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About the work

Mutated transthyretin (TTR) causes familial amyloid polyneuropathy, a neurodegenerative
disorder characterized by TTR deposition in the peripheral nervous system (PNS). The
origin/reason for TTR deposition in the nerve is unknown. Here we demonstrate that plasma
TTR has access to the nerve. We previously determined that in the absence of TTR, both
neurite growth in vitro and nerve regeneration in vivo were impaired. Reinforcing this finding, we
now show that local TTR delivery to the crushed nerve rescues the regeneration phenotype of
TTR knock-out (KO) mice. Moreover, we show that in vitro, in neurons, megalin receptor-
mediated TTR internalization is needed for TTR regeneration-enhancer activity. In conclusion,
our work unravels the mechanism of TTR action during nerve regeneration. Additionally, TTR
presence in the nerve, as is here shown, may underlie its preferential deposition in the PNS of
familial amyloid polyneuropathy patients.
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