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In dialysis-related amyloidosis, B 2-microglobulin (B 2-m) amyloid fibrils
deposit in the osteoarticular tissue, leading to carpal tunnel syndrome and destructive arthropathy, but
the mechanism by which these amyloid fibrils destruct bone and joint tissue is not fullg understood. In
this study, we assessed the cytotoxic effect off3 2-m amyloid fibrils on the cultured rabbit synovial
fibroblasts. B 2-m amyloid fibrils exerted the toxic effect on the synovial fibroblasts. When the cells
were incubated with amyloid fibrils, many endosomes/lysosomes filled with amyloid fibrils were observed.
Moreover, some endosomal/lysosomal membranes were disrupted by intravesicular fibrils, leading to the
leakage of the fibrils into the cytosol and adjacent to mitochondria. Inhibition of endocytosis by
cytochalasin D attenuated the toxicity of amyloid fibrils. These results suggest that endocytosed B 2-m
amyloid fibrils induce necrosis and apoptosis by disrupting endosomal/lysosomal membranes.
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