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Our research project consists of three key elements: 1) approval of therapeutic indication of
sodium pyruvate for lactic acidosis associated with mitochondrial disorders, 2) development of
novel diagnostic mitochondrial biomarker GDF15, and 3) development of diagnostic and
therapeutic algorithm of mitochondrial disorders.

To accomplish the first aim, we organized a phase 2 (PLA002) double-blind, randomized,
placebo-controlled clinical trial of sodium pyruvate for patients with MELAS/MELA, which is the
most popular phenotype of mitochondrial disorders. We started the enrollment in June of 2016,
and confirmed 15 patients completed the 24-week trial. PLA002 is now followed by PLA002-
extention study as an open clinical trial for 48 weeks (PLA002_Ex). While studying PLA002 on
patients with MELAS/MELA, we planned another clinical trial of sodium pyruvate on patients
with Leigh syndrome, which is known as the second popular phenotype of mitochondrial disorders.
As signs and symptoms of Leigh syndrome are different from those of MELAS/MELA, we set new
criteria to organize a 24-week, phase 2 (PLA003) double-blind, randomized, placebo-controlled
clinical trial. PLAOO3 started with 9 new patients in March of 2017 and will also be followed by
PLA003-extention study as an open clinical trial for 48 weeks (PLA003_Ex).

To accomplish the second aim, we applied the patent (Tokugan2014-005391,
PCT/JP2015/50833) for diagnostic purpose of mitochondrial biomarker GDF15, and succeeded to
establish the prototype of latex diagnostic system for clinical usage. After the consultation of
PMDA for developing the test devise on January 13, 2017, we started the clinical performance
trial using clinically available samples.

To accomplish the third aim, we will put together our trial and research results, collect
information about other on-going clinical trials and from the International Mitochondrial
Consortium. Finally, we will formulate the diagnostic and therapeutic algorithm of mitochondrial
disorders and announce it to the societies and academic organizations studying mitochondrial

disorders.
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