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PROJECT
Biological chemistry of N-truncated β-amyloid peptides
[bookmark: _Hlk49355666]Alzheimer’s disease (AD) is widely believed to be caused by a series of pathological events starting with the aggregation of the β-amyloid (Aβ) peptide, typically 40 or 42 residues in length. This amyloid cascade hypothesis focuses on a gain of toxic function in response to impaired Aβ clearance. However, Aβ may have normal biological functions that are lost during ageing and AD. An abundance of Aβ species are N-truncated at Phe4, and these can bind Cu2+ in a redox-silent site with an affinity comparable with those of physiological cuproproteins (Ka ~ 1014 M−1). Such N-truncated Aβ species may therefore play a role in binding copper at the synapse, and this function may be lost if Aβ proteostasis is impaired during ageing and AD. This project focusses on the development of Cu2+-sensitive Aβ immunoassays to assess the physiological relevance of this copper binding and its potential as a biomarker of AD.
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