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Clinical diagnosis of probable 
Alzheimer’s disease. NINCSD-ADRDA 

Work Group 1984 
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Established 
by clinical 
evaluation 
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consciousness 

Onset between the 
ages of 40 and 90, 

most often after age 
65 
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deficits in cognition 

Documented by 
neuropsychological 
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Deficits in two or 
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cognition 
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and other 
cognitive 
functions 

First step 
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The new criteria of diagnosis and the new proposed 
lexicon reflect the widely agreed opinion that Alzheimer’s 
disease preexists prior to the clinical manifestation of 
dementia.  

2010 Lancet 
Neurology 





AD is characterized by a specific patophysiologic 
process (beta amyloid aggregation) causing sinaptic 
damage and neuronal degeneration. The disease 
progression follows a specific pattern of temporo-
spatial distribution from memory cerebral areas to 
areas other cognitive functions. 



However dementia is the 
clinically relevant condition that 
we want to control with disease 
preventing or disease modifying 
interventions 





Validity of biological markers of “prodromal AD” 
for use in clinical practice 

• The diagnostic validity of each marker refers to 
the capacity of precisely predicting the 
progression to dementia. This can be established 
only with well-designed longitudinal studies in 
terms of specificity and sensitivity.  
– a sensitivity of 80% or higher with a specificity of 85% 

or higher can be considered reasonable cut-off values 
for assessing the validity of each marker as a predictor 
of progression to dementia. 



Conclusion 

• The proposed new diagnostic criteria and the new proposed lexicon 
for AD are conceptually attractive. The new criteria and the new 
lexicon are strongly based on the inclusion of biomarkers in the 
diagnostic process. However the evidence about the instrumental 
and laboratory markers for the diagnosis of the preclinical and 
prodromal stages of the disease are, until now, insufficient to 
support the routine clinical use of these investigations. 

• Selected dementia centers, with recognized expertise, may provide 
CSF analysis and morphological and functional imaging in selected 
patients both for differential diagnosis in dementia with atypical 
presentations and for population enrichment in clinical trials 

• The limited usefulness of present laboratory and instrumental 
markers in clinical practice does not extend to the field of research 
where, the markers maintain huge interest for the purpose of 
improving human health 
 
 













All cause dementia 

Interfere with activity of 
daily living 

Represent a decline from 
previous level 

Not explained by delirium 

Specific cognitive 
impairment 

Detectedby history taking 
objective cognitive 

assessment either bedside 
or neuropsychological 

testing 

La diagnosi di demenza 



La diagnosi di 
demenza 










