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Alzheimer’s Disease
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Aggregate/proteopatic stress Chronic inflammation
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Presenilin 1
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FAD vs SAD

Probable Triggers
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in FAD
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TDP43 in FAD
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de novo generation of AP in PS1E280A brain tissue
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Cerebellar dysfunction in PS1E280A FAD
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Mitochondrial dysfunction in PS1 mutations
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Differences between Sporadic and Familial Alzheimer’s Disease

Phenotype SAD PS1-FAD
Beta Amyloid Pathology

Increased Beta Amyloid 1-42
Cerebellar Beta Amyloid pathology
Cerebellar symptoms

Increased IDE in plaques
Neprylisininplaques
Hyperphosphorylated Tau Pathology
Cerebellar pTau pathology
Elevated BACEL levels

Increased beta APP-CTF levels
Increased Purkinje cells loss
Cerebellar abnormal mitochondria
Dysregulation of Ca2+ channels
y-secretase dysfunction

Increased Beta Amyloid 1-38 (IHC)
Increased 38/42 ratio (IHC)
Increased 40/43 ratio (IHC)
Increased 42/40 ratio (IHC)

TDP43 Pathology (IHC)

Increased insoluble pTDP43
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AB pathology according to age of onet in PS1E280A FAD
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pTau pathology according to age of onet in PS1E280A FAD
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Kinases levels correlations
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2018 Alzheimer’s Drug Development Pipeline

Disease-Modifying
Immunotherapy
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Phenotype
Beta Amyloid Pathology

Increased Beta Amyloid 1-42
Cerebellar Beta Amyloid pathology
Cerebellar symptoms

Increased IDE in plaques

Cerebellar pTau pathology

Elevated BACEL levels

1. Are SAD and FAD the same disease?

Dysregulation of Ca2+ channels
-secretase dysfunction

Increased Beta Amyloid 1-38 (IHC)
Increased 38/42 ratio (IHC)
Increased 40/43 ratio (IHC)
Increased 42/40 ratio (IHC)

TDP43 Pathology (IHC)

Increased insoluble pTDP43

2. Have all FAD (or even all PS1 FAD) the same pathology?

3. At least are all E280A cases the same from a pathological point of view?
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