








Clinicopathological correlates in non-

Alzheimer’s dementias

DLB: widespread Lewy bodies, Af} plaques and cell loss
What Where

* Cognitive decline hippocampal cell loss and cortical
Lewy bodies and plaques

* Spontaneous Parkinsonism * midbrain dopamine cell loss

* Fluctuating cognition o 2977

FTD: focal, then widespread cell loss with tau, TDP and/or FUS
What Where

* Behavioural abnormalities * frontal lobe degeneration

* Loss of semantic knowledge * temporal lobe degeneration

73" Progressive non-fluent aphasia * left insula degeneration
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Neuropathology in normal ageing

* MRC-CFAS 01; Knopman et al. 03  * Schneider et al. 2009
# Braak et al. 03; Knopman et al. 03; Jellinger 04; White et al. 05

Macroscopic infarects

~33 % Moderate to Frequent
Lewy bodies plaques
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Abnormal protein deposition in the brain
occurs in all neurodegenerative
dementias,

BUT also occurs in most cognitively
normal elderly as they age

New term of asymptomatic Alzheimer’s
disease (ASYMAD, Neurology 2009;73:665-73)
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For most elderly, multiple types of
proteins abnormally deposit in the brain
and interact with age-related vascular
changes to cause disease

Most researchers concentrate on one (or two)
rather than multiple protein abnormalities
and assess unitary mechanisms
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Ageing VS Neurodegeneration

Protein deposition proceeds at a
constant very slow rate
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Clinical symptoms relate to
tissue loss
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