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Deciphering the mechanism of neuropathy and development of novel therapies in
familial amyloid polyneuropathy
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Transthyretin (TTR) Val30Met familial amyloid polyneuropathy (FAP) (FAP ATTR

Val30Met) is the most common type of FAP. Long amyloid fibers were abundant in the conventional
early-onset Val30Met cases from endemic foci, whereas the amyloid fibrils were generally short in
the late-onset Val30Met and non-Val30Met cases from non-endemic areas. The distortion of Schwann
cells close to amyloid fibril masses was conspicuous, particularly in cases with long amyloid
fibrils. Findings suggestive of the disruption of blood-nerve barriers, such as the loss of tight
junctions and the fenestration of endothelial cells, were frequently found particularly in
late-onset FAP cases. These findings suggest that direct insult of amyloid fibrils causes Schwann
cell damage resulting in the predominant loss of small-fiber axons characteristic of early onset
cases. In addition, vasculopathy may also participate in the pathogenesis of neuropathy,
particularly in late onset cases.
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