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Abstract: Background and Objectives: Left atrial (LA) remodelling and dilatation predicts atrial fibrilla-
tion (AF) recurrences after catheter ablation. However, whether right atrial (RA) remodelling and
dilatation predicts AF recurrences after ablation has not been fully evaluated. Materials and Methods:
This is an observational study of 85 consecutive patients (aged 57 £ 9 years; 70 [82%] men) who
underwent cardiac magnetic resonance before first catheter ablation for AF (40 [47.1%] persistent AF).
Four-chamber cine-sequence was selected to measure LA and RA area, and ventricular end-systolic
image phase to obtain atrial 3D volumes. The effect of different variables on event-free survival
was investigated using the Cox proportional hazards model. Results: In patients with persistent AF,
combined LA and RA area indexed to body surface area (AILA + RA) predicted AF recurrences
(HR = 1.08, 95% CI 1.00-1.17, p = 0.048). An AILA + RA cut-off value of 26.7 cm?2/m? had 72%
sensitivity and 73% specificity for predicting recurrences in patients with persistent AF. In this group,
65% of patients with ATLA + RA > 26.7 cm? /m? experienced AF recurrence within 2 years of follow-
up (median follow-up 11 months), compared to 25% of patients with AILA + RA < 26.7 cm?/m?
(HR 4.28, 95% CI1.50-12.22; p = 0.007). Indices of LA and RA dilatation did not predict AF recurrences
in patients with paroxysmal AF. Atrial 3D volumes did not predict AF recurrences after ablation.
Conclusions: In this pilot study, the simple measurement of AILA + RA may predict recurrences after
ablation of persistent AF, and may outperform measurements of atrial volumes. In paroxysmal AF,
atrial dilatation did not predict recurrences. Further studies on the role of RA and LA remodelling
are needed.

Keywords: atrial fibrillation; right atrium; left atrium; paroxysmal; persistent; remodelling

1. Introduction

Atrial fibrillation (AF) is the most frequent sustained cardiac arrhythmia, with a
prevalence that increases with age and can reach 6% in patients aged > 65 years [1]. The
presence of AF is associated with decreased quality of life and increased risk of stroke,
congestive heart failure, and mortality [1]. For these reasons, treatment of this arrhythmia
is essential, and catheter ablation has become an established treatment for symptomatic AF
refractory or intolerant to antiarrhythmic medication [2,3].

However, AF ablation is not without risk, some of which may be life threatening
(e.g., cardiac tamponade, stroke, and atrial-oesophageal fistula). Thus, it is essential to
evaluate pre-procedural probability of success in order to predict a satisfactory risk/benefit
ratio. Several predictive factors for post-ablation AF recurrence have been identified: AF
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type (persistent vs. paroxysmal), extra cardiac factors (endurance training, hypertension,
mitral valve disease, obstructive sleep apnoea [OSA], obesity) [4—6], and factors related to
LA remodelling (LA dilatation, increased LA sphericity [7,8], scar burden [9], and increased
LA pressure) [10]. Few studies have assessed the role of right atrial (RA) remodelling
in predicting AF recurrences after ablation, and these studies, when performed, showed
contradictory results [11-18]. In these studies, LA and RA remodelling has been assessed
mainly using standard transthoracic echocardiogram or cardiac computed tomography.
Cardiac magnetic resonance (CMR) imaging provides an alternative robust and repro-
ducible modality to accurately assess atrial structure and remodelling [19].

The aim of the present study was to clarify the relationship between RA anatomical
remodelling as determined by CMR and AF recurrence after AF ablation procedures.

2. Materials and Methods
2.1. Study Population

This is an observational study on a cohort of 85 consecutive patients with symptomatic,
drug-refractory AF (>1 antiarrhythmic), referred for first catheter ablation of AF, in whom
a CMR study was obtained before the procedure. Data were obtained from a prospectively
collected registry at the arrhythmia unit of our centre that includes clinical, ECG, echocar-
diographic, and CMR data. Exclusion criteria were: age < 18 or >75 years, presence of LA
thrombus on trans-oesophageal echocardiography, presence of a mechanical prosthetic
heart valve, claustrophobia, severe renal failure (glomerular filtration rate < 30 mL/min),
gadolinium allergy, poor quality of CMR, implantable devices, pregnancy, or lactation.

Demographic data included type of AF (paroxysmal or persistent), history of OSA,
endurance training, echocardiographically determined left ventricular ejection fraction,
and left ventricular end-diastolic diameter. Definition of paroxysmal and persistent AF
followed current recommendations [2,3].

Patients were included after written informed consent was obtained. The study
protocol was reviewed and approved by the Hospital Clinic Barcelona research ethics
committee (HCB/2018/0382).

2.2. Image Acquisition

Patients were screened for AF on an ambulatory basis on the day the CMR examination
was to be carried out. If AF was documented, electric cardioversion was performed,
following standard precautions regarding anticoagulant treatment and risk of stroke.

All CMR tests were performed in sinus rhythm with a 3-T system (MAGNETOM
Trio™, a Tim®® System, Siemens Healthcare, Erlangen, Germany) using electrocardio-
graphic triggering and a 32-channel phased-array cardiovascular coil.

Short-axis cine images encompassing the ventricles and long axis (2-, 3- and 4-chamber
views) were acquired using conventional steady-state free-precession sequence, during
end-expiratory apnoea, using retrospective gating (repetition time 3.1 ms; echo time 1.4 ms;
flip angle 50°; section thickness 6 mm; matrix 208 x 184; field of view 380 x 360 mm?;
bandwidth 1335 Hz/px; parallel processing factor (GRAPPA) 2; and number of phases
30). After 25 min of intravenous administration of 0.2 mmol/kg of gadobutrol (Gadovist®,
Bayer Hispania, Barcelona, Spain), a 3D delayed-enhancement sequence (3D DE) using
free-breathing 3D navigator and an electrocardiographically gated inversion-recovery
gradient-echo sequence was applied in the axial orientation. The acquired voxel size
was 1.25 x 1.25 x 2.5 mm. A TI scout sequence was used to nullify the left ventricular
myocardial signal and determine optimal TI. Patients were instructed to maintain steady,
shallow breathing during image acquisition.

2.3. Image Analysis

Measurements were performed manually by 2 investigators, blinded to all clinical data.
Four-chamber cine-sequences were selected at the ventricular end-systolic image phase
to obtain the maximal atrial sizes. The diameters of both atria were measured from the



Medicina 2024, 60, 151

3o0f11

Right Atrium

y

»

>

e

\,- ’

8
(i LeftAtrium

posterior wall of the RA and LA to the centre of the tricuspid and mitral plane, respectively.
The transversal diameters were measured perpendicular to the midpoint of the longitudinal
diameters. RA and LA areas were measured by planimetry in the four-chamber view by
manually tracking the wall contour of the atria. Pulmonary veins (PV) and RA and LA
appendages were excluded (Figure 1).
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Figure 1. (A) Four-chamber view in the ventricular end-systolic phase, cine-sequence cardiac mag-
netic resonance showing how the longitudinal diameter (L), transversal diameter (T), and area were
traced; (B) 3D reconstruction of the right and left atria (left anterior oblique view). The volumes were
calculated after exclusion of the mitral/tricuspid valves, cava/pulmonary veins, and appendages.

To measure LA and RA volumes, a 3D DE sequence was used, tracking the LA and RA
walls manually in each slice with the ADAS-AF software package (ADAS-AF, Galgo Medical,
Barcelona, Spain), which reconstructs the 3D shape of each atrium. The investigator was
then able to verify the correctness of the 3D shape and adjust the wall tracking as necessary.
After exclusion of the PVs, LA appendage, and mitral valve, the LA volume was calculated.
The RA volume was calculated after exclusion of superior and inferior vena cavas, coronary
sinus, RA appendage, and the tricuspid valve. The LA and RA areas and volumes were
indexed to the patients’ body surface area (Al; o and Alra, respectively).

2.4. Ablation Procedure

Catheters were introduced percutaneously through the right femoral vein; to access the
LA, transseptal punctures were performed. Heparin was administered in order to maintain
an activated clotting time > 250 s. AF ablation procedures were performed using either a
cryoablation 28 mm balloon platform (Artic Front, Medtronic, Inc., Minneapolis, MI, USA;
n = 12) or radiofrequency (RF) point-by-point ablation platform with an electroanatomic
mapping system (CARTO, Biosense-Webster Waterloo, Belgium; n = 64 or NAVX, St. Jude
Corporation, St. Paul, MI, USA; n = 9). Cryoablation was performed in 240 s deliveries at
each PV ostia. When an electroanatomical mapping system was used, the CMR images
were integrated into the navigation system to improve LA anatomic reconstruction, using at
least 4 predefined PV ostia sites as landmark points and more than 20 other anatomic points
to perform surface registration. Continuous RF lesions surrounding each ipsilateral PV
were delivered. For both cryoablation and RF ablation procedures, the aim was complete
isolation of all PVs, checking for bi-directional (entrance/exit) conduction block using
pacing and a circular mapping catheter at the end of the procedure. If AF persisted after
PVI, electrical cardioversion to sinus rhythm was performed in order to check PV exit
conduction block. In some patients undergoing RF ablation, additional ablation lines were
deployed along the LA roof and LA posterior wall joining contralateral encircling lesions
and along the mitral isthmus, according to the operator’s criteria and depending on the
type of AF.
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2.5. Follow-Up

Patients were seen at 3, 6, and 12 months after catheter ablation and whenever re-
quired due to symptoms. Before each visit, 48 h Holter monitoring was performed. Patients
were also asked to communicate any documented episode of AF or symptoms suggestive
of AF recurrence. All patients continued oral anticoagulation. All of them received an-
tiarrhythmic drugs (flecainide in the absence of structural heart disease or amiodarone
otherwise) at least during the first 4 weeks after catheter ablation in order to manage
early recurrences. Catheter ablation was considered successful if no AF or flutter lasting
more than 30 s was recorded during follow-up after a 3-month blanking period without
antiarrhythmic treatment.

2.6. Reproducibility of MRI Measurements

CMR measurements were repeated in 10 random patients, by the same observer twice
on different days (intra-observer) and then by a second observer (inter-observer). The
CMR measurements had good intra- and inter-observer reproducibility (all intra-observer
coefficients of variation < 6%; all inter-observer coefficients of variation < 15%).

2.7. Statistical Analysis

The continuous variables were presented as the mean value + standard deviation for
normally distributed values, and median and interquartile range (IQR) for non-normally
distributed values. The categorical variables were expressed as total number and percent-
ages. The correlations are reported using the Pearson correlation coefficient. The effect
of different variables on event-free survival was investigated using the Cox proportional
hazards model. The hazard ratio (HR) and 95% confidence interval (CI) were also cal-
culated. We used receiver operating characteristic (ROC) methodology to evaluate the
optimal cut-off value for predicting recurrence in our sample. The event-free survival of
patients was evaluated with the Kaplan-Meier method. A two-sided type I error of 5% was
used for all tests. Statistical analysis was performed using Statistical Package for Social
Sciences (SPSS) version 23.0.

3. Results

Baseline characteristics of the study population are shown in Table 1. RA volumes
were well correlated with LA volumes (r = 0.57, p < 0.001).

Table 1. Baseline characteristics.

Age, Years (Mean, SD) 56.9 + 9.1
Male sex (n, %) 70 (82.4%)

Height, cm (mean, SD) 174.0 £ 9.6
Weight, kg (mean, SD) 842 +14.8
Persistent AF (n, %) 40 (47.1%)
Hypertension (n, %) 40 (47.1%)

OAS (n, %) 12 (14.1%)
Endurance training (n, %) 12 (14.3%)
LVEEF, % (mean, SD) 59.3 + 8.1

LV end-diastolic diameter, mm (mean, SD) 522 +5.0
Follow-up, months (median, IQR) 11.0 (12.0)
Recurrence (n, %) 35 (41.1%)

Note: SD, standard deviation; IQR, interquartile range; Persistent AF, long-standing persistent atrial fibrillation;
OAS, obstructive apnoea syndrome; LVEF, left ventricular ejection fraction; LV, left ventricle.
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AF recurrences after ablation occurred in 35 patients (41.1%). The recurrence rate after
ablation was similar in patients with paroxysmal AF, compared to persistent AF (38.8% vs.
45.0%, p = 0.52). Compared to patients with paroxysmal AF, patients with persistent AF had
larger LA and RA indexed volumes (LA indexed volume, 51.4 £ 15.6 vs. 42.1 £ 9.3 mL/ m?
and RA indexed volume, 58.6 + 19.3 vs. 45.9 & 10.7 mL/m?, respectively; LA + RA indexed
volume, 110.2 + 30.4 vs. 88.0 + 16.6 mL/m?; p < 0.001 for all). However, the Al} o and
Alj 4 did not differ between groups (Al 5, 14.3 £ 3.4 vs. 13.0 £ 2.7 cm?/m?, p =0.07; Alra,
12.8 £ 3.0 vs. 12.0 + 2.2 cm?/m?, p = 0.18; Al a4ra, 27.1 £ 5.6 vs. 25.1 & 4.1 cm?/m?,
p = 0.06). Patients with AF recurrences had higher combined LA + RA volumes and areas,
compared to patients without recurrences (Table 2). In univariate Cox regression analysis,
only Alp o and Alja4+ra Were associated with AF recurrences after ablation, regardless of
clinical presentation (Table 3).

Table 2. Clinical characteristics, echocardiographic data, procedure-related parameters, and CMR
parameters in relation to atrial fibrillation recurrence after ablation.

General Paroxysmal AF Persistent AF
No Recurrence p Value No Recurrence p Value No Recurrence p Value
Recurrence Recurrence Recurrence
N =50 N=35 N =28 N=17 N=22 N=18
Clinical characteristics
Age, years (mean, SD) 57.6 +9.6 559 + 8.3 0.42 57.1+11.0 575+9.1 0.89 583+ 7.8 542 +74 0.11
BSA, m? (mean, SD) 2.00 +0.21 2.03 +0.23 0.93 1.96 + 0.22 2.00 +0.23 0.60 2.05+0.19 2.06 +0.22 0.94
o 41/50 29/35 22/28 12/17 19/22 17/18
Men, n (%) (82.0%) (82.9%) 1.00 (78.6%) (70.6%) 0.72 (86.4%) (94.4%) 0.61
. 23/50 17/35 11/28 12/22 10/18
Hypertension, n (%) (46.0%) (48.6%) 0.83 (39.3%) 7/17 (41.2%) 1.00 (54.6%) (55.6%) 0.97
Diabetes, n (%) 3/41 (7.3%)  3/28 (10.7%) 0.68 1/24 (42%)  1/15 (6.7%) 1.00 2/17 (11.8%)  2/13 (15.4%) 1.00
OSA, n (%) 7/50 (14.0%) 5/35 (14.3%) 1.00 3/28 (10.7%) 3/17 (17.7%) 0.66 4/22 (18.2%) 2/18 (11.1%) 0.56
Endurance training, n (%)~ 8/50 (16.0%)  4/34 (11.8%) 0.75 5/28 (17.9%)  1/16 (6.3%) 0.39 3/22(13.6%)  3/18 (16.7%) 1.00
Cardiomyopathy, n (%) 8/48 (16.7%)  6/32 (18.8%) 1.00 4/28 (143%)  1/16 (6.3%) 0.64 4/20 20.0%)  5/16 (31.3%) 0.47
Echocardiographic data
LVEEF, % (median, IQR) 60.0 (5.0) 60.0 (0.0) 0.57 63.0 (5.0) 60.0 (5.0) 0.81 60.0 (10.5) 60.0 (4.0) 0.58
LVEDD, mm (mean, SD) 495+ 5.7 515+ 6.7 0.12 494 +53 51.7 £ 5.3 0.22 498 + 64 51.3+78 0.56
LA diameter, mm 415454 433+ 48 0.19 412462 425453 0.51 412+ 44 441443 0.13
(mean, SD)
Procedure-related parameters
Duration of procedure,
hours (median, IOR) 180.0 (67.5) 200 (62.5) 0.93 180.0 (100.0)  200.0 (80.0) 0.46 195.0 (60.0) 187.5 (52.5) 0.95
Fluoroscopy time, min 23.0 (17.8) 24.0 (11.5) 0.75 23.0 (16.5) 46.0 +75.2 0.25 234 +11.1 229+97 0.88
(median, IQR)
CMR parameters
Alpa, cm?/m? (mean, SD) 13.0 2.9) 145 (3.2) 0.021 12.6 (2.5) 13.8 (2.9) 0.16 13.4 (3.2) 15.3 (3.4) 0.094
Alga, cm?/m? (mean, SD) 119 2.2) 13.0 3.1) 0.07 12.0 2.3) 12,0 2.1) 0.98 11.8 2.1) 14.0 (3.6) 0.026
Alpasra, cm?/m?
(mean, SD) 249 (4.2) 27.5 (5.6) 0.015 24.6 (4.1) 25.8 (4.1) 0.36 25.3 (4.4) 29.2 (6.3) 0.026
LA indexed volume
(aL/m) (mean. SD) 443 (12.1) 495 (14.8) 0.08 40.6 (8.4) 444 (10.5) 0.19 49.0 (14.4) 54.2 (16.9) 0.30
RA indexed volume
(mL/m?) (moan, SD) 49.0 (13.0) 55.7 (20.0) 0.07 45.4 (10.0) 467 (11.9) 0.70 53.8 (15.0) 64.2 (22.5) 0.09
LA + RA indexed volume 93.4 (22.0) 105.2 (30.4) 0.043 86.1 (15.0) 91.1 (19.0) 0.33 103.2 (26.1) 118.5 (33.6) 0.12

(mL/m?) (mean, SD)

Note: SD, standard deviation; IQR, interquartile range; BSA, body surface area; OSA, obstructive sleep apnoea;
RA, right atrium; LA, left atrium; CMR, cardiac magnetic resonance imaging; LVEF, left ventricular ejection
fraction; LVEDD, left ventricular end-diastolic diameter; Aly A, left atrium area indexed for body surface area;
AlRa, left atrium area indexed for body surface area; Al; o+ra, combined left and right atria area indexed for body
surface area.
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Table 3. Univariate predictors of atrial fibrillation recurrence according to clinical atrial fibrillation type.

General Paroxysmal AF Persistent AF
HR (95% CI) p Value HR (95% CI) p Value HR (95% CI) p Value
AlLa (cm2/m?) 1.14 (1.02-1.28) 0.021 1.19 (0.98-1.44) 0.09 1.13 (0.97-1.32) 0.13
Alga (cm?/m?) 1.12 (0.98-1.23) 0.09 0.96 (0.75-1.24) 0.78 1.16 (1.00-1.33) 0.043
AlpasrA (cm?/m?) 1.08 (1.01-1.16) 0.017 1.08 (0.94-1.25) 0.27 1.08 (1.00-1.17) 0.048
LA indexed volume
(mL/m?) 1.02 (1.00-1.05) 0.11 1.04 (0.98-1.10) 0.19 1.02 (0.99-1.05) 0.30
RA indexed volume
(mL/m?) 1.02 (1.00-1.03) 0.12 1.01 (0.96-1.06) 0.77 1.02 (0.99-1.04) 0.18
LA +RA indexed 1.01 (1.00-1.02) 0.07 1.02 (0.99-1.05) 0.33 1.01 (1.00-1.03) 0.18

volume (mL/m?)

Note: RA, right atrium; LA, left atrium; Al 5, left atrium area indexed for body surface area; Alra, left atrium
area indexed for body surface area; Al a4ra, combined left and right atria area indexed for body surface area.
Bolded numbers denote significant predictors.

Both Alga and Aljsra Were predictors of AF recurrence in patients with persistent
AF; no parameters were predictive in patients with paroxysmal AF (Table 2). Using the
ROC analysis, the best cut-off value for Alra for predicting recurrence after ablation of
persistent AF was 11.3 cm? /m?. This cut-off value had good sensitivity (77%) but poor
specificity (57%), making it not clinically useful according to the Kaplan-Meier analysis
(HR 1.56, 95% CI 0.55-4.38; p = 0.40).

The best cut-off value Alja,ra for predicting recurrence after ablation of persistent
AF was 26.7 cm?/m? (sensitivity 73%, specificity 78%). The Kaplan-Meier recurrence-
free survival curve using this cut-off value for Al} o+ra shows widely divergent curves
immediately after ablation (HR 4.28, 95% CI 1.50-12.22; p = 0.007) (Figure 2). Atrial volumes
were not predictive of AF recurrences when analysed for all patients, and separately by AF

clinical type.
18 1.07
®
2
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[72]
@ R e
&= ] < 26.7 cm?2/m?2
> 067 < 06
2 2
2 :
c o 4
3 04 g 04
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Figure 2. Receiver operating curve (A) and Kaplan-Meier recurrence-free survival curve (B) in
patients with persistent AF, using an Alj o.ra, cut-off value of 26.7 cm? /m?2.
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4. Discussion

Our data suggest that Al; o,ra may predict recurrences after ablation in patients with
persistent AF (sensitivity 72%, specificity 73% for an Al o+ra cut-off value of 26.7 cm?/m?),
and may outperform measurements of atrial volume. Atrial dilatation did not predict AF
recurrences in patients with paroxysmal AF.

Prior studies have reported contradictory results regarding the ability of parameters
of RA dilatation to predict AF recurrences after cardioversion or ablation. Akutsu et al.
suggested that LA and RA volumes are predictors of 6-month recurrence in patients with
paroxysmal AF [11]. Other studies that included mixed populations (two-thirds of which
generally consisted of patients with paroxysmal AF) suggest that LA and RA indexed
volumes predict AF recurrences in patients with persistent but not paroxysmal AF; under
multivariable analysis, however, only LA indexed volume remained as an independent
predictor of AF recurrence in patients with persistent AF [13]. In similar populations, RA
indexed volume may predict early (<3 months) recurrences, while LA indexed volume
may predict late (1 year) recurrences [15]. In patients with long-lasting persistent AF, RA
dilatation [12] and the RA/LA volume ratio [16] have been suggested as independent
predictors of AF recurrences after ablation. In a recent pooled analysis of both paroxysmal
and persistent AF patients, we have shown that RA sphericity is associated with recurrences
after AF ablation, while atrial areas, volumes, and scar burden (as detected by CMR) were
not [17]. In persistent AF, RA indexed volume may predict AF recurrences after electrical
cardioversion [14,18]. A summary of these studies is provided in Table 4.

Table 4. Summary of main studies dealing with right atrial remodelling as a predictor of atrial
fibrillation recurrence.

Study N Follow-Up Type of AF Intervention Method Parameter Results
Univariate analysis: RAVi and LAVi
599 predicted recurrences.
Shin 2008 [7] 68 6 months ° 1 Ablation 2D echo RAVi, LAVi Multivariate analysis: only LAVi predicted
paroxysma recurrences. Cut-off value 34 mL/m?: Ss 70%,
Sp 91%.
RAV correlated with LAV (r = 0.4, p < 0.01).
RA volume [OR, 1.04; 95% confidence interval
(CI), 1.02 to 1.07, p < 0.0001],
- LA volume: OR 1.04 [95% CI, 1.01 to 1.06,
p =0.002]
Multivariate: RA and LA volumes remained
. CT predictive of AF recurrence.
Akutsu 2011 [11] 65 6 months Paroxysmal Ablation angiogram RAV, LAV Cut-off values:
- RAV > 87 mL: OR 13.4 (3.2-54.9); Ss 81.3%,
Sp 75.5%
- LAV > 99 mL: OR 9.8 (2.4 -39.6); Ss 81.3%,
Sp 69.4%
- LAV + RAV: OR 46 (9-233.9); Ss 75%,
Sp 93.9%
Patients with AF recurrence had higher rates of:
- RA enlargement (67.7 vs. 45.4%, p = 0.018);
- LA diameter (49.4 £+ 6.2vs. 46.5+5.3
RA mm, p = 0.007).
19.9 months Long-term enlargement - >2 procedures (58.8% vs. 27.0%, p < 0.001);
Zhao 2013 [12] 208 (' ) & tent Ablation 2D echo (cat gem 1 - longer AF duration
average persisten categorica (82.4 + 44.8 vs. 50.8 + 42.8 months,
value)
p < 0.001).

In the multivariate analysis, RA enlargement,
>2 procedures, and AF duration were
independent predictors of AF recurrence.
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Table 4. Cont.

Study

Follow-Up Type of AF  Intervention Method Parameter Results

Moon 2013 [13]

242

RAVi correlated with LAVi in both
paroxysmal and persistent AF (r = 0.6;
p < 0.01 for both)

Opverall:

- LAViindependently predicted
recurrences (10 mL/m? increase; HR:
1.22,95% CI: 1.09-1.36, P b 0.001)

- RAVi did not predict
recurrences independently.

RAVi,LAVi Insubgroup analysis:
- Paroxysmal AF:
Neither RAVi nor LAVi predicted
recurrences, despite borderline significance
for RAVi (for each 10 mL/m? increase; HR:
1.21, 95% CI: 1.00-1.48, p = 0.05).

- Persistent AF:

18 months 66% . CT
Ablation .
(average) paroxysmal angiogram

LAVi was an independent predictor for each
10 mL/m? increase (HR: 1.19,
95% CI: 1.03-1.36).

Luong 2015
[14]

95

RAVi was superior to LAVi in predicting
recurrences:
- RAVi cut-off 42 mL/m?: AUC 0.77, Ss
6 months Persistent Cardioversion 2D echo RAVi, LAVi 71%, Sp 85%
- LAVi cut-off 48 mL/m?: AUC 0.64, Ss
53%, Sp 79%

Moon 2015 [15]

111

- Early recurrence was independently
associated with RAVi (for each 10
mL/m? increase; odds ratio [OR],
1.31; 95% CI, 1.03-1.66, p = 0.03), but
not with LAVi.

- However, both RAVi and LAVi failed

RAVi, LAVi to predict 6-month outcomes
independently.

- LAVi was the only independent
predictor of 1-year recurrence (for
each 10 mL/m? increase; OR, 1.36;
95% CI, 1.08-1.71, p = 0.009).

12 months 61% Ablation C T
paroxysmal angiogram

Sazaki 2016
[16]

70

RA (but not LA) dilatation are risk factors

for AF recurrence after ablation (AUC 0.64;
RAVi, LAVi 95% CI, 0.49-0.79). o .

RA/LA RA/LA volume ratio is a better predictor of

recurrences than RA volume alone: RA/LA
volume ratio cut-off 100.1%; hazard ratio,
1.05; 95% CI, 1.00-1.10; p = 0.039; Ss 85.7%,
Sp 71.4%, AUC 0.77, 95% CI, 0.66-0.88.

Long-term Ablation CT

15 months > .
persistent angiogram

volume ratio

Gunturiz-
Beltran 2022
[17]

100

Pooled results suggest only the sphericity
RAVi, LAVi index was predictive of AF recurrences after
Ablation CMR Sphericity ablation, while RA and LA area and
index volumes were not. Results not split between
paroxysmal and persistent AF.

24 months 55%
(median) paroxysmal

Déring 2023
[18]

589

Persistent iRA area (OR, 0.27; 95% CI, 0.12-0.69; AUC
(86%) and RAi area 0.71) but not LAVi (OR, 1.16; 95% CI,
long-term Cardioversion 2D echo S 1.05-1.56) is a strong echocardiographic
. LAVi L
persistent indicator of
(14%) cardioversion success.

Immediate
success

Note: BSA, body surface area; RA, right atrium; LA, left atrium; CMR, cardiac magnetic resonance imaging;
LVEE left ventricular ejection fraction; LVEDD, left ventricular end-diastolic diameter; RAVi, right atrial indexed
volume; RAi area, right atrium indexed area; LAVi, left atrial indexed volume; Ss, sensitivity; Sp, specificity.

The present results generally fit with these prior observations, but some differences
merit discussion. In this cohort, no predictors of AF recurrence were found in patients with
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paroxysmal AF. This is in keeping with prior results and with the current understanding of
the pathophysiology of paroxysmal AF, where triggers (as opposed to substrate alterations)
are thought to play the dominant role. Some overlap in mechanisms is to be expected, as the
clinical classification of AF types into paroxysmal and persistent is likely to be imprecise,
and as many as 40% of patients with AF may be asymptomatic [20]. This incongruence
between the putative AF mechanism and clinical AF type may explain the similar rates
of AF recurrence in patients with paroxysmal versus persistent AF observed in our study.
Moreover, studies in which LA and RA dilatation could predict AF recurrences in patients
with paroxysmal AF likely included more patients with atrial substrate alterations than did
studies which found no such relationships. For example, Akutsu et al. reported mean LA
and RA volumes of 100 & 32 mL and 83 =+ 36 mL [11], compared with the values reported
by Moon, 74 £ 19 mL and 82 £ 23 mL, respectively [13].

In patients with persistent AF, atrial anatomical substrate alterations may play the
dominant role in maintaining AF. Dilatation and the amount of fibrosis (as detected by
late gadolinium enhancement) have been shown to predict the risk of AF recurrence in
these patients. However, triggers and AF maintenance substrates (e.g., rotors) have been
found at the RA level in approximately 1/3 of patients undergoing AF ablation [21]. In this
context, we provide further evidence that simple parameters of RA dilatation in patients
who underwent pre-procedural CMR provide useful prognostic information in assessing
the risk of AF recurrence in patients with persistent AF and that combined assessment
of RA and LA dimensions may better identify the patients at risk of AF recurrence after
ablation, compared with either parameter alone.

It is not clear why the simple measurement of cross-sectional atrial area identified this
risk of AF recurrence after ablation more accurately than the more complex determination
of 3D atrial volume in the present study; the most likely explanation is related to the
small number of patients included in each group. However, atrial volumes were higher in
patients with AF recurrences after ablation compared with patients without recurrences
in the whole population (Table 2). It is also possible that the pattern of atrial dilatation
(whether it develops predominantly in the transversal plane, longitudinal plane, or globally)
may be important to the risk of AF recurrence after ablation [17]. These questions merit
further studies.

Study Limitations

This study has several limitations. The sample size was relatively small, especially
regarding the subgroups of paroxysmal and persistent AF, and all analysis were not pre-
specified, and no power calculation was performed. As a result, confirmation of our
findings from future studies is required, as a type 2 error cannot be excluded. Also, the
small sample size of our study is the most likely explanation why our study did not confirm
previously published indices (clinical type of AF, hypertension, OSA, endurance training)
that predict AF recurrence after AF ablation. It is also likely that patients with severe
LA dilatation were not considered for ablation according to current practice, creating a
reference bias towards lower atrial volumes. Lastly, whether measurement of LA and
RA areas by echocardiography from the apical four-chamber view would provide similar
predictive value as CMR measurements was not investigated in this study and should be
further evaluated.

5. Conclusions

In this pilot study, the simple measurement of Alj s4ra (cut-off value: 26.7 cm?/m?)
may predict recurrences after ablation in patients with persistent AF, and may outperform
measurements of atrial volumes. Indices of LA and RA dilatation do not predict AF
recurrences in patients with paroxysmal AF.

Author Contributions: Concept/design: C.M.-L., S.P-G. and L.M.; Data analysis/interpretation:
ADM, CM-L,SP-G,R]J.P,RB,EB,FA, EG, ]JMT, EA, MS, ].B. and L.M.; Drafting the
article: A.D.M., CM.-L., S.P--G. and L.M.; Critical revision of the article: A.D.M., CM.-L., S.P-G.,



Medicina 2024, 60, 151 10 of 11

RJ.P,RB,EB, FA,EG,]MT,EA,MS,]B. and LM.; Approval of the article: A D.M., CM.-L,,
S.P-G,RJ.P,RB,EB., FA,EG,]MT,EA,M.S,].B. and L.M,; Statistics: R.B., A.D.M., CM.-L.
and S.P-G.; Data collection: C.M.-L., S.P-G. and A.D.M. All authors have read and agreed to the
published version of the manuscript.

Funding: This work was partially supported by Fondo de Investigaciones Sanitarias-Instituto de
Salud Carlos III (PI13/01747 and PI16/00435); Agencia de gestié d’Ajuts Universitaris I de Recerca
(AGAUR) Exp: 2014_SGR_471; the CERCA programme/Generalitat de Catalunya; the European Re-
gional Development Fund (ERDF, European Union, A Way of Making Europe), the European Union’s
Horizon 2020 research and innovation programme under grant agreement No 633196 (CATCH ME),
and a grant by La MARATO-TV3 (Id. 20152730).

Institutional Review Board Statement: The study protocol was reviewed and approved by the
Hospital Clinic Barcelona research ethics committee.

Informed Consent Statement: Patients provided written informed consent.
Data Availability Statement: Data available upon reasonable request.

Conflicts of Interest: Dr Lluis Mont has received research funding from Biosense Webster, Boston
Scientific, Medtronic, and St Jude Medical. Dr Lluis Mont also has stock options with Galgo Medical.
The other authors have no relevant conflicts of interest to declare.

References

1.

10.

11.

Zoni-Berisso, M.; Lercari, F; Carazza, T.; Domenicucci, S. Epidemiology of atrial fibrillation: European perspective. Clin.
Epidemiology 2014, 6, 213-220. [CrossRef] [PubMed]

Hindricks, G.; Potpara, T.; Dagres, N.; Arbelo, E.; Bax, J.J.; Blomstrom-Lundqvist, C.; Boriani, G.; Castella, M.; Dan, G.A;
Dilaveris, PE.; et al. 2020 ESC Guidelines for the diagnosis and management of atrial fibrillation developed in collaboration with
the European Association for Cardio-Thoracic Surgery (EACTS): The Task Force for the diagnosis and management of atrial
fibrillation of the European Society of Cardiology (ESC) Developed with the special contribution of the European Heart Rhythm
Association (EHRA) of the ESC. Eur. Heart J. 2021, 42, 473-498.

January, C.T.; Wann, L.S.; Calkins, H.; Chen, L.Y.; Cigarroa, J.E.; Cleveland, J.C., Jr.; Ellinor, P.T.; Ezekowitz, M.D.; Field, M.E.;
Furie, K.L,; et al. 2019 AHA /ACC/HRS Focused Update of the 2014 AHA /ACC/HRS Guideline for the Management of Patients
with Atrial Fibrillation: A Report of the American College of Cardiology/American Heart Association Task Force on Clinical
Practice Guidelines and the Heart Rhythm Society in Collaboration with the Society of Thoracic Surgeons. Circulation 2019, 140,
e125-e151. [PubMed]

Calvo, N.; Ramos, P; Montserrat, S.; Guasch, E.; Coll-Vinent, B.; Domenech, M.; Bisbal, F.; Hevia, S.; Vidorreta, S.; Borras, R.; et al.
Emerging risk factors and the dose-response relationship between physical activity and lone atrial fibrillation: A prospective
case-control study. Europace 2016, 18, 57-63. [CrossRef]

Neilan, T.G.; Farhad, H.; Dodson, J.A.; Shah, R.V.; Abbasi, S.A.; Bakker, J.P.; Michaud, G.F,; van der Geest, R.; Blankstein, R.;
Steigner, M.; et al. Effect of sleep apnea and continuous positive airway pressure on cardiac structure and recurrence of atrial
fibrillation. . Am. Heart Assoc. 2013, 2, e000421. [CrossRef]

Pathak, R K.; Middeldorp, M.E.; Meredith, M.; Mehta, A.B.; Mahajan, R.; Wong, C.X.; Twomey, D.; Elliott, A.D.; Kalman, ].M.;
Abhayaratna, W.P; et al. Long-Term Effect of Goal-Directed Weight Management in an Atrial Fibrillation Cohort: A Long-Term
Follow-Up Study (LEGACY). J. Am. Coll. Cardiol. 2015, 65, 2159-2169. [CrossRef] [PubMed]

Shin, S.H.; Park, M.Y.; Oh, W.J.; Hong, S.J.; Pak, H.N.; Song, W.H.; Lim, D.S.; Kim, Y.H.; Shim, W/]. Left atrial volume is a predictor
of atrial fibrillation recurrence after catheter ablation. J. Am. Soc. Echocardiogr. 2008, 21, 697-702. [CrossRef]

Bisbal, E; Guiu, E.; Calvo, N.; Marin, D.; Berruezo, A.; Arbelo, E.; Ortiz-Pérez, J.; de Caralt, T.M.; Tolosana, J.M.; Borras, R.;
et al. Left Atrial Sphericity: A New Method to Assess Atrial Remodeling. Impact on the Outcome of Atrial Fibrillation Ablation.
J. Cardiovasc. Electrophysiol. 2013, 24, 752-759. [CrossRef]

McGann, C.; Akoum, N.; Patel, A.; Kholmovski, E.; Revelo, P.; Damal, K.; Wilson, B.; Cates, J.; Harrison, A.; Ranjan, R.; et al.
Atrial fibrillation ablation outcome is predicted by left atrial remodeling on MRI. Circ. Arrhythmia Electrophysiol. 2014, 7, 23-30.
[CrossRef]

Linhart, M.; Lewalter, T.; Mittmann-Braun, E.L.; Karbach, N.C.; Andrié, R.P.; Hammerstingl, C.; Fimmers, R.; Kreuz, ].; Nickenig,
G.; Schrickel, ].W.; et al. Left atrial pressure as predictor for recurrence of atrial fibrillation after pulmonary vein isolation. J. Interv.
Card. Electrophysiol. 2013, 38, 107-114. [CrossRef]

Akutsu, Y.; Kaneko, K.; Kodama, Y.; Suyama, J.; Li, H.L.; Hamazaki, Y.; Tanno, K.; Gokan, T.; Kobayashi, Y. Association
between left and right atrial remodeling with atrial fibrillation recurrence after pulmonary vein catheter ablation in patients with
paroxysmal atrial fibrillation: A pilot study. Circ. Cardiovasc. Imaging 2011, 4, 524-531. [CrossRef]


https://doi.org/10.2147/CLEP.S47385
https://www.ncbi.nlm.nih.gov/pubmed/24966695
https://www.ncbi.nlm.nih.gov/pubmed/30686041
https://doi.org/10.1093/europace/euv216
https://doi.org/10.1161/JAHA.113.000421
https://doi.org/10.1016/j.jacc.2015.03.002
https://www.ncbi.nlm.nih.gov/pubmed/25792361
https://doi.org/10.1016/j.echo.2007.10.022
https://doi.org/10.1111/jce.12116
https://doi.org/10.1161/CIRCEP.113.000689
https://doi.org/10.1007/s10840-013-9803-9
https://doi.org/10.1161/CIRCIMAGING.110.962761

Medicina 2024, 60, 151 11 of 11

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

Zhao, L.; Jiang, W.; Zhou, L.; Gu, J.; Wang, Y.; Liu, Y.; Zhang, X.; Wu, S.; Liu, X. Why atrial fibrillation recurs in patients who
obtained current ablation endpoints with longstanding persistent atrial fibrillation. J. Interv. Card. Electrophysiol. 2013, 37, 283-290.
[CrossRef] [PubMed]

Moon, J.; Lee, HJ.; Shim, J.; Uhm, J.S.; Kim, J.Y.; Pak, H.N.; Lee, M.H.; Kim, Y.J.; Joung, B. Distinct prognostic impacts of both
atrial volumes on outcomes after radiofrequency ablation of nonvalvular atrial fibrillation: Three-dimensional imaging study
using multidetector computed tomography. Int. |. Cardiol. 2013, 168, 5430-5436. [CrossRef] [PubMed]

Luong, C.; Thompson, D.J.; Bennett, M.; Gin, K,; Jue, J.; Barnes, M.E.; Colley, P.; Tsang, T.S. Right atrial volume is superior to
left atrial volume for prediction of atrial fibrillation recurrence after direct current cardioversion. Can. J. Cardiol. 2015, 31, 29-35.
[CrossRef] [PubMed]

Moon, J.; Lee, H].; Kim, J.Y.; Pak, H.N.; Lee, M.H.; Kim, Y.J.; Joung, B. Prognostic Implications of Right and Left Atrial
Enlargement after Radiofrequency Catheter Ablation in Patients with Nonvalvular Atrial Fibrillation. Korean Circ. |. 2015, 45,
301-309. [CrossRef] [PubMed]

Sasaki, T.; Nakamura, K.; Naito, S.; Minami, K.; Koyama, K.; Yamashita, E.; Kumagai, K.; Oshima, S. The Right to Left Atrial
Volume Ratio Predicts Outcomes after Circumferential Pulmonary Vein Isolation of Longstanding Persistent Atrial Fibrillation.
Pacing Clin. Electrophysiol. 2016, 39, 1181-1190. [CrossRef]

Gunturiz-Beltran, C.; Nufiez-Garcia, M.; Althoff, T.E; Borras, R.; Figueras I Ventura, R M.; Garre, P; Caixal, G.; Prat-Gonzalez, S.;
Perea, R.J.; Benito, E.M.; et al. Progressive and Simultaneous Right and Left Atrial Remodeling Uncovered by a Comprehensive
Magnetic Resonance Assessment in Atrial Fibrillation. J. Am. Heart Assoc. 2022, 11, e026028. [CrossRef]

Doring, C.; Richter, U.; Ulbrich, S.; Wunderlich, C.; Ebert, M.; Richter, S.; Linke, A.; Sveric, KM. The Impact of Right Atrial Size to
Predict Success of Direct Current Cardioversion in Patients With Persistent Atrial Fibrillation. Korean Circ. . 2023, 53, 331-343.
[CrossRef]

Margulescu, A.D.; Nufiez-Garcia, M.; Alarcon, E; Benito, E.M.; Enomoto, N.; Cozzari, ].; Chipa, F.; Fernandez, H.; Borras, R.;
Guasch, E.; et al. Reproducibility and accuracy of late gadolinium enhancement cardiac magnetic resonance measurements for the
detection of left atrial fibrosis in patients undergoing atrial fibrillation ablation procedures. Europace 2019, 21, 724-731. [CrossRef]
Xiong, Q.; Proietti, M.; Senoo, K.; Lip, G.Y. Asymptomatic versus symptomatic atrial fibrillation: A systematic review of
age/gender differences and cardiovascular outcomes. Int. J. Cardiol. 2015, 191, 172-177. [CrossRef]

Narayan, S.M.; Baykaner, T.; Clopton, P.; Schricker, A.; Lalani, G.G.; Krummen, D.E.; Shivkumar, K.; Miller, ].M. Ablation of rotor
and focal sources reduces late recurrence of atrial fibrillation compared with trigger ablation alone: Extended follow-up of the
CONFIRM trial (Conventional Ablation for Atrial Fibrillation With or Without Focal Impulse and Rotor Modulation). J. Am. Coll.
Cardiol. 2014, 63, 1761-1768. [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1007/s10840-013-9808-4
https://www.ncbi.nlm.nih.gov/pubmed/23832381
https://doi.org/10.1016/j.ijcard.2013.08.045
https://www.ncbi.nlm.nih.gov/pubmed/24012171
https://doi.org/10.1016/j.cjca.2014.10.009
https://www.ncbi.nlm.nih.gov/pubmed/25547547
https://doi.org/10.4070/kcj.2015.45.4.301
https://www.ncbi.nlm.nih.gov/pubmed/26240584
https://doi.org/10.1111/pace.12953
https://doi.org/10.1161/JAHA.122.026028
https://doi.org/10.4070/kcj.2022.0291
https://doi.org/10.1093/europace/euy314
https://doi.org/10.1016/j.ijcard.2015.05.011
https://www.ncbi.nlm.nih.gov/pubmed/24632280

	Introduction 
	Materials and Methods 
	Study Population 
	Image Acquisition 
	Image Analysis 
	Ablation Procedure 
	Follow-Up 
	Reproducibility of MRI Measurements 
	Statistical Analysis 

	Results 
	Discussion 
	Conclusions 
	References

