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Novel therapeutic strategy of polymyositis targeting muscle fiber death
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2,200,000

(P\) PM
PM

PM PM
necrostatin 1s

(PV)
PM

PM

We clarified that the pattern of cell death of muscle fibers in polymyositis
(PM) is FAS ligand-dependent necroptosis, while that of satellite cells and myoblasts is perforin
1/granzyme B-dependent apoptosis, using human muscle biopsy specimens of PM patients and models of
PM in vitro and in vivo. While apoptosis is an anti-inflammatory cell death, necroptosis is known as
one of inflammatory forms of cell death, as necroptotic cells release inflammatory mediators such
as damaged molecular patterns (DAMPs) and cytokines. Treatment with a necroptosis inhibitor
ameliorated myositis-induced muscle weakness as well as muscle cell death and inflammation in the
muscles in murine model of PM. 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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A new in vitro model of polymyositis reveals CD8+ T cell invasion into muscle cells and its 2019
cytotoxic role

Rheumatology 224 232

DOl
10.1093/rheumatology/kez248

6 0 3

Mari Kamiya, Kimito Kawahata, Hitoshi Kohsaka , Fumitaka Mizoguchi .

Targeting necroptosis in muscle cells ameliorates inflammatory myopathies.
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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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Inhibition of Necroptosis Suppresses Muscle Cell Death and Inflammatory Infiltrate, and Improves Muscle Strength in
Experimental Polymyositis
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Targeting necroptosis in muscle fibers ameliorates inflammatory myopathies ( Mari Kamiya) Nature Communications revision







