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Screening methods to discover ATTR amyloid disrupters
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Using the highly amyloidogenic TTR81-127 fragment, we developed a cell-based

high-throughput screening method to discover compounds that disrupt TTR amyloid fibrils. Screening
a library of 1280 off-patent drugs, we identified two candidate repositioning drugs, pyrvinium
pamoate and apomorphine hydrochloride.

Both drugs disrupted patient-derived TTR amyloid fibrils ex vivo, and pyrvinium pamoate also
stabilized the tetrameric structure of TTR ex vivo in patient plasma. We conclude that our TTR81-127
based screening method is very useful for discovering therapeutic drugs that directly disrupt
amyloid fibrils. We propose that repositioning pyrvinium pamoate and apomorphine hydrochloride as
TTRIamﬁloid—disrupting agents may enable evaluation of their clinical utility for managing ATTR
amyloidosis.
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