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Role of glycosaminoglycans in ATTR amyloidosis
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Transthyretin familial amyloid polyneuropathy (TTR-FAP) is characterized by
transthyretin (TTR) deposition in various tissues, including the kidneys. Amyloid depositions in
vivo contain protein components and non-protein constituents besides the main protein fibrils. The
non-protein constituents include glycosaminoglycans (GAGs), and are thought to be involved in the
pathogenesis and pathology of protein aggregation diseases, such as protein aggregation and protein
aggregate-induced tissue/organ damages.Here, we showed that heparan sulfate and heparin, members of
naturally occuring GAGs, promoted the aggregation of TTR and mediated the cellular interaction of
TTR fibrils. Furthermore, heparan sulfate were accumulated in the kidneys of patients having
TTR-FAP. Our results will assist in the design of anti-amyloid agents.
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