
Age-related dynamic embolic risk in patients with

nonvalvular atrial fibrillation

Riesgo embólico dinámico asociado con la edad en pacientes con
fibrilación auricular no valvular

To the Editor,

According to the current European Society of Cardiology

guidelines for patients with atrial fibrillation (AF), oral

anticoagulation should be prescribed when the CHA2DS2-VASc
1

score is greater than or equal to 2, provided that the patient does

not have mitral stenosis, mechanical prostheses, or hypertrophic

cardiomyopathy. This treatment is not recommended for men

scoring 0 or women scoring 1.2 As patient age is a factor

incorporated in this scale (1 point is added for age > 65 years),

a dilemma may arise when deciding whether to administer

coagulation to patients approaching the age of 65 years who have

had an episode of AF.

With the aim of analyzing the impact of starting oral

anticoagulation at 65 years of age, we used data from the Cardio

CHUVI-AF registry.3,4 From January 2014 to January 2018, the

registry included 16 202 patients with a diagnosis of AF in the Vigo

health care area. The study was approved by the local ethics

committee, and because of its retrospective and anonymized

nature, the researchers were exempted from obtaining informed

consent from participants. Patients with mechanical prostheses,

moderate-severe mitral stenosis, or hypertrophic cardiomyopathy

were excluded. All patients with a CHA2DS2-VASc score of 0 for

men and 1 for women (n = 861; 5.3% of the total) were identified,

and those reaching the age of 65 years during the follow-up period

were included. Thus, the study population consisted of 389 AF

patients whose CHA2DS2-VASc score during follow-up (8.1 � 1.5

years) increased from 0 to 1 point (in the case of men) or from 1 to

2 points (in the case of women), because they reached the age of

65 years. The mean age of these patients was 60.9 � 2.7 years and 149

(38.3%) were women.

Before reaching the age of 65 years, 187 patients (48.1%) were

receiving anticoagulation therapy. After reaching that age, this

figure increased to 261 patients (67.1%), indicating a 19.0% increase

in the anticoagulation rate at the age of 65 years. The analysis of

patients younger than 65 years showed that oral anticoagulation

did not lead to a lower risk of ischemic stroke or a higher risk of

bleeding. However, at age 65 years, an increase in ischemic stroke

was observed in non-anticoagulated patients compared with those

receiving this therapy, while bleeding rates were similar (figure 1).

Due to the relatively small sample size and limited number of

episodes, subgroup analysis by sex was not feasible.

These findings, in which anticoagulation increased by only 19%

in AF patients with a CHA2DS2-VASc score of 0 or 1 upon reaching

the age of 65 years, indicate that up to 32.9% of patients are not

provided this therapy (approximately 1 in every 3 patients). This

has meaningful prognostic implications: anticoagulation in patients

reaching 65 years was associated with a significant reduction in the

ischemic stroke rate, with no increase in the bleeding risk. These

Figure 1. Ischemic stroke and major bleeding events in atrial fibrillation patients before and after the age of 65 years. OAC, oral anticoagulation; HR, hazard ratio;

95%CI, 95% confidence interval.
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data suggest that there is a need for systematic reassessment of the

indication for anticoagulation in these patients, either by consider-

ing initiation of this therapy around age 65 years or, ideally,

scheduling follow-up visits at the time patients reach that age.
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C-reactive protein in patients with acute heart failure

and preserved ejection fraction

Concentraciones de proteı́na C reactiva en pacientes con
insuficiencia cardiaca aguda y fracción de eyección conservada

To the Editor,

In recent years, increasing evidence has emerged to support the

distinct biological behavior of patients with heart failure (HF) in

the upper ranges of left ventricular ejection fraction (LVEF). Indeed,

among patients with HF and preserved ejection fraction (HFpEF),

those with higher LVEF have been termed as having ‘‘supranormal’’

ejection fraction (HFsnEF).1–3

There are well-known differences among patients with

reduced, mid-range, and preserved ejection fraction.1,3 However,

the factors associated with those patients with higher systolic

function remain poorly understood. Along this line, heightened

inflammatory activity has emerged as a crucial pathophysiological

mechanism and potential therapeutic target in HFpEF.4 For

instance, an ongoing trial is evaluating the efficacy of ziltivekimab

vs placebo in patients with ambulatory HF, LVEF > 40%, and high-

sensitivity C-reactive protein (hs-CRP) > 2 mg/L (NCT05636176).

No prior studies have evaluated the inflammatory status profile

along the continuum of LVEF, especially when LVEF � 50%. In this

study, we aimed to examine whether circulating hs-CRP at

presentation differs along the continuum of LVEF in patients with

acute HF (AHF) and LVEF � 50%.

We conducted a retrospective study of an ongoing multicenter

registry of patients admitted with AHF from January 2010 to

January 2021 that enrolled 5246 patients. Patients with evidence of

LVEF < 50% during hospitalization (n = 2433), evidence of infection

at admission (n = 113), missing values of hs-CRP (n = 312), early

deaths without assessment of LVEF (n = 38) were excluded from

this analysis. No patients received inotropes at presentation. The

final study sample included 2350 patients. Clinical and biochemi-

cal characteristics, including hs-CRP, were assessed at presenta-

tion. Echocardiographic assessments, including LVEF, were

performed during hospitalization (72 � 24 hours after admission).

LVEF was assessed by 2-dimensional echocardiography using the

Simpson method. The association between hs-CRP and LVEF was

evaluated along the continuum of LVEF or dichotomized (< 65% vs
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