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Amyloid Cascade Hypothesis
 Cholinergic Hypothesis



Amyloid Cascade Hypothesis
of AD

Aging, APP mutations
PS1/2 mutations, Trauma
Oxidative stress

N

Altered BPP processing increasing Amyloid Associated
AP42 and/or total Ap production Proteins,
Or decreased brain AB peptide Apolipoprotein E etc.

clearance /
Aggregation of AR in the CNS

SAB 1 Toxic AB oligomers

Amyloid deposits




Cholinergic Hypothesis
of AD

major cholinergic projections

 ACh transmission is reduced
in AD.

* The degeneration of ACh
containing neurons in both
sub—cortical and cortical
regions may account for the
memory |0ss.

Nucleus basalis projects to the neocortex
PPN projects to the thalamus



Pathogenesis of
Vascular Dementia

Cognitive

Outcome
(VaD)

Brain infarcts
White matter
changes

Brain atrophy

|

Cerebrovascular pathology and P a— Va?igllJ(lar
pathophysiology factors

f control

Prevention of progression & recurrent stroke







New studies on risk factors
of AD

* DIETARY FACTORS

o Anti-HT treatment



DIETARY FACTORS

« High intakes of total fat, saturated fat, and total
cholesterol increase risk for incident dementia

« High fish intake may be protective for incident
dementia and AD with relative risks of 0.4 (95%
Cl1 0.2-0.91) and 0.3 (0.1-0.9) respectively
(Morris et al, 2003).

* Vegetable fat and omega-3 fatty acid intake
decreased the risk of AD, whereas saturated or
transunsaturated fats increased the risk(Morris
et al, 2001).




* (+) association between systolic blood
pressure and dementia

 stroke Is suggested to comorbidity or an
etiologic factor for both vascular and AD
In at least 10 studies.

« Syst-Eur randomized clinical trial

— 53% reduction in vascular or mixed
dementia and a 60% reduction in AD.



Rate (/ 1000 patients-years)

Anti—HT treatment prevents
development of dementia

® Mixed or Vascular Dementia = Alzheimer Disease

l - ’

Control Group Active Group

Syst-Eur Study, Arch Intern Med, 2002; 162: 2046-2052
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