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Multidimensional frailty indexes

CSHA Clinical classification
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Dementia and Atrial Fibrillation - cross-sectional, prospective and retrospective studies

Ferrera Lisboa da Silva RM et alFront Neurosci. 2019;13:18



Incidence of dementia in the general population

Time with FA
In younger pts

de Bruijn RF et al JAMA Neurol. 2015;72(11):1288-94



Incidence of dementia in FA with no cognitive impairment at baseline

Graves KG et al Heart Rhythm. 2019;16(1):3-9

IMRS: Hct, WBC, PLT, MCV, MCHC, RDW, MPV, Na+, K+, Bicarbonate, Ca++, 
Glucose, Creatinine, Age and Gender
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Riduzione/variabilità del flusso
con ipoperfusione cerebrale 

SI

Microischemizzazione subclinica 
Microsanguinamenti subclinici
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VKA in FA patients and non-FA patients with NO history of dementia

FA versus non-FA

Bunch TJ et al J Am Heart Assoc. 2016 Jul 11;5(7

Cross-sectional



VKA and NOAC in FA patients

Friberg L and Rosenqvist M European Heart Journal (2018) 39, 453–460

Retrospective



VKA and NOAC in FA patients

Friberg L and Rosenqvist M European Heart Journal (2018) 39, 453–460

0   0.2   0.4   0.6   0.8   1.0 1.2 1.4 1.6 1.8 2.0 

Multivariable HR
(95% CI)

0.62 (0.60-0.64)

0.48 (0.40-0.58)

Incidence rate 
Per 100 yrs at risk

VKA 1.26 (1.24-1.29)

NOACs 1.13 (0.93-1.36)



VKA and NOAC in FA patients

Friberg L and Rosenqvist M European Heart Journal (2018) 39, 453–460



VKA and NOAC in FA patients

Chen L et al   J Am Heart Assoc . 2018;7:e009561

0   0.2   0.4   0.6   0.8   1.0 1.2 1.4 1.6 1.8 2.0 

HR
(95% CI)

0.85 (0.71-1.01)

0.85 (0.76-0.94)

0.80 (0.65-0.87)

Drug

VKA

Dabigatran

Rivaroxaban

Apixaban

adjusted for age, sex, prevalent cognitive impairment, comorbidities, medications, and CHA2DS2-VASc and HAS-BLED scores



VKA in FA patients – Role of TTR

Madhavan M et al Mayo Clin Prog. 2018, 93,2:145-154
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HR (95% CI)   p for trend
<0.001

Varfarin – TTR

Quartile 1
(0-36.03%)

Quartile 2
(36.04-59.5%)

Quartile 3
(59.51-71.93%)

Quartile 4
(71.94-100%)

adjusted for age, sexx, BMI, history of smoking, hypertension, dyslipidemia, DM, HF, ischemic stroke or TIA, hemorragic stroke, MI, PAD, Aortic disease, COPD, malignancies, liver
disease, renal diseases, + ischemic stroke or TIA and hemorragic stroke as time-dependent variables

0.94 (0.67-1.31)

0.93 (0.69-1.25)

0.54 (0.39-0.73)

0.28 (0.19-0.42) 



VKA in FA patients – Role of TTR

0   0.2   0.4   0.6   0.8   1.0 1.2 1.4 1.6 1.8 2.0 

HR
(95% CI)

0.71 (0.64-0.79)

0.67 (0.57-0.79)

Warfarin

Therapeutic range

Subtherapeutic
reduced by 10% 
with corresponding 10% 
Increment in TTR 

Supratherapeutic
reduced by 10% 
with corresponding 10% 
Increment in TTR 

Madhavan M et al Mayo Clin Prog. 2018, 93,2:145-154

adjusted for age, sexx, BMI, history of smoking, hypertension, dyslipidemia, DM, HF, ischemic stroke or TIA, hemorragic stroke, MI, PAD, Aortic disease, COPD, malignancies, liver
disease, renal diseases, + ischemic stroke or TIA and hemorragic stroke as time-dependent variables
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La FA è dementigena

OAC protegge le funzioni cognitive

Forse i NOAC sono meglio di VKA 

Sicuramente il TTR è importante
DOACs: rial of Anticoagulation to Prevent IschemicStroke and Neurocognitive Impairment in AF (BRAIN-AF)(NCT02387229). “Impact of 
AnticoagulationTherapy on the Cognitive Decline and Dementia in Patients WithNon-Valvular Atrial Fibrillation (CAF)
Secondary objective of assessing the effects of ablation andantiarrhythmic on cognitive function (US National Library 
ofMedicine, 2017b).

Europace (2018)20, 1399–1400

European Heart Rhythm
Association (EHRA)/Heart 
Rhythm Society (HRS)/Asia 
Pacific Heart Rhythm
Society (APHRS)/Latin 
American Heart Rhythm
Society (LAHRS) expert
consensus on arrhythmias
and cognitive function: 
what is the best practice?
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