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Pathophysiology of inflammatory myopathies in the light of immune response and
muscle disfunction induced by injured muscle fibers
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Polymyositis is_a chronic inflammatory myopathy, which affects proximal
muscles leading to progressive and persistent disability.
Here, we showed that the pattern of cell death of muscle fibers inflammatory myopathies is
necroptosis using human muscle biopsy specimens of PM patients and models of PM in vitro and in
vivo. The Inhibition of necroptosis suppresses not only muscle fiber death but also the release of
inflammatory molecules including HMGB1, one of damage associated molecular patterns (DAMPS).
Treatment with a necroptosis inhibitor or anti-HMGB1 antibodies ameliorates myositis-induced muscle
weakness as well as muscle cell death and inflammation in the muscles. Thus, targeting necroptosis
in muscle cells is a promising strategy for treating PM providing an alternative to current
therapies directed at leukocytes.
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HMGB1 is highly expressed in injured muscle fibers and accelerates inflammation and muscle injury in inflammatory
myopathies.
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