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Pharmacology:  Eteplirsen, the active ingredient of Exondys® 51, is an antisense oligonucleotide of the 
phosphorodiamidate morpholino oligomer (PMO) subclass. It is designed to bind to exon 51 of dystrophin pre-
mRNA, resulting in exclusion of this exon during mRNA processing in patients with genetic mutations that are 
amenable to exon 51 skipping. Exon skipping is intended to allow for production of an internally truncated 
dystrophin protein. 

Indications and Usage:  For the treatment of Duchenne muscular dystrophy (DMD) in patients who have a confirmed 
mutation of the DMD gene that is amenable to exon 51 skipping. This indication is approved under accelerated 
approval based on an increase in dystrophin in skeletal muscle observed in some patients treated with Exondys® 51. 
A clinical benefit of Exondys® 51 has not been established. Continued approval for this indication may be contingent 
upon verification of a clinical benefit in confirmatory trials. 

There is no pregnancy category associated with this medication; however, the risk summary indicates that there are 
no human or animal data available to assess the use during pregnancy. Use is approved in the pediatric population 
who have the appropriate diagnosis. The mean age of patients in study 1 was 9.4 years while the mean age of 
patients in study 3 was 8.9 years. 

Dosage Forms:   Solution in a single-dose vial: 100mg/2ml or 500mg/10ml, preservative-free   

Recommended Dosage:  Administer 30mg/kg once weekly as a 35 to 60-minute IV infusion. Application of a topical 
anesthetic cream to the infusion site prior to administration may be considered.  Treatment has not been studied in 
those with renal or hepatic impairment. 

Drug Interactions:   There are no drug interactions listed with this product.  

Common Adverse Drug Reactions:   Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Exondys® 51) minus reported % incidence for placebo. Please note that an incidence of 0% means the incidence was 
the same as or that the active drug was less than its comparator. The most frequently reported adverse events 
included balance disorder (38%), vomiting (38%), and contact dermatitis (25%). Note that the total population from 
both treatment groups assessed was 12 patients. 

There have been reports of transient erythema, facial flushing, and elevated temperature occurring on infusion days. 

Contraindications:   There are no contraindications listed with this product. 

Manufacturer:  Sarepta Therapeutics, Inc 
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Analysis:   The safety and efficacy of Exondys® 51 were assessed in 3 small randomized, placebo-controlled studies. 
In study 1, patients were randomized to either Exondys® 51 (30mg/kg, N=4), Exondys® 51 (50mg/kg, N=4), or 
placebo (N=4) for 24 weeks. All patients were on a stable dose of corticosteroids for ≥6 months. The primary 
endpoint was dystrophin production; the 6-minute walk test, a clinical outcome measure, was also assessed. Results 
suggested that there was not a significant difference in the change in 6-minute walk distance (6MWD) between the 
Exondys® 51 groups and those treated with placebo.  

All patients from study 1 continued treatment with open-label Exondys® 51 for an additional 4 years in study 2. 
There was no placebo group (as the 4 patients who had been randomized to placebo were re-randomized to 
Exondys® 30mg/kg or 50mg/kg), but rather there was an external control group. The primary clinical outcome 
assessed was the 6MWT, and results failed to provide evidence of a clinical benefit as compared to the external 
control group. Eleven of the 12 patients in this study underwent a muscle biopsy after 180 weeks of treatment, and 
this was analyzed for dystrophin protein level by Western blot. The average dystrophin protein level after 180 weeks 
of treatment with Exondys® 51 was 0.93% of the dystrophin level in healthy subjects. As there were no baseline 
dystrophin protein levels before Exondys® 51 treatment in study 1, it is not possible to estimate dystrophin 
production in response to Exondys® 51 in study 1. 

In study 3, there were 13 patients treated with open-label Exondys® 51 for 48 weeks who had a muscle biopsy at 
baseline and after 48 weeks of treatment. All patients were on a stable dose of corticosteroids for ≥6 months. 
Dystrophin levels in muscle tissue were assessed by Western blot. With the 12 patients with evaluable results, the 
pre-treatment dystrophin level was 0.16% (mean) of the dystrophin level in a healthy subject and 0.44% (mean) 
after 48 weeks of treatment with Exondys® 51. This was a statistically significant change from baseline (p=0.008). 
The median increase after 48 weeks was 0.1% 

Place in Therapy:   Exondys® 51 is indicated for the treatment of DMD in patients who have a confirmed mutation 
of the DMD gene that is amenable to exon 51 skipping. The indication was approved under accelerated approval 
based on an increase in dystrophin seen in some patients. The clinical studies for Exondys® 51 included extremely 
small sample sizes and a clinical benefit of treatment, per the 6MWT, was not established.  

It is therefore recommended that Exondys® 51 remain non-preferred and require clinical prior authorization.    

PDL Placement:        Preferred 
    Non-Preferred 
   Refer to DUR for PA Criteria 
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