Phase 1/2 results of nivudirsen (BMN 351), an antisense oligonucleotide for
exon 51 skip-amenable Duchenne muscular dystrophy
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Introduction Methods

= Duchenne muscular dystrophy (DMD) is caused by a severe = Nivudirsen (BMN 351) is an antisense oligonucleotide (ASO) = Cohort 1A (n = 3) received single ascending doses of intravenous nivudirsen (0.6, 1.5, 3, and 6 mg/kg). Then,
deficiency in the level of dystrophin protein designed to restore the open reading frame by inducing cohorts 1A and 1B (n = 3 each) received 6 mg/kg once weekly, cohort 2 (n = 6) received 9 mg/kg once weekly,
skipping of exon 51 and cohort 3 (n = 6) received 12 mg/kg once weekly (Figure 1)
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Cohort 1 participants received 6 mg/kg through week 73 and then were eligible to escalate to 9 mg/kg.
aThe sixth and final participant enrolled in the 12 mg/kg cohort after the data cutoff of 23 March 2026.
QW, once weekly.

Results

= The mean + standard deviation age of enrolled participants was Figure 2. Nivudirsen demonstrated dose-dependent = Absolute values and the change from baseline for creatine kinase suggest there is
7.0 + 1.5 years (Table 1) exon skipping in all participants decreased muscle damage following nivudirsen treatment (Figure 5)
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= Nivudirsen 6 mg/kg and 9 mg/kg prevented functional deterioration when compared to
o . historical matched controls. The disease stability was retained beyond the 1-year-controlled
* Nivudirsen demonstrated a manageable safety profile (Table 2) 87 LC-MS time point at 6 mg/kg and will continue to be monitored up to 1.5 years as part of the

= All treatment-related adverse events (AEs) were grade 1 or 2 ongoing study. Functional readouts at both doses will continue to be measured as part of
the long-term extension study (Figure 6)

BMI, body mass index; NSAA, NorthStar Ambulatory Assessment; QW, once weekly; SD, standard deviation. a dose_dependent manner
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— There were 3 unrelated serious AEs (grade 3 influenza,

Figure 6. Nivudirsen prevented functional deterioration compared
with matched natural history comparators for A) NSAA total score,
B) 6MWD, and C) SV95C

appendicitis, and viral gastroenteritis)

— No AEs caused permanent dose discontinuation
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