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ATTR amyloidosis is an incurable disease, as it is triggered by the
accumulation of amyloid derived from normal or mutant transthyretin. Although aging is a risk factor
for the disease, the molecular mechanism underlying age-related amyloid formation remains largely

elusive. In this study, we utilized C. elegans as a model organism to explore the potential link
between changes in the extracellular redox balance and the formation of amyloid in aging
individuals. We have developed new strains of ATTR amyloidosis models that enable the monitoring of
amyloid formation through luminescence or fluorescence measurements. As a result, we found that TTR
can form a dimer through a disulfide bond as it ages, producing toxic protein aggregates in the

body. These results suggest that oxidative stress associated with aging might be a key trigger for
amyloidosis.
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Hydrogen bonds connecting the N-terminal region and the DE loop stabilize the monomeric 2023
structure of transthyretin
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