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Background.

Polymyositis (PM) and dermatomyositis (DM) are systemic autoimmune diseases that are
characterized histologically by chronic inflammation and injury of the striated muscles and clinically
by progressive muscle weakness. They are treated mainly by glucocorticoids (GC) and
immunosuppressants. However, muscle weakness and low ADL remain in more than a half of
patients even after the suppression of the myositis. In order to solve this unmet-medical needs, it is
an urgent issue to develop new drugs meeting this needs.



Based on our basic researches, branched-chain amino acids (BCAASs) appear to be effective for
muscle weakness and low ADL, we planned to a randomized, controlled, double-blinded investigator
initiate clinical trial to examine efficacy of BCAAs for muscle weakness of PM/DM patients.

Methods.

Patients who newly diagnosed with either PM or DM were treated with TK-98 (branch chain amino
acids) or placebo and prednisone. The primary objective was to compare the efficacy of TK-98 to
placebo using changes in mean MMT score from baseline to 12-week. This study consists of three
parts, 12weeks double-blind period followed by 4 weeks transitional period for data cleaning, then
12 weeks open period. Patients who meet the protocol criteria transferred the last period and BCAAS
were administered.

Results.

The study is still on going over 20 leading hospitals of this therapeutic area and clinical trials in
Japan. From April 2014 to March 2017, a total of 49 patients were screened, 47 of 49 patients were
enrolled and received TK-98 or placebo. Serious adverse events were reported in the study, two of
them, pericarditis/myocarditis and suicide attempt, were reported as there were causal relationships
with study drugs. Blind is not broken on these patients. We consider overall safety profile of BCAAS
has not changed.

Due to funding problem, the study will be closed prematurely with insufficient sample size for
planned analyses. Premature termination may raise ethical and scientific concerns. To deal with
ethical problems for patients, the study will be continued until primary endpoints are evaluated in all
subjects. Subject follow-up, data analysis and publishing data will be supported by the principal
researcher’s self-funding.
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