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Results and Significance of Research and Development

Age-related vocal fold atrophy is a disorder in which the accumulation of defective collagen in the vocal folds, a decrease in
hyaluronic acid in the shallow layer, and atrophy of the vocal fold muscles occur. As a result, the vocal fold vibration is inhibited
due to glottal gap, resulting in dysphonia. For this disease, a less invasive and more effective method is intracordal trafermin
injection under local anesthesia. In order to conduct an investigator-initiated clinical trial on intracordal trafermin injection, we
conducted research and development this year with the milestones of establishing a clinical trial protocol and implementation system,
establishing a system for collaboration with companies, preparing investigational drugs, IRB application and approval, and
submission of a clinical trial plan.

For the investigator-initiated clinical trial protocol, Okano and Yamazaki provided advice on from the standpoints of an expert in
the field of otolaryngology and clinical trials, respectively, as co-researchers. Biostatistician Uemura determined the study design,
number of cases, and statistical analysis methods. limuro, clinical trial data management expert, drew up plans for data collection
items, collection methods, QC, and QA. Fujita, the project manager, planned the budget for the entire clinical trial, negotiated and
estimated costs with companies and universities (ARO, CRO, SMO, etc.) that planned to outsource, and coordinated with companies
that provided study drugs. Watanabe, the principal investigator, and Hasegawa, the co-investigator, compiled this information,
contracted with Suxac Corporation, and created a clinical trial protocol.

The milestones for the establishment of the clinical trial implementation system were preparation of the clinical trial operations,
establishment of the clinical trial implementation system, and preparation of the Standard Operating Procedures. The coordination
secretariat was set up at tokyo voice center in the international university of health and welfare. The following five organizations
have been established to provide support for the clinical trial coordination office: The research support center of international
university of health and welfare for clinical trial coordination secretariat support, Susac corporation for EDC construction and data
management, Department of biostatistics & bioinformatics in the University of Tokyo s for statistical analysis, Clinical research
promotion center for safety information management, monitoring and support for pharmaceutical application, and I’rom Group
Co., Ltd. for CRC dispatch. Although contracts have not yet been signed with each of the supporting organizations, at this point
the size of the study, the planned implementation period, and the total budget have been agreed upon.

The milestones for establishment of a system for collaboration with companies and preparation of investigational drugs, in
December 2021, we concluded a nondisclosure agreement with Nobelpharma Co. Ltd., the distributor of Trafermin, and received
informal consent for the provision of safety information on Trafermin. Furthermore, with Nobelpharma's consent, the company is
coordinating with Kaken Pharmaceutical Co. Ltd., the manufacturer of trafermin, regarding the provision of investigational
drugs for investigator-initiated clinical trials. With regard to the preparation of the investigational drug, the company has informal
consent to provide the formulation. However, there are still issues to be discussed regarding the means and costs of manufacturing
and supplying the placebo drugs necessary for the double-blind study, and discussions are underway.

The milestones for the IRB application, approval, and clinical trial plan submission, preparation of the investigational drug could
not be accomplished during the R&D period, and therefore could not be performed. The preparation of investigational new drugs,
IRB application and approval, and submission of clinical trial plan are still under discussion, and as soon as they are
accomplished, preparations for the investigator-initiated clinical trial will be made.

The significance of this study is that if the safety and efficacy of intracordal trafermin injection, which is the ultimate goal of this
study, can be proven and approved by the pharmaceutical affairs bodies, it may not only improve the voice of elderly people but
also extend their healthy life span. Age-related vocal fold atrophy is a disease that increases with age. If the voice of the elderly
can be improved by a simple and effective intracordal injection for age-related vocal fold atrophy, it may improve the quality of

life of the elderly by extending their social participation and healthy life span. The percentage of the elderly who are employed
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and socially active is expected to increase in Japan in the future. In view of the declining birth rate in Japan, we believe that it is
essential to promote the employment and social activities of the elderly for the maintenance and development of the country. Since
we believe that voice communication disorders are one of the causes that prevent the elderly from working and entering society,
we believe that it is essential for Japan to make this treatment available to as many of its citizens as possible through health
insurance. We believe that approval of this simple and effective treatment for age-related vocal fold atrophy will contribute greatly

to the future development of Japanese society.



