
Native protein
Misfolded

intermediate

Soluble
oligomers

ProtofibrilsFibrils

Stabilization
of native
folding

Competitive
inhibitors

�-sheet breakers

Fibrillar destabilizers

FIGURE 43.1 Protein misfolding and fibrillogenesis pathway and targets for intervention. The aggregation of proteins in PMD follows a

seeding and nucleation model in which a series of misfolded intermediates are formed. Currently, it is not know which of these conformational

species is the most toxic. Various strategies have been proposed to prevent and reverse this pathway for therapeutic purposes.


