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GNE myopathy is one of the distal myopathies which is thought to develop due to
a mutation in the GNE gene encoding an enzyme in the process of biosynthesis of
N-acetylneuraminic acid. This is an extremely rare disease and the number of patients
in Japan is 200 to 350. The disease most often develops early in adulthood, with
weakened muscles in the early stages being extremely characteristic to this disease,
including weakened distal muscles of the lower limbs, especially tibialis anterior
muscles, and dropping of the forefeet often occurs. Decreases in walking speed
stumbling, gait abnormality, etc. are cited as initial symptoms. When the muscles
of the lower limbs are affected overall, walking becomes difficult, but the quadriceps
muscle is hardly affected even with considerable progression of the disease. Muscular
strength of both the distal and proximal muscles of the upper limb lags behind the

lower limbs as well. As the muscle strength declines, problems such as health care



and deterioration of QOL increase and severe patients sometimes become bedridden.
The onset mechanism of disease has not been elucidated and there are no fundamental
treatments.

Mutation of the GNE gene is observed in GNE myopathy patients, and the prevention
study using model mice conducted by the National Center of Neurology and Neurology
Research found that N-acetylneuraminic acid concentration increased and phenotypic
deterioration was suppressed. Therefore a fundamental treatment for GNE myopathy
appeared to be promising, so Dr. Aoki of the Department of Neurology of Tohoku
University started an investigator—initiated clinical trial in 2010, and in the
following year our collaborator in the United States started a clinical trial. As
a provider of investigational drugs to Tohoku University, we also have provided
information on efficacy and safety from the overseas clinical trials of the
investigational drug conducted by our collaborator in the US.

We joined as an investigational drug provider for the investigator—initiated
N-acetylneuraminic acid phase II/III trial and its extension trial, with Professor
Aoki of the Neurological Department of Tohoku University as the clinical coordinating
doctor. From the beginning of development, we have supported the domestic company
to be able to manufacture the drug substance in compliance with the investigational
drug GMP. In this research, we supported the standard test method and the preparation
of the process validation plan for commercial production of the drug substance

Also we exchanged domestic and overseas information on efficacy and safety of the
investigational drug in each of the clinical trials. Since the protocol was almost
the same as that of the overseas phase 111 trial, we obtained the necessary information
from the overseas collaborator and provided it to Professor Aoki. We prepared the
application materials using available information in order to apply for regulatory
approval as a development company.

Though the domestic phase II/III trial is going well, our collaborator could not
demonstrate effectiveness in the overseas pivotal clinical trial with a large number
of cases. We are consulting with regulatory authorities and we would like to aim for

obtaining approval as a new drug.



