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Patient-Reported Injection-Site Pain and Treatment Satisfaction After Switching From Long-Term Prophylaxis
to Donidalorsen for the Treatment of Hereditary Angioedema: Results From the OASISplus Study
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* Hereditary angioedema (HAE) is a rare disease characterized by frequently severe,

o [ - - 12 Table 1. Patient Disposition and Demographics Figure 2. Injection-Site Pain Score at Baseline and Week 16 Figure 3. Treatment Preference at Week 16
potentially life-threatening attacks of tissue swelling 4 Safety and Tolerablllty
« HAE is most often caused by C1 inhibitor (C1INH) deficiency (HAE-C1INH-Type1) or Patients switching to donidalorsen 80 mg Q4W from: 5 - 17404 100 - 959 Prior LTP &=
dysfunction (HAE-C1 INH—TypeZ)3 Lanadelumab Berotralstat C1INH Total O 90% ’ B |Lanadelumab (n = 25)
- o o " "
- Donidalorsen is an investigational RNA-targeted antisense oligonucleotide that specifically Patients enrolled, n 32 11 22 65 < S Berotralstat (n = 10) * Donidalorsen had an acceptable safety profile
reduces prekallikrein production in the liver? Patients dosed, n 31 11 22 64 qdh_J % 80 790, mm C1INH (n = 20) e All injection_site reactions were mild or moderate
: : 3 b : .
* In the pivotal phase 3 OASIS-HAE study, donidalorsen 80 mg subcutaneously (SC) once Completed Week 16 5 i 5 O In severity
OrSE of treatment, n (%) 8 (88) 10 (91) 20 (91) 58 (89) 4 -
every 4 weeks (Q4W) or every 8 weeks (Q8W) significantly reduced HAE attack rate and ’ -0.2+0.3 i
improved patient-reported quality of life* Early termination, n (%) “ Baseline® “E’ g 60 - 4 . . - :
Lack of efficacy 3 (9) 0 1(5) 4 (6) < —— (on prior LTP) s = %\ In jeCthn-Slte Pain
9 QO
- Adverse event 1 (3) 0 0 1 (2 TS iy
StUdy DeSIgn L foll 1(3 0 0 1 (2) '&"" W Lanadelumab o S 40 - ' ' Pt ' :
ost to follow-up ©) @) - £ 3 B C1INH 22 » Patients reported improved injection-site pain over 16
_ _ Voluntary withdrawal 0 0 1 (5) 1(2) o ‘S W 2 weeks of donidalorsen treatment compared with the
Figure 1. Study Design Other (not dosed) 3 ; " 2 2l 2 @ Week 16 ox 20% baseline assessment on their previous injectable LTP,
0 £ | Xy . .
Study Week (donidalorsen 80 mg SC Q4W) ( Posttreatment ) Age, years, mean (SD) 40 (14) 46 (11) 41 (17) 42 (19) (7p) : % (Donldalorsen Q4W) d:J ; 89, 10% partICUIarIy =Inioi those preVIOUSIy treated
Screenin 0 4 8 12 16 20 24 follow-up 0 O, © 9 NN\ =~ ° 5% with lanadelumab
on prior 2 =) B [ ] | ] L] [ | [ ] L] period Age, years, n (%) — o = ) - n‘_U © 0% 0%
prophylaxis 28 32 36 40 44 48 59 (13 weeks) 12—-17 years of age 1(3) 0 3 (14) 4 (6) 8 0 - _ |
| (510 weeks) ] ] ] ] ] ] ] quatients N 218 years of age 30 (97) 11 (100) 19 (86) 50 (94) nv.’ Prefer previous No preference Erefer .‘ Treatment SﬂtleaCthn
At treatment donidalorsen -
ellglble Sex, n (0/0) (L) -
2‘)’(‘;62:;?2;&‘ e 17 55) 327) 5 27) 26 (@1) C1INH, C1 inhibitor; LTP, long-term prophylactic medication; Q4W, once every 4 weeks.
N y o - - - - - Patients reported improved convenience, effectiveness
_ - M ien 20 P ) .
Patients could switch to Q8W dosing after Year 1. ol 14 (45) 8 (73) 16 (73) 38 (59) 1 os’F patients preferred treatment with donidalorsen, regardless of their and global satisfaction scores on the TSQM-Il from their
Q4W, once every 4 weeks; Q8W, once every 8 weeks; SC, subcutaneously. Race,” n (%) previous treatment pre-switch assessment at baseline to Week 16 of
* |In the ongoing phase 3 OASISplus (NCT05392114) study, the Switch cohort included . . . . . treat ith donidal 30 4A\WN
_ : ; White 26 (84) 11 (100) 20 (91) 57 (89) . 0 0 reatment wit oniaalorsen mg Q
patients 212 years of age with HAE-C1INH-Type1 or HAE-C1INH-Type2 on stable doses of _ b Overall, 84% of patients preferred donidalorsen, with 66% expressing a | | |
lanadelumab. berotralstat, or C1INH for 212 weeks Multiple or other 5 (16) 0 2(9) 7 (1) strong preference — Prior lanadelumab: largest improvement reported in
. : : : : : sRace was self-reported by patients during screening. *Includes American Indian or Alaska Native, Asian, Black or 0 . . . convenience subscale
All patients switched to donidalorsen 80 mg SC Q4W with no washout period African American, Native Hawailan or Other Pacific Islander, multiple races, and other races. 2o n=31  n=415 n=29 » Patients most frequently selected the following reasons for their treatment _ Prior mprovements in all subscales
» Patients received the last dose of their prior long-term prophylactic medication (LTP) based C1INH, C1 inhibitor; Q4W, once every 4 weeks; SD, standard deviation. | preference: _ | |
on a prespecified algorithm as follows: » As of February 28, 2024, 58 of 64 dosed patients (89%) had completed Week O In the OASISplus study. =~ o | L . . . . — Prior C1INH: largest improvement reported in
Week 16 Of treatment C1INH, C1 inhibitor; ISP, injection-site pain; LTP, long-term prophylactic medication; Q4W, once every 4 weeks; SEM, _ Lanade'umab: LeSS |nJeCt|On_S|te pa|n or reactions Wlth d0n|da|orsen convenience SUbscale
— Lanadelumab: 14 £ 3 days before day 1 standard error of the mean.
— Berotralstat: 14 + 3 days after day 1 * Mean exposure to donidalorsen was 263 days » Overall, mean ISP scores decreased by 1.2 points after switching from prior - Better disease control with donidalorsen gﬂrgfjopuast'ﬁ.?g’ strongly preterred donidalorsen over their
— C1INH: 14 + 3 days after day 1 Table 2. Safety at Week 16 injectable LTP to donidalorsen — C1INH: Less time for administration with donidalorsen
» Endpoints included: Patients switching to donidalorsen 80 mg Q4W from: Figure 4. Global Treatment Satisfaction at Baseline and Week 16 ACKNOWLEDGMENTS
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iIndicating "no pain,” 5 indicating "moderate pain,” and 10 indicating “worst possible pain” Severity of TEAES, (%) - g - B | anade ]
. . . . . . L 7 - anadeluma
— Treatment satisfaction assessed by Treatment Satisfaction Questionnaire for Medication, - 5 (16.1) 6 (54.5) 6 (27.3) -f:,’ 2
version 2 (TSQM-||)5 at baseline and Week 16 ' ' ' 8 <@ E Berotralstat MAR has received research grants from BioCryst, BioMarin Pharmaceutical, CSL
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P . *TEAE is defined as any adverse event starting or worsening on or after the first dose of donidalorsen. POne patient Effectiveness Convenience Global satisfaction
o |f a patient preferred one treatment over the other, they were asked for a reason from a discontinued due to a series of cardiac failure and renal disorder TEAES, including serious TEAEs of heart failure "Baseline is defined as the last measurement on or prior to day 1. m
list and were given the option to choose “other” to give an open-ended response exacerbation and renal infarct, that were not related to the study drug. C1INH, C1 inhibitor; LTP, long-term prophylactic medication; Q4W, once every 4 weeks; SEM, standard error of the mean; TSQM-II, Treatment Satisfaction Questionnaire for Medication, version 2.
_ | C1INH, C1 inhibitor; Q4W, once every 4 weeks; SAE, serious adverse event; TEAE, treatment-emergent adverse . : : : : : : : 1. Riedl MA. et al. J Allerav Clin Immunol Pract. 2024:12(4):911-8.
. Data are shown from an interim February 2024 data cutoff event. TSQM-II scores for effectiveness, convenience, and global treatment satisfaction increased from baseline to Week 16 of donidalorsen treatment 2. Raasch ). ot al. World Allergy Organ J. 2023.16(6) 1 iy
. N fNA_ol : : : : o : _ : : : : - 3. Busse P, et al. J Allergy Clin Immunol Pract. 2022;10(3):716-22.
All injection-site reactions were mild or moderate in severity The side effect subscale of the TSQM-Il was not reported as there were too few patients reporting side effects (<5) at Week 16 to produce a reliable estimate 4.  Riedl MA. et al. N Engl J Med. 2024:391(1)-21.31.
5. Atkinson MJ, et al. Value Health. 2005;8 Suppl 1:59-S24.
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