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Intrinsically disordered protein domains exist in more than a 
third of eukaryotic proteins where they mediate diverse 
context dependent molecular associations ranging from RNA 
management to protein aggregation events in at least 40 
amyloid protein diseases. The oligomer cascade hypothesis 
holds that metastable aggregates of amyloid-β (Aβ) initiate 
and propagate neurodegeneration in Alzheimer’s disease as a 
protein-only infection. We will discuss how these liquid-
liquid phases carry dynamic kinetic information that can be 
used to control mesoscale molecular order via substrate-level 
inception of the ultimate liquid-solid transition. 
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