DYNE-101 Targets the Underlying Cause of DM1 to Enable

Multi-system Functional Improvement in the ACHIEVE Trial
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BACKGROUND METHODS

* Myotonic dystrophy type 1 (DM1) is a rare neuromuscular disorder with multisystem presentation. It is caused by * ACHIEVE is a global, randomized, placebo-controlled study evaluating once per two months or more frequent intravenous administrations of z-basivarsen in adults
expansion of CTG repeats in the 3’ untranslated region (3'UTR) of the dystrophia myotonica protein kinase (DMPK) gene. (18—49 years) with DM1. It consists of a multiple ascending dose (MAD) period (24 weeks), an open-label extension (OLE) period (24 weeks), and a long-term extension (LTE)
MRNA transcribed from the mutated gene forms hairpin-loop structures that sequester splicing regulators into toxic period (96 weeks).57

nuclear foci. This leads to widespread dysregulation of RNA splicing (spliceopathy) that drives the multisystemic

clinical manifestations. -3 — In the MAD portion of ACHIEVE:

* No disease-modifying therapies are available, limiting treatment to symptom management.# - g?}v r;aeriii;i[igg\j\sl]fe;zi\r/r?g/fébgzivv\?’r:ig gfgo;z/fli(\ée gg\;\e/;ir;t doses/dose regimen cohorts (1.8 mg/kg every 4 weeks [Q4W], 3.4 mg/kg Q4W or every

’ iglnesc,;lsrpse(r;]’ct zﬁzﬁzgseertgiﬁ;ﬁ:;I;’;;ig:;:?g;g%;‘ ’;V:ge?ss tﬁ:’t\:;l?;r)r’i:pelggsg :9132[?:% ;Ziﬁﬁg:tﬁ df?g t;ia;rr:liesr:nfeDML — The primary endpoints were safety and tolerability.6.” Additional endpoints included pharmacokinetics and pharmacodynamics, multiple assessments
oligonucleotide (ASO) designed against mutant nuclear DMPK mRNA to correct splicing.® of muscle strength and function, myotonia, and PROs, including Myotonic Dystrophy Health Index (MDHI).67

«  The safety and efficacy of z-basivarsen are being investigated in the Phase 1/2 ACHIEVE trial (NCT05481879; EudraCT — Based on safety and efficacy data collected in the MAD portion, 6.8 mg/kg Q8W was selected as the dose/dose regimen for the registrational expansion cohort
number 2022-000889-18) 67 of ACHIEVE.

«  Data from this study have previously shown dose-dependent muscle delivery of z-basivarsen, consistent DMPK — Here we present 12-month data with the 6.8 mg/kg Q8W dose in participants who were enrolled in the MAD period of the study. Safety data are as of April 23, 2025,

knockdown and splicing correction, and meaningful improvements in multiple functional endpoints, as well as and include all 56 participants dosed in the MAD portion of ACHIEVE.

improvements in patient-reported outcome (PRO) measures.’

RESULTS
Table 1. Baseline Characteristics Figure 1. z-basivarsen Led to Functional Improvement Across Several Clinical Measures
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aScored from 0—100, with O representing no disease burden, 100 maximal disease burden.

BMI, body mass index; CASI, composite alternative splicing index; CTG, cytosine, thymine, and guanine;
MDHI, Myotonic Dystrophy Health Index; Q8W, every 8 weeks; QMT, quantitative muscle testing;

SD, standard deviation; sec, seconds; vHOT, video hand opening time.

MDHI, myotonic dystrophy health index; Q8W, every 8 weeks dosing; QMT quantitative muscle testing; sec, second; SEM, standard error of the mean; vHOT, video hand opening time.
Mixed model for repeated measures (MMRM) fixed effects: dose, visit, baseline, dose by visit interaction, baseline by visit interaction. All dose groups except recovery group; excluding placebo data after 6 months;
Data presented are least squares (LS) mean change from baseline == SEM; 6 months = 169 days, 12 months = 337 days.

Figure 2. Supporting Improvement in Muscle Strength and Function, Patients Reported Improved Mobility, Ability to Do Activities, and
Table 2. Summary of TEAEs i i
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;Sovr:tgirggl/val g 2 ¢ L ¢ 2 BL, baseline; MDHI, Myotonic Dystrophy Health Index; Q8W, every 8 weeks dosing; SEM, standard error of the mean. 6 months = 169 days; 12 months = 337 days.
fg”geg'fﬁ'f ieaaing 0 0 0 0 0 0 Figure 4. Questionnaires Showed Improvements in Patient and
Figure 3. Sustained Improvement in CNS-related MDHI Subscales Clinician Impressions of Global Functioning From Baseline
Data as of April 23, 2025.
Q4W, every 4 weeks; Q8W, every 8 weeks; Rec, recovery; TEAE, treatment-emergent adverse event. - ) )
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* No participants have demonstrated persistent related anemia or thrombocytopenia

BL, baseline; CNS, central nervous system; MDHI, Myotonic Dystrophy Health Index; Q8W, every 8 weeks dosing; Q8W, every 8 weeks dosing.
aTransient worsening of AV block in a participant with ongoing medical history of first-degree AV block; PRO, patient-reported outcome; SEM, standard error of the mean. 6 months = 169 days; 12 months = 337 days.
bAttributed to risk factors for pulmonary embolism; cAll cohorts combined; preferred terms are reported. PROs including MDHI collected at baseline, 6 months (169 days), and 12 months (337 days).
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z-basivarsen is investigational or otherwise in development and has not been approved as safe or effective by the US FDA, EMA, or any other regulatory authority.
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