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1. Conduct of investigator-initiated clinical trial of treatment of Duchenne muscular dystrophy (DMD)
AMED has conducted a non-clinical trial of exon-skipping therapeutic drugs as another research.
Based on the result, we aim to begin the investigator-initiated clinical trial using the exon-skipping
method for the treatment of DMD in 2018. This year we have proceeded to building the
implementation system including conduct of feasibility study using a disease registry (Remudy),

present survey, protocol and preparation for standard operating procedures (SOP).

2. Prospective clinical study on natural histories of DMD
Although the drug development for dystrophy is actively conducted, a randomized controlled trial is
not always available to be conducted due to its scarcity. Obtaining data on the natural histories that
are conducive to the control group of the trial is not something easy to do; however, it would speed up
the pace of the drug development, reduce both costs and the burden of the patients, which is
considered a great advantage. This year we focused on activities aiming at working on the protocol:
Several meetings were held to discuss with PMDA and pharmaceutical companies. A review meeting
for the protocol was also held regularly of which attendees included physicians, researchers,
biostatistics specialists and data managers. The outcome measure in clinical research was configured
based on the comprehensive evaluation of the OM research (UMIN:000018235) of DMD patients, and
5



the result of the present survey of clinical development of DMD as mentioned above.

Overview of the study on natural histories

[Objective] To review the outcome measure and natural histories to obtain data usable for the control
group of clinical trial/research.

[Study design] A prospective multicenter cohort study using the clinical trial network of dystrophy

[Treated disease] DMD patients (patients ambulatory at entry into the trial)

[Number of cases]: Approx. 80 cases

[Method] The outcome measure is configured with a focus on motor function and evaluation will be

continued on regular basis. Although the period of the evaluation is set as 5 years, it will be continued

as long as possible even after the period is over. Appropriate measures to ensure reliability will be

taken.

3. Clinical study on myotonic dystrophy (MyD)

1) Promotion of patient enrollment: As preparation for recruitment of subjects for the study on
natural histories and future clinical study, the enrollment of MyD patients was encouraged. The
enrollment has increased more than expected, and 533 patients have registered as of the end of
September 2016.

2) Review of outcome measure: The MDHI(myotonic dystrophy health index), an outcome measure
of MyD that is widely used in the United States, was translated to Japanese and is currently in review
for the accuracy of evaluation by applying it to the actual patients.

3) Biomarker (myo-derived) discovery (exhaustive analysis using a next-generation sequencer):
Working on discovery of biomarker as the index of myodegeneration using sample muscles of severe
cases of MyD. Identifying splicing abnormality correlated with severity of myodegeneration based on

the result of the analysis by the next-generation sequencer.
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