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Multiple sclerosis (MS) is registered as an intractable disease (subject to public expenditure) in Japan, and
the treatment has not yet been established. Currently, interferons (injections) are available as first-line
treatment for MS. The only approved oral drug is fingolimod but still is not a satisfactory option due to its side
effects such as sudden death, and the fact that ineffective patients are about 20% and annual relapse prevention
rate is about 50%. Although there are several research and development studies for S1P receptor drugs aiming
to improve these, new oral drug with different mechanism of action that has higher efficacy and safety is
anticipated. It has been reported that experimental allergic encephalomyelitis (EAE), an MS model, is
suppressed in PAI-1 deficient mice, and PAI-1 activity increases in the relapse phase of patients with relapsing
remitting multiple sclerosis and thus we are examining the possibility of applying PAI-1 inhibitor (oral drug)
for the treatment of MS in this study. As a result of examining the therapeutic effect in EAE mice using
TM5484 (10mg/kg/day), with which brain penetration was presumed using in vitro blood brain barrier model,
showed efficacy comparable to that of fingolimod as control. We found that PAI-1 inhibitor suppressed the
infiltration of macrophages by suppressing PAI-1 activity and significantly increased brain-derived trophic
factor BDNF which promotes neuronal survival, regeneration and formation of synapse. In Y2016, 5A15 was
selected as the candidate drug for further clinical development which improved both in terms of efficacy and
safety from TM5484. We also have confirmed the safety of TM5A15 through a 4-week toxicity study (GLP) in
monkeys and rats. We believe that this drug will not only be an additional option for the treatment of MS but
also has the potential to be the first-line drug, the first-in-class for its novel mechanism of action.
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