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Diagnostic and therapeutic approach for sporadic inclusion body myositis via
identification of pathomechanism of the autoantibodies.
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Autoantibodies against cytosolic 5 -nucleotidase 1A (cN1A) were found in
the sera of patients with sporadic inclusion body myositis (sIBM). However, the pathogenic role of
the autoantibodies remained unknown. This study investigated the differences in clinical features
between sIBM patients with and without the autoantibodies, and the pathogenic properties of the
autoantibodies using active cN1A peptides immunization. Among 365 patients classified as sIBM, 201
(55.1%) patients were positive for anti-cN1A antibodies. Patients positive for anti-cN1A antibodies
revealed significant differences in finger flexion weakness frequency, and absolute values between
grip strength of both hands. The number of myofibers with internal nuclei increased in all the
peptide-injected groups, with surrounding or invading CD8-positive T cells into myofibers,
aggregates, and p62 and LC3 upregulation. Active cN1A peptide immunization reproduces
clinicohistological sIBM aspects in wild-type mice.
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