
Biophysical studies of amyloids and their interactions with accessory molecules.
A third area of interest in our group, is the mechanisms of amyloid fibril assembly [22].  In vivo,

amyloid fibril formation is not a simple self-assembly process, but a process that involves a number of
cofactors such as glycosaminoglycans (GAGs) and heparan sulfate proteoglycans [38]. This poses the
question of what factors are responsible for these interactions, particularly since the polysaccharides are
highly polar and negatively charged while the cores of the amyloid fibrils are presumably highly shielded
from water.

Long-term goals:
• Binding of GAGs has been investigated for a number of proteins
involved in amyloid pathology[38].  To better understand the mechanism
of recognition, we are planning to look at the binding of GAGs to CspA,
an E coli protein that forms aggregates with the characteristics of amyloid
at acidic pH [22].  The rationale for these investigations is to see if
binding of GAGs is unique to the twenty or so proteins implicated in
amyloid disease, or a more general property of proteins that form
amyloid.
 • We have initiated studies on the interactions of cofactors with amyloids
involved in Parkinson’s disease and Alzheimer’s disease.
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