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Figure 2 (1) Epidemiology of AF: prevalence

GLOBAL PREVALENCE OF A.F.
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Figure 2 (2) 
Epidemiology of AF: 
lifetime risk and 
projected rise in the 
incidence and 
prevalence

aSmoking, alcohol consumption, body mass index, BP, 
diabetes mellitus (type 1 or 2), and history of myocardial 
infarction or heart failure. bRisk profile: optimal − all risk 
factors are negative or within the normal range; borderline− 
no elevated risk factors but >1 borderline risk factor; 
elevated − >1 elevated risk factor. 

LIFE TIME RISK AND PROJECTED RISE OF A.F.
AF prevalence in adults: 2% – 4%       A 2.3 fold rise is expected
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Figure 3 Summary of risk factors for incident AF

SUMMARY OF RISK FACTORS FOR 
INCIDENT A.F.



Fibrillazione Atriale Classificazione



TYPES and TRIGGERS of ATRIAL FIBRILLATION

Gregory F. Michaud, NEJM 2021 384;4



Fibrillazione 
atriale

• Sintomi:
• Nessuno

• Vertigini
• Dispnea

• Palpitazioni
• Scompenso

• Sincope

DIAGNOSIS OF CLINICAL A.F.



Clinical AF
Symptomatic or asymptomatic AF that is documented by surface ECG
(ECG single tracing of at least 30 s or entire 12-lead ECG)

AHRE and subclinical AF
Refers to individuals without symptoms attributable to AF, in whom
clinical AF is not previously detectedd (no ECG).
AHRE*: events fulfilling programmed or specified criteria for AHRE
that are detected by CIEDs with an atrial lead allowing automated
continuous monitoring of atrial rhythm and tracing storage. CIED
recorded AHRE need to be visually inspected because some AHRE
may be electrical artefacts/false positive.
Subclinical AF includes AHRE confirmed to be AF, AFL or an AT
detected by CIED and confirmed by visually reviewed intracardiac
electrograms or ECG recorded rhythm.

*Rate criterion for AHRE is > 175 bpm; duration criterion for AHRE is set at > 5 min

Hindricks G et al. Eur Heart J 2020; 42:373-498 

DIAGNOSIS OF AHRE/SUBCLINICAL A.F.
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Figure 4 Clinical 
presentation of AF and 
AF-related outcomes
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CLINICAL PRESENTATION OF A.F. / OUTCOMES

3–5 fold increased risk of stroke 



GOALS OF A.F. MANAGEMENT
ABC HOLISTIC PATHWAY

AF 
MANAGEMENT

A
ANTICOAGULATION 
/ AVOID STROKE

B 
BETTER SYMPTOMS 

MANAGEMENT

C 
CARDIOVASCULAR/

COMORBIDITY 
OPTIMIZATION

Hindricks G et al. Eur Heart J 2020; 42:373-498 



ATRIAL FIBRILLATION 
AND STROKE

• Stroke is the most common and devasting 
complication of AF

• AF is associated with a 3–5 fold increased
risk of stroke

• AF is an indipendent risk factor for stroke
• Approximately 20% - 30% of all strokes 

are caused by AF
• Risk of stroke increases with age
• Ischemic stroke associated with AF is 

often more severe than stroke from other 
etiology

• Stroke risk persists even in asymptomatic 
AF



AHRE: 
risk of Clinical AF 
(3.34X)

AHRE: 
risk of Stroke
(2,13X)
Lower than the 5x 
reported with Clinical
AF

Vitolo M et al. Eur J Intern Med  2021; 92: 100 –106



RISCHIO TROMBOEMBOLICO



PREVENZIONE DELLO STROKE NELLA FIBRILLAZIONE ATRIALE 

Gregory F. Michaud, NEJM 2021 384;4

WARFARIN reduced the risk
of stroke or systemic embolism
by 64% and all- cause
mortality by 26%
HART R Ann Intern Med 1999



RISCHIO EMORRAGICO



PREVENZIONE DELLO STROKE NELLA FIBRILLAZIONE ATRIALE 

Hindricks G et al. Eur Heart J 2020; 42:373-498 



Management of SCAF: ESC Guidelines

Hindricks G et al. Eur Heart J 2020; 42:373-498 



PREVENZIONE DELLO STROKE NELLA FIBRILLAZIONE ATRIALE 



The King is Dead (Warfarin): Direct 
Thrombin and Factor Xa Inhibitors: The Next 
Diadochian War?
Hans-Christoph Diener

Int. J Stroke 2012

https://journals.sagepub.com/doi/10.1111/j.1747-4949.2011.00739.x?url_ver=Z39.88-2003&rfr_id=ori:rid:crossref.org&rfr_dat=cr_pub%20%200pubmed


Granger CB, Alexander JH, McMurray JJV, et al. Apixaban versus warfarin in patients with atrial fibrillation. N Engl J Med 2011.

≠ Rivaroxaban, Apixaban, Edoxaban

≠ Dabigatran



FARMACI APPROVATI PER LA PREVENZIONE DEL 
RISCHIO TROMBOEMBOLICO NELLA FA NON 

VALVOLARE

Europace 2015

Dabigatran 110 mg BID if CrCl 30 - 49 
mL/min

(Eliquis)(Pradaxa) (Lixiana) (Xarelto)



Europace 2015

ASSORBIMENTO E METABOLISMO DEI 
DIFFERENTI NAO



Europace 2015

ASSORBIMENTO E METABOLISMO DEI DIFFERENTI NAO

Europace 2015



I NUOVI ANTICOAGULANTI ORALI



I NUOVI ANTICOAGULANTI ORALI

NOACs vs.  Warfarin



Lancet 2014



Lancet 2014



Lancet 2014

STROKE OR SYSTEMIC EMBOLIC EVENTS SUBGROUPS



NEJM 2013

- 252 pts with mechanical heart valves who had undergone 
aortic- or mitral-valve replacement within the past 7 days (199 
pts-population A) or at least 3 months earlier (53 pts-
population B);

- Randomly assigned in a 2:1 ratio to receive either dabigatran
(168 pts) or warfarin (84 pts). 

- Initial dabigatran dose (150, 220, or 300 mg twice daily) was 
based on kidney function and adjusted to obtain a trough 
plasma level of at least 50 ng/ml. The warfarin dose was 
adjusted to obtain an international normalized ratio of 2 to 3 
or 2.5 to 3.5 on the basis of thromboembolic risk. 

- The primary end point was the trough plasma level of 
dabigatran; Additional outcomes included stroke, systemic 
embolism, transient ischemic attack, valve thrombosis, 
bleeding, venous thromboembolism, myocardial infarction, 
and death.

- Valve location was aortic in 68%, mitral in 28%, and both in 
4%; mean duration of treatment with the assigned study drug 
in population A was 143 days in the dabigatran group and 152 
days in the warfarin group, the corresponding mean durations 
in population B were 136 days and 143 days.

- The trial was terminated prematurely because the use of 
dabigatran in patients with mechanical heart valves was 
associated with increased rates of thromboembolic and 
bleeding complications, as compared with warfarin.

p=0.24

p=0.01

RE-ALIGN TRIAL



S.J. Connolly, NEJM 2022 DOI: 10.1056/NEJMoa2209051

INVICTUS TRIAL



Use of Direct Oral Anticoagulants in Patients With Atrial Fibrillation and Valvular Heart Lesions; J Am Heart Assoc 2016

INDICAZIONI AL TRATTAMENTO ANTICOAGULANTE CON NAO



2021 European Heart Rhythm Association Practical Guide on the 
Use of Non-Vitamin K Antagonist Oral Anticoagulants in Patients
with Atrial Fibrillation POSITION PAPER

EHRA PRACTICAL GUIDE

Europace (2021) 00, 1–65 doi:10.1093/europace/euab065



Hindricks G et al. Eur Heart J 2020; 42:373-498 

RECOMMENDATION FOR THE PREVENTION OF THROMBO-EMBOLIC EVENTS IN A.F.
Hindricks G et al. Eur Heart J 2020; 42:373-498 



S.J. Connolly, NEJM 2022 DOI: 10.1056/NEJMoa2209051

EFFECT OF DRUG-DRUG INTERACTIONS ON NOAC PLASMA LEVELS AND 
ANTICOAGULANT EFFECTS 

Europace 2021

POSITION PAPER
EHRA PRACTICAL GUIDE 2021
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EFFECT OF DRUG-DRUG INTERACTIONS ON NOAC PLASMA LEVELS AND 
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Switching between NOACs and other
Anticoagulants



NAO NELL’INSUFFICIENZA RENALE CRONICA

Europace 2015


