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9 + 3 FATTORI DI RISCHIO SPECIFICI PER LA DEMENZA

Il nuovo “life course model” ha implicazioni “sanitarie” di 
primaria importanza dimostrando che non è mai troppo 
presto e mai troppo tardi per la prevenzione della demenza

• I rischi prima dei 45 anni influenzano la riserva cognitiva.

• I rischi tra 45 e 65 anni e dopo 65 anni, oltre a influenzare 
la riserva cognitiva, possono portare allo sviluppo di quadri 
neuropatologici. 

Scolarità

Ipertensione
Obesità
Ipoacusia

Fumo
Depressione
Inattività fisica
Isolamento sociale
Diabete

Lancet Dementia 2017 Commission



Nel rapporto 2020 la Commissione ne ha aggiunti altri 3:

• eccessivo consumo alcool (21 U/sett)
• lesioni cerebrali traumatiche (TBI)
• Inquinamento atmosferico

12 fattori di rischio modificabili per la prevenzione della 
demenza.
Il 40% delle demenze potrebbero essere prevenute e 
ritardate.

12 FATTORI DI RISCHIO SPECIFICI PER LA DEMENZA





Risk and protective factors common for stroke and dementia

New risk factors
Air pollution

Hearing loss

Mild head trauma

Cessation
Vit. B and folate
Psychotherapy
Medication



Each laching risk factor decreased the HR of dementia by about 10%
Samieri et al, JAMA 2018

The improvement of the outcomes after stroke and TIA decrease of 32% in the incidence of stroke and 7% of dementia, suggesting that by
preventing stroke we can begin preventing some dementias
Hachinski et al, JAMA 2015

The FINGER trial showed that cognition improved significantly more in the intensive multifactorial intervention group, even when they are
APO E4 positive
Ngandu et al, Lancet 2015

Major investigators need on the relationship of vascular disease and neurodegeneration, identifing vascular dysregulation as biomarkers
in late onset AD
Iadecola et al, Nat cummun 2018

48% less dementia with oral anticoagulation in atrial fibrillation
Friberg et al, Eur Heart J 2018

From description to action



Atrial fibrillation (AF) is the most common type of cardiac arrhythmia.
Aging is the single greatest risk factor for AF, with each decade of life after the age of
40 years conferring a 2-fold higher risk.
AF is a major clinical risk factor for ischemic stroke, thromboembolism, heart failure,
myocardial infarction, and death.
In addition, there is increasing evidence that AF is also a risk factor for cognitive
decline and dementia, independent of ischemic stroke.



In another meta-analysis, Santangeli et al. (2012) reviewed 8 prospective
observational studies with a total of 77668 participants with no acute stroke and
normal cognitive function at baseline who carried a diagnosis of AF at the time of
enrollment. They reported that AF was significantly and independently associated
with increased rates of incident dementia (HR: 1.4, diagnosis of dementia made by
either diagnosis codes or rigorous adjudication).



Numerous prospective and retrospective studies have investigated the relationship between AF, cognitive decline, and
dementia; however, the relationship to dementia is most probably stronger when AF starts in middle age and with a longer
duration of AF.
Clinically recognized strokes are only the tip of the iceberg of AF-induced brain ischemia. Silent brain infarcts detected by
neuroimaging in AF patients are more frequent than clinical strokes and are associated with cognitive dysfunction.



Potential Mechanisms Underlying the Association between Atrial Fibrillation and Dementia

A. Cerebral Hypo-perfusion
1) beat-to-beat variability from AF resulting in frequent episodes of cerebral hypoperfusion;
2) overall reduced cardiac output from AF due to the lack of atrioventricular synchrony.

B. Vascular Inflammation
Majority of studies do support the association of inflammation (circulating markers as such as CRP and
IL-6, other biomarkers (amyloid- beta peptides, Leptin, Clusterin, and apoliporotein), and/or
spontaneous production of TNF-α with an increased risk of dementia.

C. Cerebral Small Vessel Disease
Accordingly, small vessel disease associated brain pathology (such as lacunar infarcts, MRI-defined
white matter hyperintensities, and cerebral micro-bleeds) may be a key mechanism linking AF to
cognitive decline, even in the absence of overt strokes.

D. Brain Atrophy
The study found that hippocampal volume by MRI was significantly lower in the subjects with AF
compared to participants without AF.



Atrial Fibrillation Treatments, Cognitive Function, and Dementia

A. Anticoagulation Therapy
B. Statin Therapy
C. Catheter Ablation

Shared Risk Factors between Atrial Fibrillation and Cognitive Decline or Dementia
Chou et al. (2016) found that every 1-point increase in the CHADS2 score was associated with 
54% increased hazards of vascular dementia and 40% increased hazards of AD.



There was a risk of cognitive decline with both 
over- and under-anticoagulation, suggesting 
that not only are cerebral ischaemic events a 
significant risk factor for dementia, but micro-
and macro-bleeds also are.

Patients treated with anticoagulation at 
baseline had a 29% lower risk of dementia than 
patients without anticoagulant treatment (1.14 
versus 1.78 per 100 patient years at risk;
p<0.001). In this analysis, delays in initiation of 
anticoagulation had a negative impact on the 
benefit observed with anticoagulation use (0–1 
years HR 0.66; 1–3 years HR 0.80; 3–5 years HR 
1.12; >5 years HR 0.80; p<0.001).
Friberg et al 2018

2019

Spectrum of brain injury in patients with AF



Unfortunately, underuse and
delayed use remain significant
issues within our system (Table 1)
and worldwide – particularly in
women – even in AF patients
considered at moderate to high
risk.

2019



OAC treatment was associated with 29% lower dementia risk in the intention to treat analysis and 48% in the on-treatment analysis (161.896
patients with AF).

The benefit of OAC treatment appeared to be more pronounced among patients were treatment had been initiated early after the first diagnosed AF
episode suggesting a dose response relationship between unprotected time in AF and development of dementia.



Although both standard and 
reduced doses of NOAC showed a 
trend towards a lower risk of 
dementia relative to warfarin, the 
association was more prominent 
in standard dose users, suggesting 
a dose–response relationship.



Atrial cardiopathy (AC) is a structural and functional disorder of the left atrium that may be a substrate for other 
cardiac disorders such as atrial fibrillation (AF) and heart failure (HF).
Observational studies suggest that AC itself (in the absence of HF or AF) is a risk factor for stroke and cognitive 
impairment (Kamel et al., 2016; Freedman et al., 2020).
The most likely mechanism is increased LA thrombogenicity leading to cerebral micro and macroembolism, similar to
what has been described in AF (Moretti and Caruso, 2020; Moroni et al., 2020).



Cognitive impairment is a multifactorial
disease state with complex interactions
between various mechanistic pathways,
including neurodegenerative and
vascular injury. AC, AF and HF all share
multiple risk factors and patho-
mechanisms with cognitive impairment.
The effects of atrial cardiopathy
potentially predispose individuals to
cognitive impairment. Pathways that
lead from atrial cardiopathy to cognitive
impairment may include cerebral
thromboembolism, hypoperfusion,
microbleeds, and brain volume loss.



AF Catheter Ablation dimezza il rischio di demenza (HR 0.52, CI 0.35 – 0.76) nel follow-up a 4,5 anni.
Assumendo in non-AFCA 1.12 eventi/100 persone/anno, per prevenire una diagnosi di demenza occorrono 41 procedure.



An interesting observation was that
the dominant area of improvement
within the Montreal Cognitive
Assessment scores in the ablation
group was the short-term memory,
a finding that helps reinforce the
long-term observational data of
dementia risk reduction after
ablation.



After correction for age, sex, 
BMI, years of education, and  
depressive symptoms, 
nonparoxysmal (persistent or 
permanent) AF was associated 
with a lower global MoCA score 
(P=0.03) and visuospatial-
executive subscore (P=0.02, 
Figure [A]).



After including Left Atrial Volume as a
moderator in the model, AF group was no
longer significant, leaving the interaction
term (LAV×AF group) as the only significant
predictor of MoCA score. A larger LAV
significantly moderated the global MoCA
difference observed between paroxysmal
and nonparoxysmal AF (Figure [B]).



TJ Bunch, Circulation 2020

There are potential therapeutic opportunities to reduce dementia risk, including early and effective use of anticoagulation
and strategies to improve brain perfusion through rhythm and rate control approaches. Prospective trials in the elderly
population are needed to evaluate these therapeutic opportunities that carefully measure cognitive function and dementia
incidence.



November 2017 Expert Review of Cardiovascular Therapy

The prevalence of dementia doubles every 5
years after the age of 65. Vascular dementia
is a subset of cognitive decline secondary to
cerebrovascular events and represents nearly
20% of all dementia cases. Interestingly,
cerebrovascular risk factors have been shown
to play a role not only in vascular dementia
but also in other types of dementia such as
Alzheimer’s disease.

Furthermore, to improve the rates of
dementia detection in AF patients seen in
the cardiovascular clinics, efficient risk
stratifying and screening tools for dementia
should be utilized.

https://www.researchgate.net/journal/Expert-Review-of-Cardiovascular-Therapy-1744-8344
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