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Causes of Dementia
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Epidemiology of Alzheimer’s Disease (AD)
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Continuum from normal aging to AD

Petersen (1995)




AD is initially misdiagnosed...frequently !

Patient initially diagnosed
with AD

Patient’s first diagnosis
other than AD

35%

B Dementia (not AD) [ Stroke
B Depression B No diagnosis
B Normal aging B Other

Knopman D et al JAGS 2000 48(3) 300-4

Consumer Health Sciences, LLC. US Alzheimer’s Association Caregiver Project. 1999.
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What does this mean first diagnosis other than AD. This seems to imply an incorrect first diagnosis. Is this the intention? What is the evidence for this statement and please clarify the intention of the first diagnosis other than AD data












The early symptoms of AD are often mistaken for senile dementia, depression, and the normal slowing of cognitive function that is part of the aging process
Many other conditions mimic AD, such as depression, other neurodegenerative diseases, substance abuse, psychiatric disorders, nutritional deficiencies, metabolic disorders, and infections
A differential diagnosis must be made to rule out other potential causes of dementia
No definitive laboratory test is available for the diagnosis of AD


Treatment of AD: The vanishing 50%...

2 4,523,100
w 4
c
o
E 3
@ 2,261,600
g ¢
©
] 904,600
543,800
; 1
Prevalence Diagnosed Treated* Treated
with AChEls

* Any drug treatment, not limited to acetylcholinesterase inhibitors (AChEIs).
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What is the support of this statement? 

Presumably cases in prevalence are established by population based estimates. Please confirm this.

The actual diagnosed must be estimated from some source. What source is this?





In the United States alone, there are more than 4 million projected cases of AD
Of the over 4 million patients with AD, only about 50% are diagnosed, and less than 50% of those diagnosed are actually being treated with any type of drug therapy
Types of drug therapy included in this analysis are vitamin E, selegiline, ginkgo biloba, and acetylcholinesterase inhibitors (AChEIs)
Approximately 12% of patients with AD are currently being treated with �an AChEI


The Mini Mental Status Examination (MMSE):

a scale to evaluate dementia
(a score of 24 or less Is indicative of dementia)

Mini-IiWMiental State Examination

Ma=irmum

sSCoOre Score
Orientation

= - WYhat s the (yvear) (season) (date]) (day) (monthl?

= - YWheaere are we: (state] (county]) (fown ar city) (hospital)d (floon)?
Hegqgistration

= FMarme three cammon objects (e . g., "apple.," "table."” "penny™]l:

Take one second ta say each. Then ask the patient to repeat all three
after vou have =said them. Give one paint for each correct answer. Thean
repeat thherm until he or she learns all three. Count trials and record.

. Trial=:
Artention and clalculation
o Spell "world"” backwards., The =core is the number of letters in correct
arder.
- [ L = 2 Rty 1
Hecall
= A=k for the three objects repeated abowve. SGive aone paoint for each

correct answwer.

(Fote: recall cannot be tested it all three aobjects were not rermembered
during

registratian.]

Language

= MMarme a "pencil" and "watch "
. Repeat the following: "Moo ifs, and=s or but=."
1 . Follow a three-stage cormimand:
= . "Take a paper in your right hand, fold it in half and pat it on the floor. ™
1 - Close your eyes.
1 - YWrite a sentence.
1 Copy the following design.

Total
SCOre:



What do the brains of AD patients look like?

Erain with A D Mormallhy Aged Brain
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Widespread, diffuse atrophy with resulting ventricular enlargement is seen in AD brains, especially in later stages of the disease.
Neurofibrillary tangles (NFT) and amyloid plaques (AP) are the most distinctive neuropathological features of AD. AP begin in a diffuse form and mature into a compact, fibrillar form surrounded by dystrophic neurites and glial cells. In the photomicrograph on the left, a large plaque with a light staining core and dense staining halo is visible centrally.
The photomicrograph on the right shows NFT that contain abnormal cytoskeletal elements and appear as dense staining ‘flames’ within the neurones.
Acetylcholine (ACh), 5-HT, and noradrenaline (NA) levels are decreased following neuronal losses in nucleus basilis of Meynert (ACh), nuclei of Raphe (5-HT) and nucleus caeruleus (NA). Immunoreactivity to substance P is also reduced.



What do we find if we look
In the brain tissue of AD patients?
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AP =amyloid plaques
NFT = neurofibrillary tangles

Courtesy of George Grossberg, St Louis University, USA



Where does AD hit the brain first?

Courtesy of Gary Small, MD, University of California, Los Angeles


Presenter
Presentation Notes
This slide shows a MRI scan (left) and positron emission tomography (PET) scan (right) of the same patient with probable AD. The MRI scan shows generalised atrophy and white matter hyperintensities, which can be a non-specific finding. However, in the PET scan, parietal and temporal deficits characteristic of AD are evident (arrows).
Functional imaging methods, such as PET, can measure regional cerebral blood flow and thereby detect hypofunctional areas before structural changes appear. A specific finding for AD with PET is relative hypofunction of the posterior cerebral association cortices (unilaterally or bilaterally).
In clinical practice, generalised atrophy is the major finding associated with moderate or late-stage AD. Recent studies suggest that hippocampal atrophy may be a useful marker for detecting early-stage disease.



The complex story of AD
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