Lead Exposure Exacerbates Amyloid--induced Lysosomal Dysfunction Via GSK-3-

TFEB Signaling In Human Neuronal Cells
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KEY TAKEAWAY:. Combined exposure to Lead (Pb) and AB peptides (25-35 and 1-40) profoundly impairs lysosomal acidification, Ca2+
homeostasis and membrane integrity through suppression of TFEB-CLEAR signalling, highlighting a molecular mechanism by which
environmental Pb exposure may accelerate Alzheimer’s disease-related pathology
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« CLEAR genes (TFEB, Mucolipinl, LAMP1, LAMP2, CTSB) were downregulated

 AO red/green ratio increased, indicating LMP  Data are Mean * SEM (n=3). *p< 0.05, **p<0.01, **p<0.001

- Combined exposure caused the greatest lysosomal membrane damage.

Proposed Mechanism
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