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…..Although neither ventricular rate nor rhythm control 
has been established as superior,…

Rate control is background treatment for all patients 
with atrial fibrillation, 

including those receiving treatment 
with a rhythm control strategy…….

………rhythm control is an important strategy 
to improve symptoms, functional status, 

and quality of life in patients with atrial fibrillation

LANCET-Atrial fibrillation SERIES 2016



AGENDA

A. Cosa ci dicono le Linee Guida.

B. Qual è l obiettivo della nostra scelta terapeutica.

✓ Ridurre mortalità e stroke
✓ Controllare sintomi e migliorare qualità della vita

C. Relazione con fragilità e declino cognitivo



19. Gaps in evidence

The arrhythmia phenotype may differ among 
patients. Improved assessment of the 
pathophysiological process involved in the individual 
patient by using clinical characteristics, blood 
biomarkers, and non-invasive substrate 
determination (echo/MRI/CT) may improve 
personalized therapy (e.g. selection of rhythm 
control, yes or no; treatment of risk factors and 
comorbidities; type of antiarrhythmic drug; 
atrialablation; and which type/techniques used 
forAF)



A LG:  indicazione a Rate-control……



A LG:  indicazione a Rythm-control……



B Outcomes primari: mortalità totale, cardiovascolare..

Scilla Cariddi

2002 2020

AFFIRM study

…. Management of atrial fibrillation 

with the rhythm-control strategy 
offers no survival advantage over 

the rate-control strategy, and there 
are po tential advantages, such as a 
lower risk of adverse drug effects, 

with the rate-control strategy…

EAST-AFNET 4 Trial

…. Early rhythm-control therapy was 

associated with a lower risk of 
adverse cardiovascular outcomes 

than usual care among patients with 
EARLY atrial fibrillation and 
cardiovascular conditions.…





….Early rhythm-control therapy was associated with a lower risk of adverse cardio-
vascular outcomes than usual care among patients with early atrial fibrillation and 
cardiovascular  conditions….

….Early rhythm control required antiarrhythmic 
drugs  or  atrial  fibrillation  ablation,  as  well  as 
cardioversion of persistent atrial fibrillation……,

Patients were enrolled a median of 36 days 
(interquartile range, 6 to 112) after the first 

diagnosis of atrial  fibrillation.



Using a US administrative database, we identified 
109 739 patients with newly diagnosed AF during 
the enrollment period of EAST- AFNET 4. 

Età 70±12 yrs
Età 75+= 43.6%



2020



The core problem in the management of
AF remains the lack of understanding
individual AF mechanisms and sequelae.

In selected patients, early rhythm
management may be beneficial for
prevention of severe cardiovascular
events.

Patients with ERC may undergo less
negative atrial remodeling compared to
those with rate control.

Based on these results, clinicians
implementing ERC should aim for early
and sustained restoration of sinus rhythm
in patients with recently diagnosed AF and
cardiovascular comorbidities



CONCLUSIONS AND 
RELEVANCE 

Among patients with 

symptomatic atrial 

fibrillation, catheter ablation, 

compared with medical 

therapy, led to clinically 

important and significant

improvements in quality of 

life at 12 months. These 

findings can help guide 

decisions

regarding management of 

atrial fibrillation.
JAMA 2019



DECLINO COGNITIVO



Rivard L, 
Circulation 2022
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24.4%

14.4%

HR=1.63

95%CI: 1.54–1.72

Incidence of dementia in 
the overall population of 
the Korean NHIS-Senior.
2005-13 

71/72 years, 
FU: 85/86 m 



Incidence: 19.1
1000 person-years

Incidence: 26.8
1000 person-years

HR=0.75
95%CI=.58-0.97

N=698

N=2684

Kaplan–Meier survival curves for dementia outcomes in AF patients receiving rate and 
rhythm-control strategies (Rhythm/Rate - Age: 75/76 years;1999-2013; FU: 4.9 years; 
the National Health Insurance Research Database, Taiwan)

Lin J-C,
2022



Harrison SL, 
JAGS,  2023

Favours catheter 
ablation

Favours no catheter 
ablation

Total Cohort >65
HR=0.52
95%CI=0.45-0.61

Alzheimer
HR=0.30
95%CI=0.19-0.45
Vascular
HR=0.54
95%CI=0.35-0.82

Associations between catheter ablation and risk of dementia in the TriNetX Network after PSM 

(Catheter Ablation Yes/No – N=20746/20746; Age: 68 years; Men: 59%; FU: 5 years)



Relation between age at treatment initiation and risk of dementia 
for rhythm-control or rate-control among the NHIS participants

Kim D,
Age and 

Ageing  2022

The relation is more pronounced if:
No Heart Failure – pinteraction=0.036
Lower CHA2DS2-VASc - pinteraction <0.001

Age - pinteraction <0.001



FRAILTY



Weighted cumulative incidence curves for primary composite outcome by frail status

Yu G-I, Front 
Cardiovasc Med 

2023

HFRS <5 HFRS 5-15 HFRS >15

P for interaction = 0.180
A composite of death from CV causes, 
ischemic stroke, hospitalization for 
heart failure, or acute MI

HFRS:
hospital frailty 
risk score 

N=7909 
Rate
N=6520 
Rhythm

N=2635 
Rate
N=2500 
Rhythm

N=533 
Rate
N=514 
Rhythm

In the present study, we conducted a stratified analysis according to frailty, and 
the main finding were that, compared to early rate-control treatment, early 
rhythm-control treatment among non-frail patients with AF was related to a 
14% decreased risk (absolute decrease in risk: 1.4 events per 100 person-years) 
in primary efficacy composite outcomes without an increased risk of safety 
outcomes……….. Further, although statistical significance was decreased, a 
consistent trend toward a lower risk of early rhythm-control was seen in the 
moderately frail 



AF is too complex for a "one intervention fits all" strategy 
irrespective of the clinical history….

Careful balance of the expected effectiveness and safety as 
well as health-care resources is required…

Though catheter ablation may be the single best ther- apy
for rhythm-control resources do not allow it to be used for 
all AF patients……

Rate control will continue to be an important part in the 
management of AF……

Further information to select patients who will benefit 
from early catheter ablation or antiarrhythmic drugs is 
warranted. 

Riflessione finale



TRIELLO più che un DUELLO nel prossimo futuro? 

Catether ablation

Antiarrhythmic drugs

Rate control drugs
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