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The objective of this study is to conduct clinical trials and investigator-initiated clinical trials
of international standards using a high-quality, low-cost data management/assurance system of our
proprietary development, which leads to high-quality evidence creation and prompt application for
regulatory medical approval. The targets of the study are medicines for patients with refractory or
pediatric diseases of few cases, incapacitating for companies to conduct clinical trials, as well as
medicines/medical devices developed and drawn up by the National Hospital Organization. We have
developed the following four subjects.

Subject 1: An international joint clinical trial aimed at establishing standard treatment for

relapsed acute lymphoblastic leukemia (ALL) in children.
This study is a joint clinical trial in 19 countries, mainly in Europe, in compliance with ICH-GCP.
After completion of predetermined procedures and preparation, we started patient registration in
Japan in November 2014. Ethics review approval for all 29 facilities scheduled to participate in the
study has been obtained, of which 28 facilities completed Initiation visit (IV) before the registration
begins. The number of registered patients in our country is the cumulative 21 cases as an example of
this fiscal year (FY), but the total number of patients registered over the entire study including
overseas is 125 cases in this FY and 179 cases totally accumulated. In the future, we will promote
case registration after completing contracts with all the participating facilities and IVs. In order to
promote the number of domestic registrations, it is under consideration to expand facilities.

Subject 2: An investigator-initiated clinical trial to assess the safety of Pharyngeal Video

Scope Type-2.
We aim for regulatory approval acquisition by developing a medical device (Pharyngeal Video Scope
Type-2) that realizes safe oropharyngeal medical treatment in cooperation with HOYA Service
Cooperation (patent applied), improving it further based on clinical test results, and performing
Iinvestigator-initiated clinical trials again. Improved type-2 was completed, and implementation plan
of clinical trial using Type-2 was prepared. Currently, clinical trials of Type-2 are in progress, and 93
cases are registered in 2 facilities as of the end of March 2017 for 100 target cases. At the same time,
improvement of the leading edge part is continuing, and details were reported in the Annual Meeting
of the Oto-Rhino-Laryngological Society of Japan and the Japan Society of Logopedics and Phoniatrics.
Regarding Type-1, we published a paper suggesting its efficacy in Endoscopy journal (2016), and it
was introduced in the NHK E-tele.

Subject 3: A phase I/II study of crizotinib for recurrent or refractory anaplastic lymphoma

kinase (ALK)-positive anaplastic large cell lymphoma (ALCL) and a phase I study of this medicine
6



for recurrent or refractory neuroblastoma: investigator-initiated studies
In order to assess the safety and efficacy of crizotinib in the recommended dose of US clinical trial
(ADVL 0 912), we aim for regulatory approval acquisition of anaplastic lymphoma kinase-positive
anaplastic large cell lymphoma by conducting an investigator-initiated phase I/II clinical trial. Until
now, we performed strategic consultation on PMDA, obtained approval of clinical trial implementation
(provision of medicines, etc.) from companies, and are in the state of creating a protocol. Also, since
April 2016, we acquired AMED research grant (a research project for clinical trial promotion) and
accelerated the preparation. In the future, the protocol will be confirmed with approval of the
companies and the investigator-initiated clinical trials will be carried out.

Subject 4: An investigator-initiated phase 2 study to assess the efficacy of sirolimus for
epilepsy in patients with focal cortical dysplasia type II (FCD 2).
In order to assess the safety and efficacy of sirolimus, we aim for regulatory medical approval for
epilepsy in patients with FCD 2 by conducting an investigator-initiated phase II clinical trial. We
performed a PMDA preliminary interview in January 2016 and examined the clinical trial design. In
the subsequent PMDA preliminary interviews conducted in May and October 2016, the target patient
was limited to patient whose activation of mTOR was approved, and implementation of exploratory
study was promoted as an early phase II study. In parallel, we supported research grant application
for a research project for clinical trial promotion of the Japan Medical Association, a practical research
project for intractable diseases, and a research project for clinical trial promotion of AMED. In the
future, parallelly with acquisition of research grant, preparations for exploratory study will be
advanced and clinical trials will be carried out. Then, we will confirm the protocol through PMDA

face-to-face advice, and conduct the investigator-initiated clinical trials.
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