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Background Methods

Delandistrogene moxeparvovec is an rAAVrh74 vector-based gene transfer therapy that delivers a
transgene encoding micro-dystrophin, an engineered, functional form of dystrophin shown to slow
disease progression in ambulatory patients with DMD'—

Delandistrogene moxeparvovec is approved for the treatment of ambulatory patients with DMD
(aged 24 years) in the USA and in other select countries®®

Clinical studies have demonstrated the efficacy and safety of delandistrogene moxeparvovec in
ambulatory patients aged 4—7 years;”8 however, evidence of efficacy in older ambulatory patients

remains limited®-"1 Changes in functional outcomes at 1

This post hoc analysis investigated the efficacy and safety of delandistrogene moxeparvovec in
ambulatory patients with DMD aged 8-12 years compared with a well-matched EC cohort

Objectives

» To characterize the efficacy and safety of delandistrogene moxeparvovec in older ambulatory
patients (aged 8—12 years) from ENDEAVOR Cohorts 1, 2, and 5A and EMBARK Part 2 compared

with a well-matched propensity-score weighted EC cohort *The patient included in this pooled analysis was aged 7.

Figure 1 Study designs for ENDEAVOR Cohorts 1, 2, and 5A and EMBARK
ENDEAVOR Cohorts 1, 2, and 5A: Ambulatory patients aged 24 to <8, 28 to <18, and =24 to <9 years, respectively
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Patients aged 8—12 years treated with a single 1V infusion of delandistrogene moxeparvovec were pooled from ENDEAVOR Cohort 1 (8 years),*
Cohort 5A (8-9 years), and EMBARK Part 2 (8-9 years) (Figure 1)

ENDEAVOR (NCT04626674) is an ongoing, multi-cohort, open-label, Phase 1b clinical trial; Cohort 1 enrolled ambulatory patients aged =4 to <8 years, Cohort 2 enrolled
ambulatory patients aged =8 to <18 years, and Cohort 5A enrolled ambulatory patients aged =4 to <9 years'?

EMBARK (NCT05096221) is a multinational, randomized, double-blind, placebo-controlled, two-part, Phase 3 clinical trial that enrolled ambulatory patients aged =4 to <8 years'3

Key additional eligibility criteria included study-specific eligible DMD mutations, rAAVrh74 antibody titres <1:400, and stable corticosteroid use for 212 weeks before screening’13

Cohort 2 (8-12 years) and

and 2 years post-infusion were compared with a well-matched EC cohort

— Functional outcomes included NSAA total score, RFF velocity and 10MWR velocity; velocity-based measures were selected rather than timed function tests because they
are more responsive to functional changes in this older age group

Entry criteria for the EC cohort included age =8 years, NSAA total score 217 and <31 points, TTR <9.7 seconds, 10MWR <7.1 seconds, stable dose of oral corticosteroids for
=12 weeks, =21 post-baseline visit, and 2 years of follow-up

Propensity-score weighting was based on baseline age, NSAA total score, TTR, 10MWR, height, weight, and body mass index

MMRM methods account for missing data; P-values are nominal

94 years at screening and >8 years at dosing.

EMBARK: Ambulatory patients aged =24 to <8 years
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Delandistrogene moxeparvovec or placebo infusion
f ¢ > > daily dose of 60 mg/day) from Day —1 for at least 60 days post-infusion

Results

» Baseline characteristics were well-matched between the delandistrogene moxeparvovec group (N=25) and EC cohort (N=99) after
propensity-score weighing (Table 1)

Table 1 Demographics and baseline characteristics of ambulatory patients aged 8—12 years treated with
delandistrogene moxeparvovec and the EC cohort

LCEID (1), Delart]:'jei::;?:Ig::t?ertzx(eNp:;S’;wec- S5 e (R propensit?ll-\ggoal'ftatev;eighting*
Age, years 8.94 (1.13) 8.88 (1.19) 0.048
Height, cm 122.74 (7.87) 122.89 (6.63) —0.021
Weight, kg 32.59 (8.82) 32.99 (8.68) —0.045
Body mass index, kg/m? 21.40 (4.33) 21.59 (4.36) —0.045
NSAA total score, points 23.3 (4.38) 22.9 (4.16) 0.108
TTR, seconds 4.56 (1.79) 4.65 (1.51) —0.052
RFF velocity, rise/second 0.248 (0.083) 0.239 (0.085) 0.104
10MWR, seconds 5.22 (1.11) 5.30 (0.90) —0.075
10MWR velocity, meters/second 2.006 (0.451) 1.949 (0.3706) 0.137

*Inverse probability of treatment weighting. An SMD of 0.25 (absolute value) is generally considered to indicate an adequate balance between the two groups.

» Older ambulatory patients treated with delandistrogene moxeparvovec demonstrated nominally statistically significant and clinically meaningful
functional benefits over 2 years versus the EC cohort (Figure 2)

Figure 2 Functional outcomes at 2 years post-infusion in ambulatory patients aged 8—12 years treated with
delandistrogene moxeparvovec compared with the EC cohort
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*All 25 patients treated with delandistrogene moxeparvovec and all 99 patients in the EC cohort were included in the analyses. MMRM methods account for missing data in these analyses. All P-values are nominal and
have not been adjusted for multiple comparisons. TLSMs (of change from baseline) and Cls were standardized in the forest plot by dividing by the SE.

 Clinically meaningful efficacy was observed across NSAA total score, RFF velocity and 10MWR velocity at 1 and 2 years post-infusion, with
nominally statistically significant differences between delandistrogene moxeparvovec-treated and EC patients at Years 1 and 2 (Figure 3)

Figure 3 Change from baseline to Year 1 and Year 2 in functional outcomes in ambulatory patients aged 8—12 years treated with
delandistrogene moxeparvovec compared with the EC cohort
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*All 25 patients treated with delandistrogene moxeparvovec and all 99 patients in the EC cohort were included in the analyses. MMRM methods account for missing data in these analyses. All P-values are nominal and
have not been adjusted for multiple comparisons.

B Delandistrogene moxeparvovec, N=25

Safety Overview

« Mean follow-up was 104.3 weeks in ENDEAVOR Cohorts 1, 2, and 5A, and 101.1 weeks (SD, 12.37) in EMBARK Part 2 (safety data
cutoff: October 13, 2025)
» There were no treatment-related deaths or study discontinuations due to AEs

« The mean (SD) time to first occurrence of most TR-TEAEs was 16.0 (55.21) days post-infusion (Table 2)

Table 2 Safety overview in ambulatory patients aged 8—12 years treated with delandistrogene moxeparvovec

ENDEAVOR (N=8) EMBARK Part 2- Total
Cohort 1 (N=1)* Cohort 2 (N=6) Cohort 5A (N—1) treated (N=17) (N=25)
Patients, Patlents Patlents Patlents Patlents
n (%)
TR-TEAEs 1 (100.0) 16 4 (66.7) 1 (100.0) 10 16 (94 .1) 10 22 (88.0) 15
TR-SAEs 0 0 1(16.7) 2 0 0 4 (23.5) 7 5(20.0) 9

*Outside of the ENDEAVOR and EMBARK trials, to date, there have been two treatment-related deaths due to acute liver failure approximately 3 months post-infusion in non-ambulatory patients
(one in the ENVISION trial and one in the commercial setting) at 15 and 16 years of age and in the advanced stage of DMD."3

 TR-TEAEs were mostly mild or moderate in severity

 Most TR-TEAEs and TR-SAEs appeared within the first 60 days post-infusion and resolved spontaneously or with appropriate
intervention (Table 3)

« There were no IMM events observed for the patients included in this analysis

Table 3 TR-TEAEs (in >15% of patients) and TR-SAEs following delandistrogene moxeparvovec infusion in ambulatory
patients aged 8—12 years

Events, n (%) 0 to 2 weeks >2 weeks to >60 days to >12 weeks to >Year 1 to Total
° 60 days 12 weeks Year 1 Year 2 (N=25)

TR-TEAEs* occurring in >15% of patients

Vomiting 17 (68.0) 5 (20.0) 0 0 0 17 (68.0)
Nausea 10 (40.0) 4 (16.0) 1(4.0) 0 0 11 (44.0)
Sell;?dr?s;{;nase increased 2 (ll2d) < (@) 0 0 0 8(32.0)
t?:ggfaggjﬁgg'ase . 1(4.0) 7 (28.0) 1(4.0) 1(4.0) 0 7 (28.0)
Decreased appetite 4 (16.0) 2 (8.0) 0 0 0 5 (20.0)
Pyrexia 5 (20.0) 0 0 0 0 5 (20.0)
Abdominal pain upper 3 (12.0) 1(4.0) 0 0 0 4 (16.0)
Troponin-l increased 1(4.0) 1(4.0) 0 2 (8.0) 1(4.0) 4 (16.0)

TR-SAEs*

Vomiting 2 (8.0) 0 0 0 0 2 (8.0)
Hepatoxicity 0 1(4.0) 0 0 0 1(4.0)
Liver injury 0 1(4.0) 0 0 0 1(4.0)
Myocarditis 1(4.0) 0 0 0 0 1(4.0)
Pyrexia 1(4.0) 0 0 0 0 1(4.0)
ACEND CEis 0 1(4.0) 0 0 0 1(4.0)

increased

*Preferred terms for AEs are as reported by Principal Investigators. A patient is counted only once for multiple events within each preferred term.

Conclusions

 In older ambulatory patients with DMD aged 8-12 years at dosing, treatment with delandistrogene
moxeparvovec demonstrated durable and clinically meaningful functional benefits over 2 years versus
a well-matched EC cohort, supporting a sustained treatment effect and slowing of disease progression,
and providing clinically relevant evidence for the efficacy of delandistrogene moxeparvovec in this
patient population

Safety in older ambulatory patients was manageable and consistent with the known safety profile of
delandistrogene moxeparvovec

* These findings help to address an important evidence gap regarding gene therapy for DMD in older
ambulatory patients and support the use of delandistrogene moxeparvovec in ambulatory patients with
DMD aged 8-12 years
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