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In this study, the following 10 studies were conducted utilizing the infrastructure constructed by
project for Securing High Quality Clinical Research for the purpose of creating innovative new
drugs, developing treatment for pediatric / refractory disease and establishment of optimal
treatment with commercial drugs.
[Study 1]

The investigator -initiated clinical trial of which primary endpoint is evaluation of safety has
been set out to start for the purpose of establishing regenerative medicine with stereotactic
intracerebral transplantation of self-bone-marrow stromal cell for stroke.

8 times discussion with PMDA through regulatory strategy consulting and 5 times interview
advice meetings fulfilled the regulatory requirements for starting of trials.

The clinical trial was started after a submission of clinical trial notification on January 20, 2017.

[Study2]

The investigator -initiated clinical trial was set out to start for the purpose of developing new
cell therapy for cardiovascular disease.

8 times discussion with PMDA through regulatory strategy consulting and 6 times interview
advice meetings fulfilled the regulatory requirements for starting of trials. In order to submit a
clinical trial notification, coordination with regards to manufacturing and quality were made
with a sharing implementation institution.

[Study3]

An exploratory clinical trial was conducted to evaluate the safety of Bortezomib combined with
chemotherapy for the purpose of developing treatment for refractory childhood acute leukemia.
In this study, registration of 6 cases, the initial target, has been completed, and all of the
observation periods for all patients has been completed. A research paper of study results
attained with this clinical study was published on International Journal of Hematology.
[Study4]

The investigator-initiated clinical trial was continued for the purpose of developing treatment
for polycystic liver disease with Embosphere. Registration of 26 cases, a target level, has been
achieved, and all of the observation periods for all patients have completed. The clinical study
data was temporally fixed and preparations for statistical analysis report and Clinical Study
Reports has been proceeded. In addition, discussion with a company aiming licensing-out has
been started at the same time.
[Study5]

A large multicenter clinical-study was conducted for the purpose of clarifying the change of
metabolic measures caused by second-generation antipsychotic drugs for patients with
schizophrenia and bipolar disorder, and creation of new guidelines for medical treatment.
1,223 cases, which exceeds the initial target of 1,200 cases, were registered, and observation of
the last patient has completed in the end of March, 2016. A statistical analysis was performed
following a data cleaning and a data lock. The final stage for submission of paper has been
reached, and coordination with related Society(associations) was proceeded toward the guideline

development.



[Study6]
Two investigator-initiated clinical trials, i.e. successive studies started toward an efficacy study,
and long-term safety data acquisition and continuous administration, were conducted for the
purpose of establishment of treatment for mitochondrial fatty acid beta-oxidation disorders
known as one of rare diseases. A clinical study aimed for long-term safety data acquisition was
also performed. 8 cases were registered in the efficacy study. After the completion of the
observation of all the patients, data lock, implementation of statistical analyses, and writing
study reports and clinical study reports have been completed.  The results of the study showed
effectiveness on QOL, and suggested its clinical benefits. 7 cases transferred to the successive
study, and preparation for the clinical study report was started following the completion of the
observation periods for all the patients. In addition, discussion with a company aiming
licensing-out has been started at the same time.
[Study7]
The establishment of new cell therapy with human amniotic mesenchymal cells for moderate
and active Crohn’s disease was set out. Requisite data had been obtained before starting the
study through PMDA regulatory strategy consultation, 3 times pre-interview and 7 times
face-to-face counseling, for confirming pharmaceutical product / quality and results of toxicity,
safety pharmacology and tumorigenicity testing. Preparation for the clinical-trial was carried
out at the same time. However this research subject was withdrawn from this project it was
selected for and admitted grant from “Research Project for Practical Applications of
Regenerative Medicine” on October 31, 2016and modifying research and development plans.
[Study8]
For the purpose of individualized treatment for HER2 positive malignant tumors, treatment
approach was examined. Detection technique for HER2 overexpression by immunostaining,
gene amplification by DISH and HER2 gene mutation positive tumors has already been
established. Exploratory clinical trial with Trastuzumab has been started following a
comprehensive analysis on expression of HER2 for lung cancer, and 7 cases in 10 initial target
cases were registered. Cases have been collected continuously. As for salivary gland cancer,
investigator -initiated clinical trial was initiated in FY 2015 through PMDA consulting, and 15
cases per 16 initial target cases were registered. Since there are a number of potential cases for
this trial, it seems to be possible to collect the target number of subjects.
[Study9]
FIH study of new tumor diagnostic agents [123[]IIMU targeting thymidine phosphorylase which
was developed in Hokkaido University has been conducted. Because of the decreased synthetic
quantity of study drug, further validation of the synthesis processes and identifying the cause
was attempted. After the improvement of synthetic yield, attained prospect on stable supply, the
preparation for resuming the study has been conducted.
[Study10]
Exploratory study Safety evaluation on proton-beam therapy specific to the spot-scan has been

conducted. The data acquired from this study will be released in 56th Annual Conference

Particle Therapy Co-Operative Group (PTCOG 56). 8
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