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Distal myopathy with rimmed vacuoles (GNE myopathy) were confirmed by Sanger sequencing
and recruited into the clinical trial of N-acetylneuraminic acid sustained release tablet 6 g / day
efficacy and safety study. An international joint clinical trial of 80 patients in total, 40 active
drugs and 40 placebos, was started for patients up to 50 years old who can walk more than 200
m in walking test for 6 minutes. We decided to carry out a clinical trial for 20 patients under
similar trial plan also in Japan. Discussing with Prof. Nishino Ichizo at NCNP as a medical expert
who has confirmed the preventive effect of the test drug in the preclinical condition, we
established the protocol for the trial. The main evaluation item was the total value of the upper
limb muscle strength measured by the muscle strength hand-held dynamometer, and the
secondary evaluation item was the GNE myopathy functional activities scale etc. In addition,
serum free N-acetylneuraminic acid concentration, free urine concentration, and total N-
acetylneuraminic acid concentration are also measured. Clinical tests such as blood test,
biochemical analysis, and adverse events are observed. Every 8 weeks thereafter until 48 weeks,
we planned to evaluate the patients. We also set placebo for 4 patients among 20.

The actual Phase 2/3 double-blind study of N-acetylneuraminic acid was approved in IRB at
Tohoku University Hospital in December 2015 after clinical consultation at PMDA in July 2015.
We submitted a clinical trial notification in January 2016, and started administration of the trial
drug for the first patient in March 2016. Dr. Mori at NCNP, Prof. Katsuno at Nagoya University,
Prof. Takahashi at Osaka University, and Associate Prof. Yamashita at Kumamoto University
are the collaborators. From February to May 2016, they submitted the plan to IRB at each
affiliations from March to June 2016 and started clinical trials in sequence. Prior to the
commencement, we held a start-up meeting with participation of all the participating facilities
in February 2016, we aimed to inform the test plan, in particular, the muscle strength
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measurement which is important for the effectiveness evaluation. This study is scheduled to be
completed in September 2017 after completion of the scheduled 20 cases. An extension study for
20 patients who participated in a double-blind study also started in March 2017. Also, phase III
trials conducted mainly in the US by Ultragenyx, a US-based collaborating company with Nobel
pharma, started in May 2015. 80 patients registered in June 2016. It is scheduled to end in July

2017. We are aiming to get approval of drugs with domestic and overseas results.
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