
Executive Summary 
There are no approved therapies indicated for 
the treatment of Duchenne muscular dystrophy 
(Duchenne), a rare, fatal genetic disorder resulting in 
a progressive loss of muscle function. Today, the life 
expectancy for patients with Duchenne is less than 
30 years of age. Most patients are wheelchair-bound 
by age 12, and they will eventually lose function in 
the upper extremities and even the ability to breathe 
independently. As the community often states, this is 
not just a fatal disorder, but a disorder characterized by 
repeated “little deaths.” 

Fortunately, recent advances in science have 
helped to create a very robust pipeline of promising 
investigational treatments for this disorder. Numerous 
compounds are in the pre-clinical stages of testing, and 
at least six compounds are now in Phase 2 or Phase 3 
clinical trials and approaching consideration for review 
and approval. Some patients are already benefiting 
from access to these investigational treatments, but 
many others – unable to meet the inclusion criteria – 
are left waiting.

The laws and regulations governing the evaluation 
process for new drugs grant the U.S. Food and 
Drug Administration (FDA) considerable discretion 
in evaluating candidate therapies for serious, life-
threatening and rare disorders, such as Duchenne. 
The accelerated approval pathway has long served as 
a mechanism to respond to the need for expedited 
access to potentially life-saving drugs, and the 2012 
Food and Drug Administration Safety and Innovation 
Act (FDASIA) created new opportunities to apply 
this approval pathway to drugs intended to treat rare 
disorders. 

The implementation of FDASIA is an important 
opportunity for the Agency to promote innovative 
means for drug development, especially for rare 
disorders. In the case of Duchenne, there are particular 
challenges to conducting large-scale randomized 
clinical trials in a manner that captures a clinically 
meaningful benefit in a reasonable time frame. Thus, 
this new legislation promotes much needed changes 
that will facilitate the ability to gain regulatory approval 

for new drugs in rare diseases. Here we discuss 
the challenges particular to Duchenne and present 
suggestions for the Agency to adopt that will sharpen 
the focus for drug development and approval for this 
fatal disease.

Unfortunately, many patients and their advocates 
have been frustrated by the uneven application of the 
FDA’s regulatory flexibility. To fully realize the potential 
to speed responsible access to new therapies for 
Duchenne, the FDA should:

• Expand the use of accelerated approval for 
therapies intended to treat rare diseases, including 
Duchenne muscular dystrophy.

• Issue clear guidance outlining the level of evidence 
required for the use of surrogate endpoints 
in order to expand the scope of acceptable 
endpoints, including novel surrogate and 
intermediate clinical endpoints, used to approve 
drugs for serious or life-threatening diseases with 
unmet medical need.

• Pilot the use of adaptive approval for serious and 
life-threatening disorders with significant unmet 
medical need, using existing authority under 
current law.

• Give greater weight to the demonstrated benefit/
risk preferences of patients, as well as caregivers 
in the case of pediatric illness, when making risk 
benefit determinations. Subpart D considerations 
must be evaluated here, yet benefit/risk should also 
be addressed within the context of patients living 
with Duchenne. 

Parent Project Muscular Dystrophy and the 
distinguished panel of advisors who contributed to 
this report stand ready to work alongside the FDA to 
strike a more appropriate balance between clinical 
certainty and patient access to potentially life-saving 
treatments. Patients and their families, frustrated by the 
slow pace of progress and desperate for access to new 
treatments for this devastating illness, deserve nothing 
less.


