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Molecular pathogenesis of amyloidosis: Integration of protein chemistry, mouse
models and clinical pathology
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We first showed that C-reactive protein and serum amyloid P component
dose-dependently inhibited both AB and D76N c2-m fibril formation in vitro, indicating a possible
role of pentraxins to maintain extracellular proteostasis. We next showed that in a simple yet
powerful in vitro model of cerebral amyloid angiopathy (CAA), apolipoprotein E (apoE) and clusterin
(CLU) inhibited amyloid growth dose-dependently, indicating that apoE and CLU may act as
extracellular chaperones to inhibit AR amyloid deposition in CAA. Third, we showed that small
leucine-rich proteoglycans (SLRPs) were detected in all tissues removed from 3 2-m-related
amyloidosis patients, suggesting that SLRPs could enhance the deposition of  2-m amyloid fibrils in
vivo. Finally, we showed that under neutral pH, long polyphosphate (polyP) induced the amyloid
formation of B 2-m at a similar concentration range to that in vivo, suggesting that polyPs play an
important role in the development of (3 2-m-related amyloidosis.
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