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Demenza Pre-senile (di Alzheimer-Perusini)



Clinical diagnosis of  Alzheimer Disease
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McKhann et al. Neurology 1984: Clinical diagnosis of Alzheimer’s disease: report 

from the NINDS-ADRDA work group. 

Clinical – pathological definition



Malattia di Alzheimer probabile, certezza solo autoptica











NEUROPATOLOGIA DELL’ALZHEIMER
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Genetic evidence for the 

primary role of Abeta

• Dose effect of Abeta production in Down 

syndrome

• Increased Abeta production in mutations of 

APP, PS1, PS2 and SORL1 genes

• Decreased Abeta production in protective

APP A673T mutation (decreased BACE activity)

• Most genetic risk factors interact with 

Abeta processing and pathways
(Nat Genetics, Dec 2013 Meta-analysis of 74.000 individuals)
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Le Malattie di Alzheimer: diverse isoforme di ABeta





Alzheimer Disease (AD) vs Alzheimer Dementia

CLINICAL-BIOMARKERS CONSTRUCT
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SNAP: Suspected Non Alzheimer Pathology (Jack, Nat Rev Neurol 2016)













BIOLOGICAL BASIS OF DEMENTIA



risk or diagnosis of «preclinical Alzheimer Disease»?



Dubois, Bressanone 2019



Dubois, Bressanone 2019





New therapeutic strategies  

• Anti-amyloid drugs:

decrease production: enzymatic inhibitors

removal: immunotherapy

• Anti-TAU drugs



PROBLEMI CON IMMUNOTERAPIA PASSIVA 

ANTI-AMILOIDE E NUOVE  STRATEGIE

PAZIENTI GIUSTI ? Inclusione di pazienti non AD

Selezionare i pazienti postivi per accumulo di beta amiloide 
mediante biomarker (PET – liquor) 

TROPPO TARDI ? inefficacia nei pazienti già dementi 

Trattare prima: AD prodromico (MCI) o preclinico 

TROPPO POCO ? non sufficiente rimozione di Abeta per effetti collaterali?

Dose titration, facilitare il passaggio attraverso la BEE 
(nanoparticelle?)

HOT TOPIC: 
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Primi 13 casi (da serie neuropatologica di 81 pz = 16%)
1. Demenza
2. Scarsa neuropatologia AD
3. Sclerosi ippocampale

-Transactive response DNA binding protein
-Regolatore dell’espressione genica
-Nucleo  citoplasma in condizioni
patologiche

TDP-43 anche in pz senza SLA o FTD
> 80 aa, con sclerosi ippocampale

2007-8

SNAP: dalla Sclerosi Ippocampale a LATE











LATE AD

• Sindrome amnesica         

• Età avanzata

• Atrofia ippocampale        

• Positività ApoE
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• Atebecestat (Janssen) phase 3 in normal subjects: interrotto nel 2018 per tossicità epatica

Trials preventivi in soggetti normali (AD preclinico) 



DIAGNOSI PRECLINICA SOLO PER RICERCA

Sfide dei trial pre-clinici

• Difficoltà di definire il livello di rischio e di monitore piccole 
alterazioni cognitive

• Necessità di marcatori biologici come end-points surrogati 
(PET – CSF – altri biomarcatori) ? 

• Necessità di follow-up lungo (5-10 years?)

• Aspetti legali, etici, economici….











Difference between risk and diagnosis

Potential benefits and potential harms of knowing



«Guidelines» to the 

disclosure process

1. the communication should make it clear that it relates to a risk rather than 

a diagnosis

2. Information should provide clear details on risk level

3. Information should be accompained with suggestions for actions

4. Informations should be provided by experts with the necessary knowledge 

and skills

5. Informations should be provided face-to-face

6. Time should be allowed for questions before, during and after disclosure

7. Communication should occur consistenly accross settings (specialist, GP)

8. People with increased risk should be monitored following disclosure

9. Psychosocial support should be available



CHALLENGE FOR EARLY DIAGNOSIS OF AD











Grazie per l’attenzione!

• Domande?.....


