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Prevalence of Dementia

Figure 1
in high income countries, and low and middle income countries
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Cost of dementia compared to national economies
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Prevalence of dementia among the population aged 60 years and over, 2009
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Numero di persone colpite da demenza 1 milione

affette da demenza di Alzheimer 600.000

soggetti con meno di 65 anni colpiti da Alzheimer 30.000

Costo globale della patologia in Italia circa 20-30 miliardi di euro/anno (1,5% del PIL)




Dementia is an “Umbrella term’, referring
to many different types of dementia

The most common type
of dementia is
Alzheimers Disease
{illustrated as the
handle of this umbrella)

Each of the lesser common
types of dermentia, such as
Vascular, Lewy Body,
Frontotemporal, etc, is
illustrated as a separate
section of the umbrella

Source: Plassman, BL; Langa, KM; Fisher, GG; Heeringa, SG; Weir, DR;
Ofstedal, MB, et al. “Prevalence of Dementia in the United States: The Aging
Demographics, and Memory Study. Newrospidemioiogy 2007; 28:125-132.2"
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AD and gender - Incidence rates in different countries

New Cases/100 Person-Years

New Cases/ 100 Person-Years
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Rates (per 1,000 person-years)
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AD incidence rates and gender in Italy — Conselice Study

females
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NEUROLOGY 2005;64:1525-1530
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Secondo i dati prospettici ricavati dallo studio Framingham il lifetime risk
per una donna di ammalarsi di Alzheimer e quasi doppio rispetto al
maschio; all’eta di 65 anni e pari a 1/6 verso 1/11 nel maschio

figure 2: Framingham Estimated Lifetime Risks for Alzheimer’s by Age and Sex
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Quali sono le ragioni perché le donne
presentano una maggiore
prevalenza di malattia di Alzheimer?
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Brain structure and sex

Posterior Anterior

Structures that are larger in the healthy female brain,
relative to cerebrum size
Structures that are larger in the healthy male brain,

' relative 1o cerebrum size




Sex differences in the structural connectome of the
human brain

Ingalhalikar et al.

Females

PNAS | January 14,2014 | vol. 111 | no.2 | 827
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Sex hormones

SEX HORMONE PRODUCTION IN MEN AND WOMEN
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Oestrogen deprivation

Females who enter menopause prematurely via bilateral
ovariectomy (surgical menopause) have a significantly
increased risk for cognitive decline and dementia

On animal model long-term oestrogen deprivation
dramatically increases sensitivity of the normally resistant
hippocampal CA3 region to ischaemic stress, an effect that
was gender-specific

Zhang et al Brain. 2013 May;136(Pt 5):1432-45. doi: 10.1093/brain/fawt046. Epub 2013 Mar 9.



Alzheimer’s
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Featured Article

Marked gender differences in progression of mild cognitive impairment
over 8 years

ADAS-Cog
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Median ADAS-Cog rate of change/yr by gender
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Neuropathological features of AD
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Neuropathological staging of AD

Amyloid B Neurofibrillary tangles = NFT
NFTI-II NFTIII-IV  NFT V-VI
Stage Stage Stage  (Entorhinal (Limbic  (Neocortical
A B C stages) stages) stages)

Entorhinale Stadien Limbische Stadien

Braak and Braak 1991



NFT Stage for Men & Women

5615 (3165 men and 2450 women) consecutive autopsy cases aged
20-105 years

All brains were assessed for NFT- and AB- pathology

Linear regression analysis was used to predict stage by age and
gender
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APOE genotype and NFT stage
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SP and NFT stage for women

NFT stage
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Women have a 3-year acceleration in tangle neuropathology
associated with APOE4

APOE4+ women have a large jump in senile plaque distribution in
late middle age

EH Corder



Longer Life

Sex hormones

|

How Alzheimer's Impacts |

Men &Women
Differently

Lower cognitive reserve

Brain Structure

Different ApoE4 effect

Neuropathology
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Women and Dementia
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Conclusioni

« La questione della medicina di genere diventa
fondamentale quando si affronta il problema del declino
cognitivo correlato all’eta e alla malattia di Alzheimer

« Particolare attenzione deve essere data alla prevenzione
di queste patologie nelle donne
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