(®)
2012 2014

Elucidation of pathogenic mechanisms and developing new therapies of myasthenia
gravis

SHIGEMOTO, KAZUHIRO

13,800,000

1. MuSK(muscle-specific kinase) (MG)
AChR MG
MuSK-MG ;
LRP4 MG . LRP4
LRP4

1.Some patients with myasthenia gravis (MG) caused by antibodies against
muscle-specific kinase (MuSK; MuSKMG) apparently do not respond to immunosuppressive therapy and rapidly
progress to life-threatening muscle atrophy. In addition, long-term administration of corticosteroids,
which are first-line treatment of MG, is frequently responsible for severe adverse effect. We found that
rapamycin treatment suppressed occurrence of MG-like ﬁhenotypes, including weight loss and significant
decrement of compound muscle action potentials with the histological evidence. Rapamycin may be useful as
an immunomodulation drug of MG.
2. We generated a murine model of MG caused by anti-Lrp4 antibodies via active immunization of LRP4
protein, providing the evidence for the pathogenicity of anti-Lrp4 antibodies. We expect our approach and
the model will be of value to the MG research community, helping to accelerate development of therapeutic
candidates for clinical translation.
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