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During the three years of the research grant, we investigated the effectiveness and safety of type
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2 thyroplasty using titanium bridges for adductor spasmodic dysphonia, and established a clinical
trial coordinating office at Kumamoto University for the purpose of the approval of titanium bridges
for use as a medical device. Preparations were made for the clinical trials, including the selection of
joint-facilities (Kumamoto University Hospital, Hokkaido University Hospital, Yokohama City
University Hospital, Kyoto University Medical hospital). Clinical trials began on July 27, 2015. On
February 10 of the same year, the titanium bridge was chosen as the designated item of the
SAKIGAKE designation system, and in December 2016, a summary report was submitted to the
application company, and a comprehensive evaluation for regulation was started. Regulatory approval
1s expected in December 2017.

In order to elucidate the pathology of spastic vocal dysphonia, a brain activation study using
functional MRI was conducted. It is expected that the severity of cerebral activation disorder and the
therapeutic effect can be objectively evaluated in the future by analyzing the correlation of the
severity of the extent of cerebral activation abnormality.

In collaboration with the University of Wisconsin in the United States, and Yonsei University in
Korea, and with the aim of achieving international development of the titanium bridge, we completed
a confidentiality agreement to arrange an international joint clinical trial, and to prepare a system
for conducting clinical trials immediately following approval in Japan.

Additionally, we also developed an improved titanium bridge to address defects in medical
equipment that occurred in clinical research, and carried out nonclinical studies to improve the
strength and durability of our medical devices. We developed our own evaluation method, tested the
existing bridge and the improved bridge, thereby developing the best medical application device to
ensure the approval of our pending applications.

We prepared a surgical indication manual for type 2 thyroplasty using titanium bridges, which
will be deliberated at the Japan Otolaryngology Society in the future. Approval is expected within
2017. In addition, type 2 thyroplasty was registered as a surgical technique in March 2017 in order
to have the procedure listed as a 2018 fiscal year medical fee revision, which means that the procedure
will be covered under the health insurance system in the future.

Going forward, it is our aim to construct a disease registry, which is essential for grasping patient
disease history, the implementation and evaluation of treatment, and the investigation of prognostic
factors. In the future, as Japan continues to lead the world in spreading this treatment method and
researching this disease, it is necessary to construct a Japan-led international registry. We
constructed a database of voice disorder at Kumamoto University, and developed a registry system

for spasmodic dysphonia based on the results of the clinical trial.
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