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Abstract

Pathological hallmark of Alzheimer’s disease (AD) is characterized by the accumulation and
aggregation of amyloid § (A ) peptides into extracellular plaques of the brain. Clarification of the
process of how soluble A f starts to assemble into amyloid fibrils is an essential step in elucidating the
pathogenesis of AD. In our previous study, A f proteoforms were visualized in postmortem brains
from AD patients with matrix-assisted laser desorption/ionization-based mass spectrometry imaging
(MALDI-MSI). In this review, we introduce liquid chromatography tandem mass spectrometry (LC-
MS/MS) based shotgun proteomics with laser microdissection (LMD) excised tissue samples as
well as direct tissue imaging with MALDI-MSI. Of note, as lipid dysregulation has been implicated
with AD pathology, we have challenged to integrate proteomics and lipidomics imaging for AD
neuropathology. Spatial multi-omics is a powerful strategy to bridge biofluid biomarker studies and
pathological events in brains of AD patients.
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