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Analysis of extracellular matrix aging in the pathogenesis of TTR amyloidosis
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Extracellular matrix is an extremely important tissue environment that on
the pathogenesis of amyloidosis. In order to analyze changes in TTR degradation-removing ability
and amyloid formation-inhibiting ability due to cell aging of fibroblasts, we performed analysis in
a three-dimensional culture system using collagen gel and fibroblast lines that imitated ECM in
vivo. Large amount of amyloid fibrils, aggregated TTR, and fragmented TTR were deposited inside
fibroblasts, and co-localization of amyloid and lysosomal markers was observed. Decreased lysosomal

markers and marked aging-related changes in intracellular structure were observed in fibroblasts
with a large amount of amyloid uptake.
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