne N HAE attaCk rates throughout the S. ;(;‘Zﬂg:g)g;;;;_“!g"gy researlf[:hdgfran;\SDt;og A:t:l?, BéQCéyst,t BBI(_)MMarm PFtlﬁlrmaceutIt(.;al,I CCSIIICIIBehrg]gI,_IEterI]h.a, Iorc1:|s, IKalla\r/]lsta, Pf&_}ar_l\c/alrlsi atnlcli_ TalkeQa;
* Interim 2-year results are reported from a January 2026 data cutoff HAE, %re?:zist.ary angioedema; OLE, open-label extension; Q4W, once every 4 weeks; Q8W, once every 8 weeks. 2-year OLE in both dOSing groups (Q4W, 95%; Q8W, 93%) 6. Weller K, et al. Aller.gy. &(;T\jiust:, N(()):/artis, gﬁar;tfg’,, Sﬂa:\),/asri,s, gani?iTRega;rligi?;z’Taﬁedz);(;nd pro\e/idrér:jgépe);ckzr przrsn;r?{atignz?cé)rnB?Og,iyg:ls,
2016;71(8):1203-9. CSL Behring, Grifols, Pharming, Pharvaris, and Takeda.
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