
 • To describe the study design of ENVOL, a Phase 2, open-label, multi-cohort, two-part study assessing the safety 
and transduction efficiency of delandistrogene moxeparvovec in patients aged <4 years with a confirmed DMD 
mutation between exons 18 and 79.

 • Delandistrogene moxeparvovec is an rAAV vector-based gene therapy, designed to compensate for the absence 
of functional dystrophin in DMD by delivering a transgene encoding delandistrogene moxeparvovec micro-dystrophin, 
an engineered protein that retains key functional domains of the wild-type protein (Figure 1).2–4

 • Delandistrogene moxeparvovec is approved in the USA and UAE for the treatment of ambulatory pediatric patients 
aged 4 through 5 years with DMD with a confirmed mutation in the DMD gene.5,6*† 

 • Study 101 (SRP-9001-101; NCT03375164): Results demonstrated improvement in NSAA score and a favorable 
safety profile up to 4 years following treatment with delandistrogene moxeparvovec, in patients with DMD aged 
≥4 to <8 years.4,7,8

 • Study 102 (SRP-9001-102; NCT03769116): Findings support a favorable benefit–risk profile. Overall stabilization of 
motor function was observed for up to 2 years following treatment with delandistrogene moxeparvovec in patients aged 
≥4 to <8 years. Robust delandistrogene moxeparvovec micro-dystrophin expression and sarcolemmal localization 
were demonstrated up to 60 weeks post-treatment, confirming transduction efficiency of the delandistrogene 
moxeparvovec transgene to target cells.9,10 

 • Findings from Cohort 1 of the ENDEAVOR study (SRP-9001-103; NCT04626674) suggest similar clinical benefit from 
the commercial process delandistrogene moxeparvovec material to that observed in previous studies utilizing clinical 
process material.11,12

 • EMBARK (SRP-9001-301; NCT05096221) is an ongoing, international, Phase 3 study to evaluate the safety and 
efficacy of delandistrogene moxeparvovec in ambulatory patients aged ≥4 to <8 years.13

 • ENVISION (SRP-9001-303; NCT05881408) will evaluate the safety and efficacy of delandistrogene moxeparvovec in 
non-ambulatory (no age restriction) and late-ambulatory (aged ≥8 to <18 years) patients with DMD, a population not 
yet investigated in a large pivotal clinical trial.14

*Delandistrogene moxeparvovec is contraindicated in patients with any deletion in exon 8 and/or exon 9 in the DMD gene. †As of August 2023.

Figure 1. Overview of delandistrogene moxeparvovec

ENVOL is an open-label, single-arm, two-part study to evaluate the safety and transduction 
efficiency of systemic gene therapy with commercial process delandistrogene moxeparvovec 
material in male patients with DMD aged 0 to <4 years (target enrollment: ~21 patients). 
 • In Part 1 (52-week follow-up), Cohorts A−D will receive a single IV 1.33x1014 vg/kg dose of delandistrogene 

moxeparvovec.

 • In Part 2 (208-week follow-up), patients will be monitored to evaluate safety (Figure 2).

Figure 2. Study design schematic

Patient population:*

• Cohort A: n=~10;                
aged ≥3 to <4 years

• Cohort B: n=~4;                  
aged ≥2 to <3 years 

• Cohort C: n=~4;                  
aged >6 months 
to <2 years

• Cohort D: n=~3;                  
aged ≤6 months
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*At the time of signing the Informed Consent form, participants should be approximately 1 month younger than the maximum age to qualify for a cohort that is actively enrolling to ensure 
that cohort-specific age criteria are met at the time of dosing. †Baseline period begins once eligibility is confirmed and starts 7 days before delandistrogene moxeparvovec infusion on Day 1.
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Conclusions
 • ENVOL will assess delandistrogene moxeparvovec gene therapy in patients aged <4 years, complementing the patient population studied 

in the delandistrogene moxeparvovec clinical trials to date: across the patient journey from early ambulatory to late non-ambulatory.
 • Investigation in the pediatric population will fill a scientific gap and allow for the evaluation of early therapeutic intervention, dose, safety, and efficacy, 

and the potential to improve the long-term prognosis in pediatric patients with DMD.
 • The novel Elecsys® anti-rAAVrh74 assay will be used for the first time in ENVOL.
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What does this study mean for the DMD 
community?
 • ENVOL (EudraCT Number: 2022-000691-19)1 will provide data on the safety and 

transduction efficiency of delandistrogene moxeparvovec in a population of younger 
patients (aged <4 years) with DMD.
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Key inclusion criteria* 
 • Male with a diagnosis of DMD.
 • Confirmed DMD mutation fully contained between exons 18 to 79 (inclusive) (mutations between or including 

exons 1─17, in-frame deletions, in-frame duplications, and VUS will be excluded).
 • rAAVrh74 antibody levels not elevated as determined by the Elecsys® anti-rAAVrh74 assay.
 • Able to cooperate with age-appropriate motor assessment testing.
 • Parent(s) or legal guardian(s) able to understand and comply with the study visit schedule and all protocol requirements.

Key exclusion criteria* 
 • Receiving regular oral corticosteroids as a treatment for DMD or planning to receive oral corticosteroids as a treatment for 

DMD within 1 year of baseline.
 • Major surgery within 3 months prior to Day 1 or planned surgery during Part 1.
 • Presence of any other clinically significant illness, medical condition, or requirement for chronic drug treatment that creates 

unnecessary risk for gene therapy. 
 • LVEF <50% on the screening ECHO or clinical signs/symptoms of cardiomyopathy.
 • Symptomatic infection within 4 weeks prior to Day 1. 
 • Exposure to gene therapy, investigational medication, or any treatment designed to increase dystrophin expression within 

protocol-specified time limits.
 • Abnormal laboratory values considered clinically significant.
 • Cohorts A and B: Current, chronic, or active HIV, hepatitis C, or hepatitis B infection.
 • Cohorts C and D: Serological evidence of HIV, hepatitis B, or hepatitis C infection, as determined by the patient’s mother.
 • Cohorts C and D: Premature birth or relevant pregnancy complications.

Monitored to evaluate safety

Corticosteroid 
administration tapered 
off during the following 

4 weeks

Muscle biopsy 
at Week 12

Primary endpoints
• Incidence of treatment-emergent AEs, SAEs, and AEs of special interest
• Clinically significant changes in vital signs and physical examination findings
• Clinically significant changes in safety laboratory assessments, ECGs, and ECHOs

Secondary endpoint
Change in quantity of delandistrogene moxeparvovec micro-dystrophin expression from baseline to 
Week 12 as measured by WB

Exploratory endpoints*
Change from baseline to Week 12 in delandistrogene moxeparvovec micro-dystrophin expression, as 
measured by immunofluorescence fiber intensity and immunofluorescence PDPF

Vector genome copies assessed using ddPCR in serum and muscle tissue biopsy

Functional assessments: From 3 years of age, NSAA, 10MWR, TTR, and timed 4-stair Climb; 
from 4 years of age, 100MWR
Change in normalized score in the Bayley IV gross motor and fine motor domains in Cohorts B, C, and D 
(for Cohort D, baseline is the first assessment after the patient has reached 6 months of age)

Change in CK from baseline

Changes in serum concentrations of exploratory biomarkers of efficacy, disease progression, 
pathophysiology, and safety from baseline

Change in musculoskeletal MRI findings from 4 years of age and then annually

Change from baseline (defined as first assessment after the patient has reached 3 years of age) 
in an ambulation assessment, as measured by a wearable device: SV95C
Change in normalized score in the Bayley IV cognition and language domains in Cohorts B, C, and D 
(for Cohort D, baseline is the first assessment after the patient has reached 6 months of age)
Immunogenicity of delandistrogene moxeparvovec as assessed by ELISA to rAAVrh74 antibodies and the 
delandistrogene moxeparvovec transgene

 • The analysis of safety (primary endpoint) will be performed for each cohort after all patients in the cohort have 
completed or withdrawn from Part 1 (Week 52) of the study, and data will be summarized descriptively by cohort.

 • The final analysis will be performed when all participants have completed or withdrawn from Part 2 (Week 260).
 • For Cohort A, the change from baseline to Week 12 in delandistrogene moxeparvovec micro-dystrophin expression 

(secondary endpoint) will be summarized descriptively and analyzed using a Wilcoxon signed-rank test at the 
two-sided 5% significance level; for Cohorts B, C, and D, the observed values and change from baseline values for 
muscle biopsy endpoints will be summarized descriptively for each cohort.

 • All exploratory endpoints will be summarized descriptively.

Statistical analyses

*Additional exploratory endpoints apply.

P.46

*Additional inclusion criteria apply.

*Additional exclusion criteria apply.

E Mercuri,1* I Desguerre,2 A Gangfuss,3 L Servais,4,5 A Nascimento,6 BB Zhang,7 AP Murphy,8 C Reid,8 C Wandel,9 T Singh,10 M Guridi,9 F Muntoni11 
1Pediatric Neurology Institute, Catholic University and Nemo Pediatrico, Fondazione Policlinico Gemelli IRCCS, Rome, Italy; 2Departments of Pediatric Neurology and Medical Genetics, Hospital Necker-Enfants Malades, Université Paris Cité, Paris, France; 
3Department of Pediatric Neurology, Centre for Neuromuscular Disorders, Centre for Translational Neuro- and Behavioral Sciences, University Duisburg-Essen, Essen, Germany; 4MDUK Oxford Neuromuscular Centre, Department of Paediatrics, University of Oxford, Oxford, UK; 
5Division of Child Neurology, Centre de Références des Maladies Neuromusculaires, Department of Pediatrics, University Hospital Liège & University of Liège, Liège, Belgium; 6Neuromuscular Unit, Neuropaediatrics Department, Hospital Sant Joan de Déu, 
Fundacion Sant Joan de Déu, CIBERER – ISC III, Barcelona, Spain; 7F. Hoffmann-La Roche Ltd, Mississauga, Canada; 8Roche Products Ltd, Welwyn Garden City, UK; 9F. Hoffmann-La Roche Ltd, Basel, Switzerland; 10Sarepta Therapeutics, Inc., Cambridge, MA, USA; 
11The Dubowitz Neuromuscular Centre, NIHR Great Ormond Street Hospital Biomedical Research Centre, Great Ormond Street Institute of Child Health University College London, & Great Ormond Street Hospital Trust, London, UK

*Presenting on behalf of the authors (email address: medinfo@sarepta.com)

ENVOL, a Phase 2, open-label trial evaluating the safety and expression 
of delandistrogene moxeparvovec in patients with Duchenne muscular 
dystrophy aged <4 years: Study design

*ITRs are required for genome replication and packaging. †PolyA signals the end of the transgene to the cellular machinery that transcribes (i.e. copies) it.


