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Catheter ablation (CA) of atrial fibrillation (AF) improves cardiac function, resulting in a
decrease in plasma brain natriuretic peptide (BNP) levels in patients with reduced left
ventricular ejection fraction (LVEF). This study sought to examine the pre-procedural
and post-procedural correlations between BNP levels and cardiac function and the associ-
ations between the BNP levels and recurrence after CA in patients with AF and reduced
LVEF. Of 3142 consecutive patients who underwent first-time CA of AF at our institute, a
total of 217 patients with LVEF <50% were enrolled. Significant decrease in BNP levels
(from a median of 198 [interquartile range 113 to 355] to 47.7 [22.7 to 135] pg/ml,
p <0.001) and improvement in LVEF (from 39+9% to 61£16%, p <0.001) were observed
3 months after CA. There was a linear correlation between log-transformed BNP levels
and cardiac measures (LVEF: r =-0.64; LV end-diastolic volume: r = 0.25; LV end-systolic
volume: r = 0.43; left atrial volume: r =0.52; all p <0.001). During a median follow-up of
35 months, AF recurrence after a 3-month blanking period was observed in 80 patients
(37%). Cox proportional hazard regression analysis after adjustment for cardiac meas-
ures significant in univariate analysis revealed that early recurrence within the blanking
period (hazard ratio, 4.88; 95% confidence interval, 2.89 to 8.25) and elevated post-proce-
dural BNP levels (2.02 per unit log increase; 1.14 to 3.56) were significant predictors of AF
recurrence, but pre-procedural BNP was not. In conclusion, post-procedural BNP levels
at the end of the blanking period predicted subsequent AF recurrence in patients with

reduced LVEF, independent of early recurrence. © 2020 Elsevier Inc. All rights

reserved. (Am J Cardiol 2021;144:67—76)

Catheter ablation (CA) has become an established
rhythm control therapy in patients with atrial fibrillation
(AF),' but the long-term freedom from arrhythmic events
remains a challenge in some patients. Finding the predictors
of AF recurrence is of major importance. Brain natriuretic
peptide (BNP) is one of the biomarkers that predicts recur-
rence after CA of AF.”° Although a recent meta-analysis
confirmed the association, it also revealed that the predic-
tive value was significantly heterogeneous between studies,
possibly due to differences in the study populations.® In
patients with AF and reduced left ventricular ejection frac-
tion (LVEF), pre-procedural BNP (pre-BNP) levels would
be elevated due to both their inherent cardiac abnormalities
and AF-induced hemodynamic derangement and structural
remodeling.”* Conversely, successful CA in those patients
would reduce the hemodynamic load, improve cardiac

“Cardiovascular Center, Sakurabashi-Watanabe Hospital, Osaka,
Japan; and PDepartment of Cardiovascular Medicine, Osaka University
Graduate School of Medicine, Osaka, Japan. Manuscript received October
25, 2020; revised manuscript received and accepted December 11, 2020.

Funding: None.

*Corresponding author: Tel: (81) 66-341-8651; fax: (81) 66-341-0785

E-mail address: koichi@inoue.name (K. Inoue).

0002-9149/© 2020 Elsevier Inc. All rights reserved.
https://doi.org/10.1016/j.amjcard.2020.12.057

function, and decrease the BNP levels.””'® This change

between pre-BNP and post-procedural BNP (post-BNP)
levels implies that the prognostic implications of these val-
ues should be interpreted differently. The purpose of this
study was to examine the pre-procedural and post-proce-
dural correlations between BNP levels and cardiac function
and the association between the BNP levels and AF recur-
rence after CA in patients with AF and reduced LVEF.

Methods

This was a single-center retrospective observational study
conducted at Sakurabashi-Watanabe Hospital, Osaka, Japan.
Of 3,142 consecutive patients who underwent first-time CA
for AF between January 2012 and June 2019 in our institute,
384 patients (23%) had baseline LVEF <50%. Among them,
we enrolled 217 patients who met our inclusion criteria: (1)
patients whose plasma BNP levels were available both at
baseline and 3 months after CA and (2) patients whose car-
diac function was assessed during the same periods. Written
informed consent for CA and retrospective use of data was
obtained from all the patients. The last follow-up evaluation
was performed in June 2020. This study was approved by
the Institutional Review Board of Sakurabashi-Watanabe
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Hospital, and conducted in compliance with the ethical prin-
ciples of the Declaration of Helsinki.

Plasma BNP levels were measured from venous blood
samples collected from a peripheral vein using a chemilu-
minescence enzyme immunoassay (Lumipulse G BNP,
Fujirebio Inc., Tokyo, Japan). The assay used was a sand-
wich method that uses 2 monoclonal antibodies against
human BNP, with 1 antibody recognizing the carboxyl-ter-
minal sequence and the other recognizing the ring structure
of BNP." In this study, pre-BNP levels were defined as
those measured at the time of admission. Post-BNP levels
were defined as those measured 3 months after CA.

We also evaluated correlation between plasma BNP levels
and cardiac function, which was assessed by 256-slice multi-
detector computed tomography (MDCT) (Brilliance iCT;
Philips Medical Systems, Cleveland, Ohio). In our institute,
baseline MDCT was performed to evaluate the chamber size
and morphology, and a 3-dimensional reconstructed image
was used to guide CA. Follow-up MDCT was performed 3
months after CA to identify potential complications such as
pulmonary vein stenosis, unless contraindicated. These
images allowed the measurement of left atrial (LA) and left
ventricular (LV) chamber sizes such as maximum LA vol-
ume (LAV), LV end-systolic volume (LVESV), and LV end-
diastolic volume (LVEDV), using the Simpson disc summa-
tion method. LVEF was calculated as follows: LVEF=
[(LVEDV — LVESV) / LVEDV x 100]. The degree of
structural reverse remodeling was quantitatively evaluated by
the reduction rate in LAV, LVESV, and LVEDV. Reduction
rate in LAV was calculated as follows: percent LA volume
(%LAV) reduction = ([pre-procedural LAV] — [post-proce-
dural LAV] and/or [pre-procedural LAV] x 100).“ Reduc-
tion rate in LVEDV and LVESV were calculated using
similar formulas. The degree of LVEF improvement was
also calculated as follows: ALVEEF = post-procedural
LVEF — pre-procedural LVEF.

Before CA, patient medical history, co-morbidities, and
treatment details were recorded by attending physicians. Pre-
procedural tests, such as electrocardiograms, chest X-rays,
blood tests, echocardiography, and MDCT were performed
in the outpatient clinic. Indications for CA were based on the
expert consensus.’ All anti-arrhythmic drugs were discontin-
ued for 5 to 7 days prior to CA. Anticoagulation therapy with
warfarin or direct oral anticoagulants was introduced at least
3 weeks before CA. Transesophageal echocardiography was
performed to exclude any atrial thrombi.

Electrophysiological study was performed under seda-
tion with dexmedetomidine and thiopental sodium. A single
150 IU/kg bolus of heparin was administered after the trans-
septal puncture and repeated as necessary to maintain an
activated clotting time of >300 s. The detailed catheter set-
tings and ablation methods have been described else-
where.'°”"® The principle strategy of CA for persistent AF
was pulmonary vein (PV) isolation using an irrigated radio-
frequency tip catheter (Thermocool, Biosense Webster,
Diamond Bar, California) or 28 mm cryoballoon (Arctic
Front Advance, Medtronic Inc., Minneapolis, Minnesota).
Radiofrequency CA was performed under the guidance of a
3-dimensional MDCT reconstruction image of the left
atrium (CARTO3, Biosense Webster, Diamond Bar, Cali-
fornia). Cryoballoon ablation has been performed since

September 2014 in paroxysmal AF patients who are
anatomically eligible for balloon-based ablation. The PV
isolation end-point was the achievement of electrical bidi-
rectional conduction block between the left atrium and
PVs. A cavotricuspid isthmus block line was created if
common atrial flutter was detected before or during the pro-
cedure. After performing the aforementioned procedures,
we routinely administered a high dose of isoproterenol (4 to
20 pg/min) after waiting for at least 20 min to identify
time-dependent PV reconnections and/or presence of non-
PV triggers. Additional ablation to prevent non-PV triggers,
that is, non-PV ectopies initiating AF, was strongly encour-
aged. Other procedures such as linear ablation and complex
fractionated atrial electrogram ablation were performed at
the operator’s discretion.

After CA, all patients underwent ambulatory monitoring
during the first 3 post-procedural days until the day of dis-
charge. Patients were scheduled to receive periodical fol-
low-up at the outpatient clinic at 1, 3, 6, 9, and 12 months
after ablation and every 6 months thereafter. A 12-lead
electrocardiogram was obtained at each follow-up visit. All
patients were advised to report any symptoms of arrhyth-
mias experienced between scheduled visits. They were also
instructed to check their pulse rate and rhythm at least 3
times a day and to visit the outpatient clinic if an irregular
pulse continued. When AF recurrence was suspected,
patients were checked by a portable electrocardiogram
device. They were additionally seen by the referring cardi-
ologist for 24-h Holter monitoring at the end of 6 and 12
months following CA. In principle, anti-arrhythmic drugs
were stopped 3 months after CA unless patients experi-
enced highly symptomatic AF recurrence. Recurrences dur-
ing this blanking period were treated with anti-arrhythmic
drugs and/or cardioversion, if needed.

The end-point of this study was AF recurrence, which
was defined as documented symptomatic or asymptomatic
recurrent atrial tachyarrhythmias lasting for >30 s after the
blanking period of 90 days following CA." The presence of
AF and/or atrial tachycardia was evaluated on the basis of
symptoms, electrocardiogram recordings, event recordings,
and Holter electrocardiography. Early recurrence of atrial
arrhythmias (ERAAs) during the blanking period was eval-
uated separately from recurrences after the blanking period
because of their potential effect on post-BNP levels.

Categorical data are presented as frequencies (%) and
were compared with the chi-squared test or Fisher’s exact
test when the expected cell size was <5. Continuous data
are presented as mean (standard deviation) or as median
(interquartile range) for skewed distributions. Normally dis-
tributed continuous variables were compared using the
independent Student’s #-test and skewed data using the non-
parametric Mann—Whitney U test. Changes before and
after CA were assessed by the paired r-test or Wilcoxon
rank-sum test. The plasma BNP levels showed a skewed
distribution (p <0.001, Kolmogorov—Smirnov test) and
analyses were performed after a logarithmic transformation
using the base-10 (log) to achieve a normal distribution
(Supplementary Figure 1). At baseline and 3 months after
CA, the correlations between log BNP levels and cardiac
function measures were analyzed using linear regression
analysis. During the follow-up, AF recurrence 3 months
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Table 1
Baseline characteristics

Total (N=217) Recurrence (N = 80) No recurrence (N = 137) p value
Age (years) 63+ 10 63+ 10 62+ 10 0.57
Male 177 (82%) 62 (78%) 115 (84%) 0.24
Body mass index (kg/m?) 23.8+3.7 234+3.6 24.1 £38 0.15
CHDAS?2 score 1.6+1.2 1.6+£1.2 1.6+£12 0.92
Type of AF
- Paroxysmal 48 (22%) 17 (21%) 31 (23%) 0.74
- Persistent 121 (56%) 43 (54%)

78 (57%)
- Long-standing persistent 48 (22%) 20 (25%) 28 (20%)
Baseline heart diseases
- Ischemic cardiomyopathy 23 (11%) 14 (18%) 9 (7%) 0.012
- Familial dilated cardiomyopathy 12 (8%) 3 (4%) 9 (7%) 0.38
- Hypertrophic cardiomyopathy 5 (2%) 0 (0%) 5 (4%) 0.085
- Valvular heart diseases 4 2%) 1(1%) 32%) 0.62
- LV noncompaction cardiomyopathy 2 (1%) 1 (1%) 1 (1%) 1.00
- Idiopathic cardiomyopathy (including TIC/AIC) 171 (84%) 61 (76%) 110 (80%) 0.50
Coexisting diseases
- Heart failure 141 (65%) 54 (68%) 87 (64%) 0.55
- Coronary artery disease 35 (16%) 16 (20%) 19 (13.9%) 0.24
- Hypertension 94 (43%) 35 (44%) 59 (43%) 0.92
- Diabetes mellitus 45 (21%) 16 (20%) 29 (21%) 0.84
- Prior stroke or TTA 18 (8%) 7 (9%) 11 (8%) 0.85
Echocardiographic parameters
- LA diameter (mm) 43+ 6 4245 434+6 0.46
- LV diastolic diameter (mm) 5247 51+£7 52+8 0.23
- LV systolic diameter (mm) 39+9 38+9 40+ 10 0.17
- LV ejection fraction (Simpson) (%) 44+ 13 43+ 16 44 + 12 0.90
Laboratory data
- Hemoglobin level (g/dl) 14.7 (13.6—15.6) 14.5 (13.2—15.6) 14.8 (13.9—-15.7) 0.082
- Serum creatinine level (mg/dl) 0.90 (0.80—1.07) 0.87 (0.79—1.00) 0.97 (0.80—1.10) 0.009
- High-sensitive CRP level (mg/dl) 0.08 (0.03—0.20) 0.08 (0.03—0.21) 0.07 (0.04—0.19) 0.89
- Serum BNP level (pg/ml) 198 (113-355) 205 (115-360) 198 (112—-330) 0.49
- Log-transformed BNP 2.29+£0.40 2.31+£0.40 228 £0.41 0.56
Medications at discharge
- Beta blocker 152 (70%) 57 (711%) 95 (69%) 0.77
- ACE inhibitor or ARB 90 (42%) 32 (40%) 58 (42%) 0.74
- Na-channel blocker 39 (18%) 18 (23%) 21 (15%) 0.19
- Amiodarone 28 (13%) 11 (14%) 17 (12%) 0.77
- Diuretics 86 (40%) 31 (39%) 55 (40%) 0.84
Ablation procedure
- PVI with bidirectional block 217 (100%) 80 (100%) -
137
137 (100%)
- PVI using radiofrequency CA 212 (98%) 77 (96%) 135 (99%) 0.36
- PVI using cryoballoon 3 (4%) 2 (1%)
5(2%)

CTI block line 93 (43%) 31 (39%) 62 (45%) 0.51
Adjective ablation other than PVI and CTI 57 (26%) 21 (26%) 36 (26%) 0.99
- LA posterior wall isolation 29 (14%) 9 (12%) 20 (15%) 0.53
- LA roof line 12 (6%) 6 (8%) 6 (4%) 0.33
- MVI line 22 (10%) 7 (9%) 15 (11%) 0.61
- SVC isolation 6 (3%) 3 (2%) 3 (4%) 0.49
- Non-PV focal ablation 18 (8%) 8 (10%) 10 (7%) 0.49

ACE = angiotensin-converting enzyme; AF =atrial fibrillation; AIC = arrhythmia-induced cardiomyopathy; ARB = angiotensin II receptor blocker;
BNP = brain natriuretic peptide; CRP = C-reactive protein; CTI = cavotricuspid isthmus; LA =left atrial; LV =left ventricular; MVI = mitral valve isthmus;

PV = pulmonary vein; PVI =PV isolation; SVC = superior vena cava; TIA = transient ischemic attack; TIC = tachycardia-induced cardiomyopathy.
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after CA was reported, and Cox proportional hazards included in the multivariate analysis. The area under the
regression analyses were performed to determine the receiver operating characteristic curves was calculated to
predictors of AF recurrence. Variables associated with identify the diagnostic accuracy of pre- and post-BNP lev-
AF recurrence (p <0.1) in the univariate analysis were els for predicting AF recurrence. The 2 receiver operating
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Figure 1. Changes in plasma BNP levels and cardiac function The pre- and post-operative values of BNP (A), log BNP (B), LAV (C), LVEDV (D), LVESV
(E), and LVEF (F) were shown in the box and whisker plots. Change of plasma BNP levels were compared using Wilcoxson Rank-Sum test because of the
skewness of the distribution. Changes in the other parameters were compared using paired 7-tests. BNP =brain natriuretic peptide; LAV =left atrial volume;
LVEDYV =left ventricular end-diastolic volume; LVEF = left ventricular ejection fraction; LVESV =Left ventricular end-systolic volume; Pre = pre-proce-
dural; Post = post-procedural.
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characteristic curves were compared in the entire cohort
and specific subgroups: age (>70 years and <70 years), sex
(male and female), AF type (paroxysmal and nonparoxys-
mal), etiology (structural heart disease and idiopathic etiol-
ogy), CHADS?2 score (>2 and <2), and LVEF (<35% and
>35%). The differences in AF-free survival between pre-
and post-BNP quartile groups are shown as Kaplan—Meier
curves and were compared using the log-rank test. Statisti-
cal analyses were performed using the MedCalc (version
19.0 for Windows) software. p values <0.05 were considered
statistically significant.

Results

The baseline characteristics of enrolled patients are
summarized in Table 1. Extensive encircling PV isolation
was completed in all patients, and sinus rhythm was main-
tained when they left the catheter laboratory. A total of 18
patients (8%) developed CA-associated complications in
this cohort. Seven patients developed sick sinus syndrome
that required temporary pacing. Four developed worsening
heart failure caused by volume overload necessitating
intravenous diuretics and a prolonged hospital stay
(>4 days after ablation). Four developed groin hematoma,
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2 developed gastroparesis, and 1 developed phrenic nerve
paralysis during superior vena cava isolation. There were
no occurrences of cardiac tamponade, stroke, or atrial-
esophageal fistula. Permanent pacemakers were implanted
in 2 patients; the other patients recovered spontaneously or
with additional treatment.

The pre- and post-BNP levels were measured at a
median of 1 (interquartile range 1 to 1) day before and 89
(79 to 100) days after CA, respectively. There was a signifi-
cant decrease in BNP levels (from a median of 198 [113 to
355] to 47.7 [22.7 to 135] pg/ml, p <0.001) and log BNP
levels (from 2.29 £ 0.40 to 1.75 £ 0.53, p <0.001) after
CA. In parallel, cardiac function significantly improved
after CA. The decrease in LAV (from 130 4+ 34 to 97 +
29 ml, p <0.001) and LVESV (from 76 + 50 to 50 +
43 ml, p <0.001) with unchanged LVEDV (from 121 =+ 58
to 118 £ 57 ml, p=0.16), resulted in improvement of
LVEF (from 39 + 9% to 61 £ 16%, p <0.001) (Figure 1).
There were significant positive correlations between log
BNP levels and LAV (r=0.52, p <0.001), LVEDV
(r=0.43, p <0.001), and LVESV (r=0.25, p <0.001) both
at baseline and 3 months after CA. Conversely, there was a
negative correlation between log BNP levels and LVEF
(r=—0.64 p <0.001) at both timings (Figure 2).
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Figure 2. Relationship between plasma BNP levels and cardiac function.The scatter plot shows the correlations between log-transformed BNP levels and car-
diac function at baseline (black dots) and 3 months after CA (red dots). Correlation analyses showed that BNP levels were positively correlated with LAV
(A), LVEDV (B) and LVESV (C). BNP levels were negatively correlated with LVEF (D).CA = catheter ablation; other abbreviations are spelled out in

Figure 1.
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Table 2
Cox regression analysis for identifying predictors of AF recurrence
Univariate Multivariate™®
Model I Model IT
HR (95% CI) p value HR (95% CI) p value HR (95% CI) p value
Age (per 10-y increase) 1.20 (0.95—-1.52) 0.13 NA NA NA NA
Female 1.52(0.90—-2.58) 0.12 NA NA NA NA
Body mass index 0.95 (0.89—1.02) 0.15 NA NA NA NA
Persistent AF 1.10 (0.64—1.87) 0.74 NA NA NA NA
Structural heart disease 1.38 (0.82—2.31) 0.22 NA NA NA NA
Hypertension 1.01 (0.65—1.58) 0.95 NA NA NA NA
Diabetes mellitus 1.03 (0.60—1.79) 0.91 NA NA NA NA
Coronary artery disease 1.53 (0.87—-2.69) 0.14 NA NA NA NA
Hemoglobin 0.80 (0.70—0.92) 0.001 0.95 (0.80—1.12) 0.55 0.95 (0.80—1.12) 0.47
Serum creatinine level 1.03 (0.79—1.34) 0.83 NA NA NA NA
Presence of ERAA 4.63 (2.90-7.41) <0.001 4.88 (2.89—8.25) <0.001 4.63 (2.82—7.60) <0.001
Log pre-BNP 1.42 (0.81-2.49) 0.22 NA NA NA NA
Log post-BNP 2.29 (1.53-3.43) <0.001 2.02 (1.14-3.56) 0.015 1.82 (1.07-3.10) 0.027
Pre-LAV' 1.00 (0.92—1.08) 0.91 NA NA NA NA
Post-LAV' 1.08 (1.00—1.16) 0.038 0.98 (0.90—1.07) 0.66
%LAV reduction’ 0.84 (0.74—0.95) 0.004 0.87 (0.75—1.02) 0.08
Pre-LVEDV' 0.98 (0.93—1.03) 0.35 NA NA NA NA
Post-LVEDV' 0.97 (0.91-1.03) 0.31 NA NA NA NA
%LVEDV reduction’ 0.99 (0.91-1.08) 0.87 NA NA NA NA
Pre-LVESV! 0.98 (0.92—1.04) 0.47 NA NA NA NA
Post-LVESV' 1.00 (0.96—1.05) 0.96 NA NA NA NA
%LVESV reduction’ 0.90 (0.83—0.98) 0.012 0.95 (0.83—1.08) 0.40 0.98 (0.86—1.12) 0.78
Pre-LVEF 1.01 (0.98—1.03) 0.61 NA NA NA NA
Post-LVEF’ 0.88 (0.77—0.99) 0.040 0.94 (0.76—1.04) 0.58
ALVEF’ 0.85 (0.74—0.97) 0.013 0.89 (0.94—1.06) 0.89

* Multivariate cox regression analysis was performed including variables associated with AF recurrence (p <0.1) in the univariate analysis. Post-LAV and
%LAV reduction were explanatory variables for each other. Thus, post-LAV and %LAYV reduction were separately included in Model I and Model II, respec-

tively. The same applied to post-LVEF and ALVEF.
t per 10 ml increase,
iper 10% decrease,
§ per 10% increase, NA; not applicable.

AF =atrial fibrillation; BNP =brain natriuretic peptide; CI=confidence interval; ERAA =early recurrence of atrial arrhythmia; HR =hazard ratio;
LAV =left atrial volume; LVEDV =left ventricular end-diastolic volume; LVEF = left ventricular ejection fraction; LVESV =left ventricular end-systolic

volume; Pre = pre-procedural; Post = post-procedural.

During the 3-month blanking period, ERAAs were
observed in 84 patients. Although there were no significant
differences in pre-BNP levels between patients with and
without ERAAs (192 [114 to 352] vs 214 [112 to 359] pg/
ml, p=0.38), post-BNP levels were higher in patients with
ERAASs than in those without it (64.4 [32.4 to 200] vs 41.8
[21.8 to 102] pg/ml, p=10.047). Over a median follow-up
period of 35 months (interquartile range, 18 to 58), 80
patients (37%) experienced AF recurrence after the index
ablation procedure. Multivariate Cox proportional hazards
regression analyses revealed that ERAA (hazard ratio, 4.96;
95% confidence interval, 2.95 to 8.35; p <0.001) and ele-
vated post-BNP levels (hazard ratio, 2.12 per unit log
increase; 95% confidence interval, 1.22 to 3.69; p =0.008)
were independent predictors of AF recurrence (Table 2).

The results of receiver operating characteristic curve
analysis predicting AF recurrence during the 1 year and the
entire follow-up period are presented in Figure 3. Although
there was no significant cutoff value for pre-BNP levels,
post-BNP levels showed significant diagnostic accuracy to
predict AF recurrence both during the 1 year (area under
the curve, 0.686; 95% confidence interval, 0.620 to 0.747)

and the entire follow-up (0.617; 0.549 to 0.682). The diag-
nostic performance of post-BNP levels was significantly
higher than that of pre-BNP levels. Although not necessar-
ily statistically significant, a consistent trend favoring post-
BNP levels was observed in all analyzed subgroups (Sup-
plementary Table 1).

During the follow-up period, the incidence of AF recur-
rence was similar among pre-BNP quartile groups (Figure 4).
However, AF recurrence was significantly more frequent in
patients with the highest quartile post-BNP levels (i.e., >136
pg/ml) than in those with the other quartile post-BNP levels
(hazard ratio, 3.84; 95% confidence interval, 2.13 to 6.92,
p < 0.001) (Figure 4).

Discussion

In this study, we investigated the association between the
pre- and post-BNP levels and the risk of AF recurrence after
CA in patients with AF and reduced LVEF. Most patients
had a significant improvement in the cardiac function and
decrease in BNP levels after CA. Although pre-BNP levels
were not useful for predicting AF recurrence, post-BNP
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Figure 3. Receiver operating characteristic curves.The area under the receiver operating characteristic curves (AUCs) for post-BNP (red) was higher than
that for pre-BNP (black), indicating a higher diagnostic accuracy of post-BNP for predicting AF recurrence both during the 1 year after CA (A) and the entire
period (B).AUC, area under the receiver operating characteristic curves; CA = catheter ablation; CI = confidence interval; other abbreviations are spelled out

in Figure |

levels 3 months after CA were significantly associated with
AF recurrence, independent of ERAA. Based on these
results, patients with elevated plasma BNP levels at the end
of the blanking period would have a high risk of AF recur-
rence, and therefore they should be carefully followed in
the outpatient clinic.

BNP is a natriuretic peptide hormone secreted by cardiac
myocytes in response to wall stress.'”*’ Elevated BNP lev-
els reflect background cardiac abnormality, and it has been
associated with occurrence of AF *' and AF recurrence after
CA.””° However, contrary to previous studies, pre-BNP
was not a biomarker for risk of AF recurrence in this study.
The specific study population introduced in this study might
explain why we saw a different result. In patients with AF
and reduced LVEF, significant hemodynamic derangements
induced by AF and subsequent structural remodeling would
increase BNP levels. AF produces hemodynamic load and
wall stress by loss of atrial kick, rapid and irregular ventric-
ular rthythm, and loss of atrioventricular synchrony, result-
ing in elevated BNP levels.””® In addition, AF-induced
structural remodeling would further increase plasma BNP
levels, especially in patients with reduced LVEE.”* %2
Thus, it is a clinical challenge to pre-procedurally identify
whether elevated BNP is a consequence of inherent cardiac
abnormality or a consequence of AF-induced hemodynamic
derangement and structural remodeling in patients with AF
and reduced LVEF. On the other hand, sinus rhythm resto-
ration after CA diminishes the AF-induced hemodynamic
load, and reverse structural remodeling results in a signifi-
cant decrease in plasma BNP levels.” '’ Post-BNP levels
after CA would more precisely reflect inherent cardiac dis-
orders than pre-BNP levels.

Currently, there is no compelling evidence that an ele-
vated BNP directly causes AF. Thus, the association
between an elevated BNP and the incidence of AF would
be explained by the shared substrate including LA and LV
dysfunction, myocardial fibrosis, and increased LA
pressure.””*'?*" In this study, we found significant correla-
tions between plasma BNP levels and LAV, LVEDV,
LVESV and LVEF, both at baseline and 3 months after
CA. Advanced structural remodeling reflects an increased
LA pressure, which is considered to be associated with
elevated BNP levels '”* and AF recurrence.”” In addition,
AF itself is a major modifier associated with plasma BNP
levels.”” Patients with ERAA had a higher risk of develop-
ing AF recurrence 3 months after CA than those without.'
Thus, as suggested in the result of this study, elevated
post-BNP levels 3 months after CA may be partly due to
the presence of ERAA. Furthermore, both elevated BNP
levels and incident AF are associated with similar patient
backgrounds such as an old age, obesity, sleep apnea, and
multiple co-morbidities.' In the present study, however,
even after considering those potential backgrounds and
cardiac functional measures associated with AF recur-
rence, elevated post-BNP levels were significant predictors
of AF recurrence in the multivariate analysis (Table 2
Model I). The predictive nature of post-BNP was indepen-
dent of the improvement in cardiac function (%LAV
reduction and ALVEF) (Table 2 Model II). Therefore, ele-
vated post-BNP levels even after restoration of sinus
rhythm would give us additional information regarding the
risk of AF recurrence beyond the improvement in cardiac
function, which may indicate a presence of residual sub-
strate for developing AF recurrence.
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Figure 4. Kaplan—Meier survival curves.Over a median follow-up period of 35 months (interquartile range, 18 to 58), atrial fibrillation recurrence-free sur-
vival was compared between pre-BNP quartile groups (A) and post-BNP quartile groups.CI = confidence interval; HR = hazard ratio; other abbreviations are

spelled out in Figure 1.

Evaluating post-BNP levels is useful to stratify the
recurrence risk in patients with AF and reduced LVEF.
Although the diagnostic accuracy is not so high (the area
under the curve <0.7), the post-BNP levels were indepen-
dent predictors of AF recurrence over the conventional
risk factors (i.e., age, female sex, AF type, associated

systemic disease, LA and LV Proyerties [volume, degree
of reverse remodeling], etc.).b?? 22724 Thus, in combina-
tion with the conventional factors associated with AF
recurrence, post-BNP levels could help refine the identifi-
cation of the high-risk cohort in patients with AF and
reduced LVEF. N-terminal pro-BNP is a promising
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alternative marker for predicting AF recurrence. However,
because N-terminal pro-BNP has a longer half-life and a
higher susceptibility to renal insufficiency than BNP, the
cutoff values would be different from those of BNP levels.
This should be investigated in the future.

The study limitations include a single-center retrospec-
tive observational design and the fact that the evaluation of
post-BNP levels during the designated period was per-
formed at physician’s discretion, which introduced selec-
tion bias to the study population. Second, asymptomatic
and other cases of AF recurrence may have been missed.
However, routine continuous monitoring using implanted
devices is not yet feasible in the real-world clinical practice.
Third, post-BNP was measured 3 months after CA, but the
most appropriate time to predict AF recurrence is unknown.
Repetitive measurement of plasma BNP levels during the
course may provide additional data about AF recurrence.
Fourth, the effect of all confounders that affect plasma BNP
levels might not have been fully examined in the multivari-
ate analysis. Finally, the cutoff values of plasma BNP levels
would be influenced by the examined cohort. However, the
trend of decreasing plasma BNP levels after CA and
increasing predictive values of BNP levels 3 months after
CA was similar in all examined subgroups (Supplementary
Table 1). Understanding the dynamic behavior of plasma
BNP levels and increased predictive value of BNP levels
after CA is more important than cutoff values.

In conclusion, pre-BNP levels before CA were not asso-
ciated with AF recurrence in patients with reduced LVEF.
Elevated post-BNP levels 3 month after CA indicated an
independent risk of AF recurrence in this population.
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