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Research Abstract

Alzheimer’s disease (AD) usually and typically presents with memory disturbance. However, up
to 30% of AD presents with non-amnestic symptoms, especially in early onset AD. This points to
a phenotypic heterogeneity that is poorly understood and rarely investigated. Recognition of
variable phenotypes will lead to a better understanding of pathological pathways in AD and may
have consequences for therapy and management. Even more so it is needed to enable the



clinician to make a more accurate prognosis.
To identify possible underlying anatomical and neuropathological changes we will

1. Perform comprehensive postmortem tissue analysis in a uniquely identified patient cohort
with the parietal pathological phenotype (according to the distribution of AD pathology), clinically
validated to have a non-amnestic presentation of AD. The results will be compared with the
typical temporal pathological AD phenotype and healthy controls. The in depth analysis will
include neuropathological analysis with extensive immunohistochemical analysis and state-of-
the-art morphometric analysis in 7 cortical areas and the striatum.

2. Apply the results of this retrospective tissue analysis to prospectively gathered brain tissue,
by performing the same comprehensive tissue analysis combined with volumetric and network
analysis of relevant brain areas on post mortem MRI thereby bridging the gap between clinical
and histopathological phenotypes.
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