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DISEASE

Prof. Elio Scarpini

Fondazione IRCCS Ca’ Granda
Ospedale Maggiore Policlinico

AD pathogenesis

the amyloid cascade hypothesis
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Revising the definition of AD

a new lexicon

* Prodromal AD:
cognitive symptoms, including episodic memory loss
not sufficient to affect instrumental activities, but with
positive biomarkers for AD.

Several MCI of the previous criteria can be included

* MCL:

episodic memory loss but negative biomarkers for AD
or not satisfied criteria for prodromal AD, or memory
symptoms not typical for AD also if biomarker
consistent with AD pathology

(Dubois et al, 2010)
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Mangialasche et al, 2010

Therapeutic perspectives '@;

Could the immune system be harnessed
to militate against AD?

Innovative strategy: amyloid removal
through vaccination




Prevenzione: fattori di rischio
potenzialmente modificabili

Fattori di rischio vascolari:
arteriosa, ipercolesterolemia, dial
mellito, iperomocisteinemia

Fattori di rischio non vascolari:
stato metabolico, stress ossidativo,
Infiammazione

Stile di vita: esercizio fisico,
abitudini alimentari

Oxidative
stress
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Ann Neurol 2006 June ; 59(6): 912-921. do1:10.1002/ana.20854.

Mediterranean Diet and Risk for Alzheimer’s Disease

Nikolaos Scarmeas, Mth:a, Yaakov Stern, PhD1v2‘3‘ Ming-Xin Tang, PhD1‘4‘ Richard
Mayeux, MD1v2s3, and Jose A. Luchsinger, mD'

Association between high adherence to the Mediterranean Diet
and lower risk for AD
mediated by
the composite effect of some of its beneficial components, such as
higher intake of fish, fruits, and vegetables rich in antioxidants such as
vitamin C, vitamin E, and flavonoids and higher intake of unsaturated
fatty acids

None of the individual components was a significant AD predictor.
An overall dietary pattern,
with possible additive and interactive (antagonistic or synergistic)
effects among nutritional components,
is likely to have a greater effect on health than a single nutrient.
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PREVENIRE LA DEMENZA DI ALZHEIMER CON L’ALIMENTAZIONE

Dietary precursors and cofactors improve

learning and memory

LipiDiDiet: EU funded long-term trial

running using Souvenaid

Principal investigator: Hilkka Soininen, University of Eastern Finland,
Kuopio, Finland

Multi-country, multi-centre study (13 sites in The Netherlands, Germany, Sweden
and Finland)

24-Months randomised, controlled trial in 300 people with prodromal AD

Eligibility:
— Prodromal Alzheimer diagnosis (Dubois et al, 2007)
— MMSE 224

Outcome measures:
— Primary: memory domain z-score of a Neuropsychological Test Battery
— Secondary: Progression to AD, functional (ADCS-ADL) nutritional biomarkers, safety
and adherence
— Biomarkers: CSF and MRI
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STUDIO INTERVENTISTICO NON FARMACOLOGICO MULTICENTRICO 5 ¢ ) w0 (Water maze)
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¥ Control g ~&=Fish oil
g 40 8- UMP+Choline 2
9 g 30 Fortasyn
prevede: g 3 g
« Selezione di soggetti Mild Cognitive Impairment amnestico e multi
dominio 20 2
« Selezione di soggetti con concentraz. liquorale di AB42 <500 ng/L 10
« Randomizzazione per costituzione del gruppo di intervento e del *
gruppo di controllo 0 S, 1
T T T T T
* Intervento alimentare sul gruppo intervento
: .g PP X ) ) 123 45 6 7 8ryas 1 2 3 4 Sopays
« Follow-up con monitoraggio della compliance e registrazione
delle progressioni in demenza di Alzheimer
De Bruin et al. J Learn & Memory. 2003 Koivisto et al . Abstract AD/PD 2011.
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Increased methylation of LINE-1 and Alu
genome repeated sequences in blood from
patients versus controls
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Gene expression modulation?




