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In clinical trials, the safety profile of delandistrogene moxeparvovec, informed by 85 patient exposures, has been consistent, monitorable, and manageable
— Significant adverse events included vomiting, myocarditis, acute liver injury, and immune-mediated myositis

OijCtive In view of the lack of available data regarding management of these select treatment-related SAEs that may arise following a gene therapy, a Delphi panel developed
consensus considerations based on delandistrogene moxeparvovec clinical trials

A Delphi panel was convened The Delphi panel findings provide considerations for patient management, diagnostic testing and evaluation, and treatments
to develop consensus — Delphi process limitations include potential bias based on the selection of panel members, exclusion of global perspectives, and absence of the patient/caregiver viewpoint

considerations for the These consensus considerations address the lack of available data and provide additional insight on patient management of potential adverse events that may arise following
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Figure 3. Summary of Delphi Process
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« The Delphi panel created consensus considerations for the evaluation and management of vomiting, myocarditis, ALI, and IMM following treatment with delandistrogene moxeparvovec in the clinical setting (Tables 3, 4, 5, 6)

Table 3. Consensus Considerations for Management of Vomiting Table 5. Consensus Considerations for Management of Myocarditis

Clinical trial experience Clinical trial experience
Vomiting was the most common AE (reported in 61.2%)° Myocarditis reported by 1 (1.2%) patient®
Vomiting started as early as the day of infusion Elevated troponin | observed within first week following infusion
Vomiting was transient, resolving within weeks Most cases resolved over 4 weeks

General Consensus Considerations General Consensus Considerations

Patient/caregiver should follow up immediately to report symptoms such as chest pain and shortness of breath

? IFeRtiEEg Mor sl hwlion L Inlmee el i [PedHEeimomn: veml g essl s Monitor troponin weekly and increase or continue monitoring as clinically indicated

« An antiemetic may be provided as needed Treatment considerations should be based on duration and severity of troponin elevation and presence of symptoms
» Switch to IV steroids if oral steroids are not tolerated/retained due to vomiting Optimize steroid regimen and consider ECG, ECHO, and cMRI as clinically indicated

AE, adverse event; |V, intravenous.

A consultation with a cardiologist may be considered

Table 4. Consensus Considerations for Management of Acute Liver Injury

Clinical trial experience cMRI, cardiac magnetic resonance imaging; ECG, electrocardiogram; ECHO, echocardiogram.

Acute liver injury* was reported by 36.5% of patients®
Acute liver injury occurred within 4-8 weeks post infusion Table 6. Consensus Considerations for Management of Imnmune-Mediated Myositis

Observed cases resolved within 2 months . . .
Clinical trial experience

General Consensus Considerations Immune-mediated myositis occurred in 1 (1.2%) of patients®

Immune-mediated myositis occurred 4 weeks post infusion

Patient/caregiver should follow up immediately to report symptoms such as jaundice or abdominal pain Observed case resolved (with sequelae, residual muscle weakness) over 30 days
Monitor liver function weekly and increase or continue monitoring as clinically indicated

General Consensus Considerations

Treatment considerations should be based on timing of onset and severity of symptoms Patient/caregiver should follow up immediately to report symptoms such as severe muscle weakness, hypophonia, dysphagia, and/or dyspnea
Optimize steroid regimen Increase physical and laboratory monitoring as clinically indicated

A consultation with a hepatologist may be considered Treatment considerations may include targeted immunosuppressant therapy, steroid regimen optimization, and other interventions as clinically appropriate

*Acute livery injury is a combination of multiple preferred terms and biochemical/lab-based observations that have been aggregated to represent acute liver injury and is therefore not included among the TEAEs occurring in >25% of patients.

A consultation with an immunologist may be considered




