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Development of the program, M201-A hydrochloride injection for Atrial fibrillation / Atrial
flutter, progressed steadily. Toxicity studies including repeated-dose toxicity studies and safety
pharmacology tests in accordance with GLP standards were finished in 2016, and production of
M201-A hydrochloride for clinical trial in conformity with investigational drug GMP was
completed in August 2016. Production of the M201-A hydrochloride injection for clinical trial in
conformity with the investigational drug GMP was completed in late October 2016.

Although not in the original plan, to clarify the safety of M201-A, it was evaluated using a
dog chronic atrioventricular block model that is known as a most appropriate evaluating
system for the arrhythmogenic potential of chemicals. As a result, M201-A has an advantage
not seen in existing drugs that do not cause arrhythmia (Torsades de pointes).

Since it is important to advance the clinical development of M201-A hydrochloride sooner
when considering the potential of it as a medicine, we decided to do Phase 1 clinical trial by
Professor Yuji Kumagai, Kitasato University Hospital Clinical Trial Center under Investigator
Initiated Trial with supporting by physicians of Cardiovascular Medicine at Kitasato University
hospital. In January 2016, this Phase I clinical trial was adopted as the "Global Clinical
Research Project" of the Japan Agency for Medical Research and Development (AMED), and
became to be supported by "M201-A Phase I clinical trial by Japanese leading investigational
global investigator and early Phase II " by Kitasato Academic Research Organization as a
"M201-A Japan Directed Global Investigator Initiated Clinical Trials; Phase I and Early Phase
.

We received a preliminary interview of PMDA on March 31, 2016 for Phase I study as an
Investigator Initiated Trial, and received face-to-face advice from PMDA on August 1, 2016.
Several comments were received in face-to-face counseling from PMDA, but there are no serious
comments on the start of Phase I clinical trial in February 2017, and its protocol was approved
at the IRB examination of Kitasato University on December 21, 2016, and then we submitted a
notification of phase 1 clinical trial plan of M201-A hydrochloride injection to PMDA on January
5, 2017, and its protocol was accepted. In early March, Phase I clinical trial (First in human) was

started.



Although it is somewhat delayed from the schedule of the research and development basic
plan, the phase I study including the preparation of the clinical study report could be completed
by November 2017.
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