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BACKGROUND: The clinical implication of vascular endothelial dysfunction in patients with atrial fibrillation (AF) remains un-
clear. This study aimed to elucidate the correlation between changes in vascular endothelial function assessed by reactive 
hyperemia- peripheral arterial tonometry and the effect of sinus rhythm restoration after catheter ablation (CA) for AF.

METHODS AND RESULTS: Consecutive 214 patients who underwent CA for AF were included in this single center, retrospective 
study. The natural logarithmic transformed reactive hyperemia- peripheral arterial tonometry index (LnRHI) of all patients was 
measured before CA as well as 3 and 6 months after CA. LnRHI in sinus rhythm was significantly higher than that in AF before 
CA. Multivariate logistic regression analysis revealed that the presence of AF was an independent risk factor for lowering of 
LnRHI (odds ratio, 4.092; P=0.002) before CA. The LnRHI was significantly improved 3 and 6 months after CA in patients 
without AF recurrence. Multivariate Cox hazard analysis revealed that changes in LnRHI from before to 3 months after CA 
independently correlated with recurrence of AF (hazard ratio, 0.106; P=0.001). Receiver operating characteristic analysis 
showed the decrease in LnRHI levels from before to 3 months after CA as a significant marker that suspects AF recurrence 
(area under the curve, 0.792; log- rank test, P<0.001).

CONCLUSIONS: The presence of AF was independently correlated with the impaired vascular endothelial function assessed by 
the reactive hyperemia- peripheral arterial tonometry. Long- term sinus rhythm restoration after CA for AF might contribute to 
the improvement of vascular endothelial function, which may reflect the nonrecurrence of AF.
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The vascular endothelium plays an important role 
in the vasoregulation of coronary or peripheral 
vessels through the secretion of bioactive sub-

stances such as NO.1 Vascular endothelial dysfunction 
is induced by the presence of coronary risk factors, 
and the presence of endothelial dysfunction has been 
shown to be an independent predictor of cardiovascu-
lar events.2

Meanwhile, recent studies have revealed that 
vascular endothelial dysfunction occurs even in 
patients with atrial fibrillation (AF).3– 8 Shin et al 
reported that patients with AF have significantly 
impaired  endothelial function, which can be re-
versed through maintenance of sinus rhythm (SR) 
by successful catheter ablation (CA).5 Furthermore, 
Kobayashi et al revealed that endothelial dysfunction 
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was associated with AF recurrence after CA,6 sug-
gesting that endothelial function may be able to 
predict the recurrence of AF after CA. However, al-
though Okawa et al reported that endothelial func-
tion in patients with persistent AF was significantly 
lower than that in patients with paroxysmal AF,7 
Matsue et al reported that there was no significant   
difference in endothelial function between parox-
ysmal and persistent AF.8 Therefore, clinical im-
plication of vascular endothelial dysfunction and 
the change in endothelial function in patients with 
AF have not been fully investigated, remaining 
inadequate.

METHODS
Study Population
The authors declare that all supporting data are availa-
ble within the article. We conducted a retrospective ob-
servational study to investigate the clinical significance 
of vascular endothelial function in patients with AF. We 
recruited 308 consecutive patients who were referred 
to Kumamoto University Hospital and underwent CA 
for AF between January 2013 and December 2016. 
Patients with the following criteria were excluded: ob-
structive coronary artery disease, epicardial coronary 
artery spasm, microvascular coronary artery spasm, 
peripheral artery disease, cardiomyopathy, congestive 
heart failure, chronic kidney disease, and malignant 
tumor (Figure 1). We assessed their vascular endothe-
lial function using reactive hyperemia- peripheral arte-
rial tonometry (RH- PAT) before CA as well as 3 and 
6 months after CA, whether under AF rhythm or SR. 
Furthermore, patients in whom we could not assess 
the vascular endothelial function accurately because 
of the loss of measurement or an unfavorable condi-
tion at the time of measurement were also excluded. 
Therefore, 214 patients with AF who underwent CA for 
paroxysmal AF (n=163) and persistent AF (n=51) were 
included in this study (Figure 1). In addition, we included 
43 normal control patients without a history of AF and 
other exclusion criteria, to compare the vascular en-
dothelial function between patients with AF and normal 
control subjects. Classification of paroxysmal and per-
sistent AF was defined according to the 2017 expert 
consensus statement on catheter and surgical ablation 
of atrial fibrillation.9 Thus, this study also included some 
patients with persistent AF who had been defibrillated 
before CA and returned to SR or spontaneously re-
turned to SR after lasting beyond 7 days. The study 
protocol conformed to the principles of the Declaration 
of Helsinki. The study protocol was approved by the 
Institutional Review Board of Kumamoto University 
(approval number, Rinri 1406). Written informed con-
sent was obtained from all participating patients. All 
antiarrhythmic medications were discontinued for 5 
half- life periods before the procedure.

Measurement of Vascular Endothelial 
Function
All patients’ vascular endothelial function was assessed 
by the RH- PAT using Endo- PAT2000 (Itamar Medical, 
Caesarea, Israel) before CA as well as 3 and 6 months 
after CA.10,11 RH- PAT measurement was performed in 
the morning after the subjects had fasted, before taking 
medications, and absolutely without smoking and caf-
feine. A blood pressure cuff was placed on one upper 
arm (study arm), while the contralateral arm served as 
a control (control arm). Peripheral arterial tonometry 

CLINICAL PERSPECTIVE

What Is New?
• In the assessment of vascular endothelial func-

tion using the reactive hyperemia- peripheral ar-
terial tonometry, the heart rhythm itself of atrial 
fibrillation (AF) impaired endothelial function, re-
gardless of paroxysmal or persistent AF.

• Vascular endothelial function in patients with AF 
without recurrence after catheter ablation (CA) 
was improved to a level similar to those in nor-
mal control subject.

• Improvement of endothelial function 3 months 
after CA for AF compared with before CA was 
revealed as a significant predictor of nonrecur-
rence of AF after CA.

What Are the Clinical Implications?
• By assessing the change in vascular endothelial 

function in patients with AF over time, whether 
paroxysmal or persistent, or whether measured 
under sinus rhythm or AF rhythm, it might be 
possible to comprehensively clarify the suc-
cessful treatment of AF, ie, nonrecurrence of AF 
after catheter ablation, including the control of 
risk factors of AF.
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probes were placed on one finger of each hand. After 
a 5- minute equilibration period, the cuff was inflated 
to 60  mm  Hg above the systolic blood pressure or 
200 mm Hg for 5 minutes, and then deflated to induce 
reactive hyperemia. The RH- PAT data were digitally 
analyzed online (Endo- PAT2000 software, version 3.0.4 
and 3.4.4, Itamar Medical, Caesarea, Israel) (Figure 2A).
The RH- PAT index (RHI) reflects the extent of reactive hy-
peremia and was calculated as the ratio of the average 
amplitude of the peripheral arterial tonometry (PAT) signal 
>1 minute, starting 1.5 minutes after cuff deflation (control 
arm, A; study arm, C), divided by the average amplitude 
of the PAT signal of a 2.5 minutes time period before cuff 
inflation (control arm, B; study arm, D) (Figure 2A). Thus, 
the RHI was calculated using the following equation: 

RHI=(C/D)/(A/B). However, because RHI values are not 
normally distributed, we calculated the natural logarithmi-
cally transformed RHI (LnRHI) values for use in analysis, 
as reported previously.12,13 The clinical usefulness and 
reproducibility of RH- PAT technology in our faculty has 
been described in previous studies.12– 17

CA and Follow- Up
The methods of CA and follow- up have been also de-
scribed previously.18– 20 First, pulmonary vein isolation 
was performed during AF. If the AF was not terminated 
by pulmonary vein isolation alone, linear roof line lesion 
and complex fractionated atrial electrogram ablation 
were performed in all patients, subsequently.

Figure 1. Flowchart of the patient enrollment in this study.
AF indicates atrial fibrillation; RH- PAT, reactive hyperemia- peripheral arterial tonometry; and SR, sinus 
rhythm.
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Patients were followed- up in the outpatient clinic 
at 1, 3, 6, and 12 months after the CA with 12- lead 
ECGs, 24- hour Holter recordings, and an event 

recorder (Omron HeartScan801; OMRON, Kyoto, 
Japan). According to the 2017 expert consensus,9 the 
recurrence of AF was defined as the occurrence of 
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AF >3 months following AF ablation. The episodes of 
atrial tachycardia or atrial flutter was also included as 
a recurrence.

Statistical Analysis
To evaluate the relationship between AF and vascular 
endothelial function, we compared the clinical varia-
bles including LnRHI in each heart rhythm at the time 
of RHI measurement before CA. The data were ex-
pressed as mean±SD, median value with interquartile 
range, or frequencies (%). The Shapiro- Wilk test was 
used to evaluate the distribution of continuous data, 
and the continuous parameters were compared using 
the Student t- test for normally distributed data and 
the Mann- Whitney U- test for parameters with skewed 
data distribution. Categorical parameters were com-
pared using the Chi- squared test. To examine whether 
any of the baseline parameters were independently 
associated with the LnRHI before CA, all patients were 
split by median and divided into the high- LnRHI and 
low- LnRHI groups. The correlation between LnRHI 
and clinical variables containing the presence of AF 
at the time of RHI measurement were assessed by 
univariate and multivariate logistic regression analysis 
before CA.

Furthermore, to clarify the extent to which resto-
ration of SR by CA can improve vascular endothelial 
function in patients with AF, we examined the se-
rial change in LnRHI for a 6- month period following 
CA in patients with and without recurrence of AF. 
Furthermore, to reveal the vascular endothelial dys-
function under the SR in patients with AF, eliminating 
the influence of heart rhythm, the LnRHI in patients 
without AF recurrence obtained before CA as well as 
3 and 6 months after CA, all recorded during sinus 
rhythm, were compared with those in the normal con-
trol subjects. The differences in the LnRHI were ana-
lyzed using a one- way analysis of variance, followed 
by Tukey multiple comparison.

Finally, to investigate the factors correlated with AF 
recurrence, we compared clinical variables between 
patients with and without recurrence of AF. Univariate 
and multivariate Cox proportional hazard analyses 
were conducted to determine whether any of the base-
line parameters were independently associated with 

AF recurrence. Then, the receiver operating charac-
teristic curve was constructed for the significant pa-
rameter, and the area under the curve, sensitivity, and 
specificity were calculated to predict the recurrence of 
AF, with an area under the curve value of 0.50 indicat-
ing no accuracy and a value of 1.00 indicating maximal 
accuracy. The Kaplan‒ Meier method was used to es-
timate the AF recurrence and nonrecurrence rate, and 
the differences between survival curves were evalu-
ated using the log- rank test.

The subanalysis of the differences in the LnRHI, 
blood pressure, and heart rate were also performed 
using a one- way analysis of variance, followed by 
Tukey multiple comparison, or using the Student t- test 
because the data were normally distributed. In addi-
tion, the association among LnRHI and blood pres-
sure, pulse pressure, and heart rate were investigated 
by the linear regression analysis.

Statistical tests were performed using SPSS soft-
ware, version 25 (IBM, NY) and BellCurve for Excel 
(SSRI, Tokyo). A 2- tailed P value of <0.05 was consid-
ered statistically significant.

RESULTS
Relationship Between AF and Vascular 
Endothelial Function
The baseline characteristics in groups that had SR or 
AF rhythm at the time of the RHI measurement be-
fore CA are shown in Table 1. Before CA, 151 patients 
had SR and 63 patients had AF rhythm at the time of 
the RHI measurement. LnRHI was significantly lower 
in AF rhythm than in SR (0.70±0.24 versus 0.50±0.23, 
P<0.001) (Figure 3A).

The baseline characteristics in the high- LnRHI and 
low- LnRHI groups are shown in Table 2. Univariate lo-
gistic regression analysis revealed that men, height, 
weight, the presence of AF at the time of RHI measure-
ment, persistent form of AF, systolic blood pressure, 
diastolic blood pressure, pulse pressure, heart rate, 
smoking, and left ventricular ejection fraction signifi-
cantly correlated with the lowering of LnRHI (Table 3). 
After adjustment for men, height, weight, persistent 
form of AF, heart rate, smoking, and left ventricu-
lar ejection fraction, multivariate logistic regression 

Figure 2. Representative case of reactive hyperemia- peripheral arterial tonometry measurement.
A, The method of RH- PAT measurement and the formula to calculate the RH- PAT index (RHI). B, The representative result of RH- PAT 
examination in patient with atrial fibrillation recurrence. C, The representative result of RH- PAT examination in patients without atrial 
fibrillation recurrence. Since RH- PAT measures arterial dilatation from a 3- dimensional increase in the volumetric pulse wave of the 
fingertip arteriole vascular bed, the volume pulse wave change rate is large and the sensitivity of the data are also high. RH- PAT may 
be more suitable for measurement even in pathological conditions such as atrial fibrillation, where the pulse wave varies for each pulse 
such as upper and lower figure in (B) and upper figure in (C) which recorded during atrial fibrillation. AF indicates atrial fibrillation; and 
LnRHI, natural logarithmic transformed reactive hyperemia- peripheral arterial tonometry index.
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analysis identified the presence of AF at the time of 
RHI measurement as a most significant correlated fac-
tor with the lowering of LnRHI (odds ratio, OR; 4.092; 
P=0.002) (Table 3).

Restoration of the Vascular Endothelial 
Function by CA
AF recurrence was observed in 39 patients (18.2%; 
recurrence group), but was not observed in the re-
maining 175 patients (81.8%; nonrecurrence group) 
(Figure 1). The LnRHI did not improve 6 months after 
CA (0.78±0.25 versus 0.66±0.19, P=0.055) in patients 
with AF recurrence (Figure 3B), however the LnRHI was 
significantly improved 6  months after CA (0.61±0.25 
versus 0.74±0.22, P<0.001) in patients without AF re-
currence (Figure  3C). In particular, the difference in 
LnRHI between before and 3 or 6  months after CA 
(ΔLnRHI) was shown in Figure  3D in patients with 
and without recurrence of AF. The value of LnRHI did 

not increase 3 months after CA with AF recurrence, 
whereas the value of LnRHI was already significantly 
increased 3 months after CA without AF recurrence. 
Representative results of the RH- PAT examination in 
patients with and without AF recurrence are shown 
in Figure 2B and 2C. The LnRHI in AF rhythm before 
CA did not improve in the AF rhythm 6 months after 
CA (Figure 2B), however the LnRHI in AF rhythm be-
fore CA was improved in the SR 6 months after CA 
(Figure 2C).

Furthermore, 122 consecutive patients with AF in 
whom the SR was present at the time of the RHI mea-
surement and in whom AF recurrence was not observed 
(AF SR group) were compared with 43 normal control 
subjects (control group) (Figure 3E). The LnRHI in the AF 
SR group before CA was significantly lower than that in 
the control group (0.78±0.19 versus 0.66±0.24, P=0.031). 
However, the LnRHI in the AF SR group 3 and 6 months 
after CA was significantly improved compared with that 

Table 1. Baseline Variables in the Groups That Had SR and AF at the Time of RHI Measurement Before CA

Variable SR (n=151) AF (n=63) P Value

Age, y 61.7±10.0 61.3±10.0 0.815

Men, n (%) 98 (64.9) 56 (88.9) <0.001

Height, cm 164.7±10.0 167.5±7.2 0.072

Weight, kg 64.3±11.7 66.7±10.8 0.073

Body mass index, kg/m2 23.62±3.42 23.71±3.09 0.647

Waist, cm 87.7±9.2 87.0±8.4 0.876

Duration of AF, y 3.0 [1.0– 7.0] 3.0 [1.0– 6.0] 0.583

Persistent AF, n (%) 13 (8.6) 38 (60.3) <0.001

Diabetes mellitus, n (%) 17 (11.3) 5 (7.9) 0.466

Hypertension, n (%) 85 (56.3) 37 (58.7) 0.743

Systolic blood pressure, mm Hg 123.87±14.08 117.60±14.09 0.003

Diastolic blood pressure, mm Hg 74.97±10.60 80.41±10.57 0.001

Pulse pressure, mm Hg 48.91±11.35 37.19±11.24 <0.001

Heart rate, beats/min 59 [54– 66] 77 [71– 86] <0.001

Dyslipidemia, n (%) 45 (29.8) 23 (36.5) 0.337

Smoking history, n (%) 69 (45.7) 42 (66.7) 0.005

Left atrial diameter, mm 36.3±5.1 38.1±5.3 0.025

LVEF, % 64.6±4.2 59.9±6.3 <0.001

hsCRP, mg/dL 0.05 [0.02– 0.10] 0.05 [0.03– 0.11] 0.240

eGFR, mL/min per 1.73 m2 75.0±14.2 70.6±13.3 0.036

BNP, pg/mL 19.8 [11.3– 44.1] 68.3 [30.5– 96.8] <0.001

LnRHI 0.70±0.24 0.50±0.23 <0.001

Baseline medication

β- blockers, n (%) 46 (30.5) 29 (46.0) 0.024

ACEIs or ARBs, n (%) 56 (37.1) 26 (41.3) 0.566

Calcium channel blockers, n (%) 48 (31.8) 25 (39.7) 0.267

AADs, n (%) 139 (92.1) 57 (90.5) 0.705

Data are presented as mean±SD, median value with interquartile range, or frequencies and percentages (%). AAD indicates anti- arrhythmic drugs; ACEI, 
angiotensin- converting enzyme inhibitors; AF, atrial fibrillation; ARB, angiotensin receptor blockers; BNP, brain natriuretic peptide; CA, catheter ablation; eGFR, 
estimated glomerular filtration ratio; hsCRP, high- sensitivity C- reactive protein; LnRHI, natural logarithmic transformed reactive hyperemia- peripheral arterial 
tonometry index values; LVEF, left ventricular ejection fraction; RHI, reactive hyperemia- peripheral arterial tonometry index; and SR, sinus rhythm.
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Figure 3. Comparison of the reactive hyperemia- peripheral arterial tonometry index.
A, The comparison of the LnRHI between in SR or in AF at the time of reactive hyperemia- peripheral 
arterial tonometry measurement before CA. B and C, The comparison of LnRHI between before CA, 
3 months after CA, and 6 months after CA in patients with (B) and without recurrence of AF (C). D, The 
change in LnRHI (ΔLnRHI) from before to 3 or 6 months after CA in patients with and without recurrence 
of AF. E, The comparison of LnRHI between in patients without AF recurrence, all recorded under SR (AF 
SR group), and in normal control subjects. The summary data of each parameter in (A, B, C, and E) are 
described by the box- and- whisker plot. In these plots, the lines within the boxes represent the median 
values. The upper and lower lines of the boxes represent the 25th and 75th percentiles, respectively. 
The upper and lower bars outside the boxes represent the 10th and 90th percentiles, respectively. The 
mean±SD value was described, and the mean values are connected by a line. Furthermore, the data in 
(D) are described by line chart. The central point represents the mean value and upper and lower point 
represent the SD.
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before CA (3  months: 0.66±0.24 versus 0.81±0.25, 
P<0.001; 6  months: 0.66±0.24 versus 0.76±0.23, 
P=0.012). Furthermore, the LnRHI at 3 and 6  months 
after CA in AF SR group were not different from that of 
the control group (3 months: 0.78±0.19 versus 0.81±0.25, 
P=0.866; 6  months: 0.78±0.19 versus 0.76±0.23, 
P=0.953) (Figure 3E). The LnRHI in patients without AF 
recurrence after CA was significantly improved to a level 
similar to those in normal control subjects.

Prediction of the Recurrence of AF After 
CA by Evaluating the Vascular Endothelial 
Function
The comparison of characteristics between the re-
currence and the nonrecurrence after CA for AF are 
shown in Table  4. The LnRHI 3 and 6  months after 
CA in the recurrence group was significantly lower than 

that in the nonrecurrence group (3 months: 0.69±0.23 
versus 0.78±0.25, P=0.045; 6 months: 0.66±0.19 ver-
sus 0.74±0.22, P=0.044). Furthermore, the change in 
LnRHI from before to 3 months after CA in the recur-
rence group was significantly lower than that in the 
nonrecurrence group (−0.09±0.26 versus 0.17±0.27, 
P<0.001) (Table 4).

Univariate Cox proportional hazard analysis re-
vealed that the AF disease duration, prevalence of 
dyslipidemia, usage of β- blockers, LnRHI before CA, 
and the change in LnRHI from before to 3  months 
after CA were correlated with the recurrence of 
AF (Table  5). After adjustment for the usage of β- 
blockers and LnRHI before CA, multivariate Cox pro-
portional hazard analysis revealed that the change in 
LnRHI from before to 3 months after CA were most 
independently correlated with the recurrence of AF 
(hazard ratio, [HR]; 0.106, P=0.001) (Table 5).

Table 2. Comparison of Patients Characteristics Between High- LnRHI Group and Low- LnRHI Group Before Catheter 
Ablation

Variable High- LnRHI Group (n=l07) Low- LnRHI Group (n=107) P Value

Age, y 61.8±9.8 61.5±10.2 0.995

Men, n (%) 66 (61.7) 88 (82.2) 0.001

Height, cm 164.1±10.0 170.0±8.4 0.035

Weight, kg 63.2±11.2 66.9±11.5 0.017

Body mass index, kg/m2 23.41±3.35 23.89±3.29 0.165

Waist, cm 86.9±8.8 88.1±9.41 0.347

Duration of AF, y 3.0 [0.5– 6.5] 3.0 [1.0– 7.0] 0.729

Baseline cardiac rhythm (AF), n (%) 13 (12.1) 50 (46.7) <0.001

Persistent AF, n (%) 16 (15.0) 35 (32.7) 0.002

Diabetes mellitus, n (%) 10 (9.3) 12 (11.2) 0.653

Hypertension, n (%) 58 (54.2) 64 (59.8) 0.407

Systolic blood pressure, mm Hg 124.11±14.32 119.94±14.12 0.033

Diastolic blood pressure, mm Hg 74.89±11.30 78.25±10.16 0.023

Pulse pressure, mm Hg 49.22±11.31 41.69±12.54 <0.001

Heart rate, beats/min 58 [54– 69] 68 [60– 77] <0.001

Dyslipidemia, n (%) 30 (28.0) 38 (35.5) 0.337

Smoking history, n (%) 48 (44.9) 63 (58.9) 0.040

Left atrial diameter, mm 36.4±5.3 37.3±5.1 0.213

LVEF, % 64.6±4.8 61.9±5.6 <0.001

hsCRP, mg/dL 0.04 [0.03– 0.11] 0.05 [0.04– 0.12] 0.240

eGFR, mL/min per 1.73 m2 75.1±14.4 72.3±13.7 0.232

BNP, pg/mL 25.4 [14.9– 68.1] 29.5 [17.2– 53.8] <0.001

Baseline medication

β- blockers, n (%) 37 (34.6) 38 (35.5) 0.846

ACEIs or ARBs, n (%) 39 (36.4) 43 (40.2) 0.543

Calcium channel blockers, n (%) 31 (30.0) 42 (39.3) 0.113

AADs, n (%) 97 (90.7) 99 (92.5) 0.622

Data are presented as mean±SD, median value with interquartile range, or frequencies and percentages. AAD indicates anti- arrhythmic drugs; ACEI, 
angiotensin- converting enzyme inhibitors; AF, atrial fibrillation; ARB, angiotensin receptor blockers; BNP, brain natriuretic peptide; eGFR, estimated glomerular 
filtration ratio; hsCRP, high sensitivity C- reactive protein; LnRHI, natural logarithmic transformed reactive hyperemia- peripheral arterial tonometry index values; 
and LVEF, left ventricular ejection fraction.
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Furthermore, receiver operating characteristic curve 
analysis revealed that the value of LnRHI 3 months after 
CA, which decreased to ≥0.01 compared with that be-
fore CA, was an independent marker that suspects AF 
recurrence (sensitivity, 0.806; specificity, 0.821; area 
under the curve, 0.792; P<0.001) (Figure 4A). Kaplan‒ 
Meier analysis demonstrated a significantly higher 
probability of AF recurrence when the LnRHI value 
3 months after CA is lower than that before CA (log- 
rank test, P<0.001) (Figure 4B).

Subanalysis of the RHI Before Catheter 
Ablation
Figure 5A and 5B show the subanalysis of the com-
parison of LnRHI between SR and AF rhythm at the 
time of RH- PAT measurement before CA in patients 

with paroxysmal AF (Figure  5A) and persistent AF 
(Figure 5B). Figure 5C and 5D show the comparison of 
LnRHI, measured under SR (Figure 5C) or AF rhythm 
(Figure 5D) at the time of RH- PAT measurement before 
CA, between patients with paroxysmal AF and patients 
with persistent AF. In the SR group, there were 13 pa-
tients with persistent AF (Table 1). In other words, in 
patients with persistent AF, 13 patients performed RHI 
measurement under SR because AF was defibrillated 
before CA or spontaneously terminated after lasting 
beyond 7 days (Table 1). On the other hand, remain-
ing 38 patients performed RHI measurement under AF 
rhythm. Furthermore, in patients with paroxysmal AF, 
138 patients performed RHI measurement under SR 
and 25 patients performed under AF rhythm.

Whether in paroxysmal AF or in persistent AF, 
LnRHI measured under AF rhythm was lower than that 

Table 3. Univariate and Multivariate Logistic Regression Analysis for the Lowering of LnRHI Before CA

Variable

Univariate Logistic Regression
Multivariate Logistic Regression With 
Significant Factors in Univariate Analysis

OR 95% CI P Value OR 95% CI P Value

Age, per y 0.997 0.971– 1.024 0.826

Men (yes) 2.877 1.531– 5.406 0.001 1.781 0.604– 5.250 0.295

Height, per cm 1.035 1.005– 1.066 0.023 0.979 0.927– 1.033 0.434

Weight, per kg 1.030 1.005– 1.055 0.019 1.021 0.987– 1.055 0.226

Body mass index, per kg/m2 1.045 0.963– 1.135 0.292

Waist, per cm 1.015 0.984– 1.046 0.346

Duration of AF, per y 1.014 0.957– 1.075 0.636

Baseline cardiac rhythm (AF) (yes) 6.343 3.171– 12.687 <0.001 4.092 1.654– 10.125 0.002

Persistent AF (yes) 2.765 1.418– 5.389 0.003 0.760 0.304– 1.902 0.558

Diabetes mellitus (yes) 1.225 0.505– 2.971 0.653

Hypertension (yes) 1.257 0.731– 2.163 0.408

Systolic blood pressure, per mm Hg 0.979 0.961– 0.999 0.035

Diastolic blood pressure, per mm Hg 1.030 1.004– 1.057 0.025

Pulse pressure, per mm Hg 0.949 0.926– 0.972 <0.001 0.972 0.945– 1.000 0.047

Heart rate, per beats/min 1.045 1.022– 1.069 <0.001 1.010 0.981– 1.040 0.491

Dyslipidemia (yes) 1.414 0.793– 2.521 0.241

Smoking history (yes) 1.760 1.024– 3.025 0.041 0.992 0.496– 1.984 0.981

Left atrial diameter, per mm 1.034 0.981– 1.089 0.213

LVEF, per % 0.904 0.855– 0.956 <0.001 0.952 0.891– 1.017 0.147

hsCRP, per mg/dL 0.697 0.224– 2.165 0.532

eGFR, per mL/min per 1.73 m2 0.986 0.967– 1.005 0.151

BNP, per pg/mL 1.005 0.999– 1.010 0.095

Baseline medication

β- blockers (yes) 1.057 0.602– 1.855 0.846

ACEIs or ARBs (yes) 1.171 0.675– 2.034 0.574

Calcium channel blockers (yes) 1.584 0.896– 2.801 0.114

AADs (yes) 1.276 0.483– 3.369 0.623

AAD indicates anti- arrhythmic drugs; ACEI, angiotensin- converting enzyme inhibitors; AF, atrial fibrillation; ARB, angiotensin receptor blockers; BNP, brain 
natriuretic peptide; CA, catheter ablation; eGFR, estimated glomerular filtration ratio; hsCRP, high- sensitivity C- reactive protein; LnRHI, natural logarithmic 
transformed reactive hyperemia- peripheral arterial tonometry index values; LVEF, left ventricular ejection fraction; and OR, odds ratio.
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measured under SR (paroxysmal AF: 0.70±0.25 ver-
sus 0.44±0.22, P<0.001; persistent AF: 0.65±0.21 ver-
sus 0.55±0.23, P=0.160) (Figure 5A and 5B). However, 
in patients with persistent AF, there was no significant 
difference between LnRHI measured under AF rhythm 
and SR (Figure  5B). In addition, LnRHI measured 
under AF rhythm in patients with paroxysmal AF was 
tended to lower than that in patients with persistent AF 
(0.44±0.22 versus 0.55±0.23, P=0.059) (Figure 5D).

Subanalysis of Serial Changes in the RHI 
Before CA to 6 Months After CA
Figure 6 shows the subanalysis of the serial changes in 
LnRHI before CA to 6 months after CA depending on the 

heart rhythm at the time of RH- PAT measurement be-
fore CA or the type of AF. In particular, the serial changes 
of the LnRHI in patients with recurrence of AF whose 
rhythm was SR or AF rhythm when RHI was measured 
before CA were shown in Figure 6A and 6B. The se-
rial change of the LnRHI in patients with paroxysmal or 
persistent AF with recurrence were shown in Figure 6C 
and 6D. Furthermore, the serial changes of the LnRHI 
in patients without recurrence of AF whose rhythm was 
SR or AF rhythm when RHI was measured before CA 
were shown in Figure 6E and 6F. The serial changes of 
the LnRHI in patients with paroxysmal or persistent AF 
without recurrence were shown in Figure 6G and 6H.
LnRHI in patients without recurrence of AF was signifi-
cantly improved in all subanalysis whether measured 

Table 4. Comparison of Characteristics Between the Recurrence Group and the Nonrecurrence Group After CA of AF

Variable Recurrence (n=39) Nonrecurrence (n=175) P Value

Age, y 62.l±9.8 61.5±10.1 0.787

Men, n (%) 28 (71.8) 126 (72.0) 0.979

Height, cm 164.8±8.5 165.7±9.5 0.419

Weight, kg 65.4±12.4 64.9±11.3 0.900

Body mass index, kg/m2 24.13±4.75 23.54±2.92 0.930

Waist, cm 88.3±9.7 87.4±8.8 0.569

Duration of AF, y 5.0 [2.0– 10.0] 2.0 [1.0– 6.0] 0.006

Persistent AF, n (%) 7 (17.9) 44 (25.1) 0.340

Diabetes mellitus, n (%) 3 (7.7) 19 (10.9) 0.402

Hypertension, n (%) 22 (56.4) 100 (57.1) 0.933

Systolic blood pressure before CA, mm Hg 123.21±13.66 121.77±14.51 0.572

Diastolic blood pressure before CA, mm Hg 76.72±10.64 76.54±10.93 0.925

Pulse pressure before CA, mm Hg 46.49±13.42 45.23±12.31 0.571

Heart rate before CA, beats/min 66 [55– 74] 63 [56– 75] 0.676

Dyslipidemia, n (%) 19 (48.7) 49 (28.0) 0.012

Smoking history, n (%) 23 (59.0) 88 (50.3) 0.326

Left atrial diameter, mm 37.0±4.8 36.8±5.3 0.826

LVEF, % 63.2±6.0 63.2±5.2 0.686

hsCRP, mg/dL 0.04 [0.02– 0.07] 0.05 [0.02– 0.11] 0.210

eGFR, mL/min per 1.73 m2 71.7±12.4 74.2±14.4 0.355

BNP, pg/mL 33.4 [17.4– 65.5] 26.1 [13.4– 55.3] 0.600

Baseline medication

β- blockers, n (%) 20 (51.3) 55 (31.4) 0.020

ACEIs or ARBs, n (%) 15 (38.5) 67 (38.3) 0.984

Calcium channel blockers, n (%) 10 (25.6) 63 (36.0) 0.217

AADs, n (%) 35 (89.7) 161 (92.0) 0.422

Postoperative β- blockers, n (%) 18 (46.2) 54 (30.9) 0.068

LnRHI (before CA) 0.78±0.25 0.61±0.25 <0.001

LnRHI (3 mo after CA) 0.69±0.23 0.78±0.25 0.045

LnRHI (6 mo after CA) 0.66±0.19 0.74±0.22 0.044

ΔLnRHI (difference before and 3 mo after CA) −0.09±0.26 0.17±0.27 <0.001

Data are presented as mean±SD median value with interquartile range, or frequencies and percentages (%). AAD indicates anti- arrhythmic drugs; ACEI, 
angiotensin- converting enzyme inhibitors; AF, atrial fibrillation; ARB, angiotensin receptor blockers; BNP, brain natriuretic peptide; CA, catheter ablation; eGFR, 
estimated glomerular filtration ratio; hsCRP, high sensitivity C- reactive protein; LnRHI, natural logarithmic transformed reactive hyperemia- peripheral arterial 
tonometry index values; and LVEF, left ventricular ejection fraction.
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in SR (Figure 6E) or AF rhythm (Figure 6F) before CA, 
or whether in patients with paroxysmal AF (Figure 6G) 
or persistent AF (Figure  6H). However, in patients 
with recurrence of AF, LnRHI was tended to be un-
improved (Figure  6D) or rather declining (Figure  6A 
and 6C), since some patients measured RHI under AF 
rhythm 3 and 6 months after CA. On the other hand, 
LnRHI measured under AF rhythm before CA in pa-
tients with recurrence (Figure 6B) was only tended to 
improve, since some patients measured RHI under 
SR 3 and 6  months after CA. Furthermore, whether 
with or without recurrence of AF, LnRHI before CA in 

patients with persistent AF was lower than that in pa-
tients with paroxysmal AF (with recurrence: 0.81±0.24 
versus 0.66±0.26, P=0.172, Figure 6C and 6D; with-
out recurrence: 0.63±0.25 versus 0.56±0.22, P=0.109, 
Figure 6G and 6H).

Subanalysis of Comparison of RHI 
Between Patients Without Recurrence of 
AF and Normal Control Subjects
Figure  7 shows the subanalysis of comparison of 
LnRHI between patients without recurrence of AF and 

Table 5. Univariate and Multivariate Cox Proportional Hazards Analysis for the Recurrence of AF

Variable

Univariate Cox Hazard

Multivariate Cox Hazards With 
Significant Factors in Univariate 
Analysis

HR 95% CI P Value HR 95% CI P Value

Age, per y 1.006 0.974– 1.038 0.722

Men (yes) 0.978 0.487– 1.964 0.949

Height, per cm 0.992 0.960– 1.025 0.620

Weight, per kg 1.003 0.976– 1.031 0.839

Body mass index, per kg/m2 1.050 0.957– 1.151 0.303

Waist, per cm l.010 0.975– 1.046 0.571

Duration of AF, per y l.074 1.016– 1.134 0.011 1.081 1.024– 1.142 0.005

Persistent AF (yes) 0.682 0.301– 1.546 0.359

Diabetes mellitus (yes) 0.708 0.218– 2.299 0.566

Hypertension (yes) 0.972 0.516– 1.830 0.930

Systolic blood pressure before CA, per mm Hg 1.007 0.985– 1.029 0.561

Diastolic blood pressure before CA, per mm Hg 1.002 0.973– 1.032 0.895

Pulse pressure before CA, per mm Hg 1.007 0.982– 1.033 0.577

Heart rate before CA, per beats/min 1.009 0.985– 1.033 0.482

Dyslipidemia (yes) 2.123 1.133– 3.979 0.019 1.948 1.009– 3.759 0.047

Smoking history (yes) 1.336 0.706– 2.528 0.374

Left atrial diameter, per mm 1.008 0.949– 1.070 0.807

LVEF (per %) 1.000 0.943– 1.061 0.990

hsCRP, per mg/dL 0.336 0.028– 4.002 0.388

eGFR, per mL/min per 1.73 m2 0.989 0.966– 1.011 0.325

BNP, per pg/mL 0.998 0.991– 1.005 0.565

Baseline medication

β- blockers (yes) 2.071 1.105– 3.881 0.023 1.785 0.916– 3.478 0.088

ACEIs or ARBs (yes) 1.016 0.533– 1.936 0.962

Calcium channel blockers (yes) 0.635 0.309– 1.303 0.216

AADs (yes) 0.813 0.289– 2.287 0.695

Postoperative β- blockers (yes) 1.811 0.964– 3.399 0.065

LnRHI (before CA) 9.844 2.992– 32.383 <0.001 2.947 0.657– 13.216 0.158

LnRHI (3 mo after CA) 0.283 0.078– 1.031 0.056

LnRHI (6 mo after CA) 0.218 0.046– 1.033 0.055

ΔLnRHI (difference between before and 3 mo after CA) 0.058 0.020– 0.165 <0.001 0.106 0.028– 0.405 0.001

AAD indicates anti- arrhythmic drugs; ACEI, angiotensin- converting enzyme inhibitors; AF, atrial fibrillation; ARB, angiotensin receptor blockers; BNP, brain 
natriuretic peptide; CA, catheter ablation; eGFR, estimated glomerular filtration ratio; HR, hazard ratio; hsCRP, high sensitivity C- reactive protein; LnRHI, natural 
logarithmic transformed reactive hyperemia- peripheral arterial tonometry index values; and LVEF, left ventricular ejection fraction.



J Am Heart Assoc. 2021;10:e021551. DOI: 10.1161/JAHA.121.021551 12

Kanazawa et al Endothelial Improvement Reflects AF NonRecurrence

normal control subjects depending on the heart rhythm 
at the time of RH- PAT measurement before CA or the 
type of AF. In particular, the comparisons of the LnRHI 
between patients without AF recurrence in whom the 
AF rhythm was present at the time of the RHI meas-
urement before CA and normal control subjects were 
shown in Figure  7A. The comparisons of LnRHI be-
tween patients with paroxysmal AF without recurrence 
in whom the SR or AF rhythm was present at the time 
of the RHI measurement before CA and normal control 
subjects were shown in Figure 7B and 7C. The com-
parisons of LnRHI between patients with persistent AF 
without recurrence in whom the SR or AF rhythm was 
present at the time of the RHI measurement before CA 

and normal control subjects were shown in Figure 7D 
and 7E.

In all subanalysis, the LnRHI was significantly im-
proved to a level similar to those in normal control sub-
jects if there was no recurrence of AF after CA.

Association Between RHI and Blood 
Pressure or Heart Rate
The association between the RHI and blood pressure 
were shown in Figure  8. The comparison of systolic 
blood pressure, diastolic blood pressure (Figure  8A), 
and pulse pressure (Figure  8B) between in SR or in 
AF rhythm at the time of RH- PAT measurement be-
fore CA in this study, and the correlation between 
systolic blood pressure, diastolic blood pressure, or 
pulse pressure and the LnRHI were shown in Figure 8. 
Systolic blood pressure and pulse pressure in SR at 
the time of RH- PAT measurement before CA were sig-
nificantly higher than those in AF rhythm (123.87±14.08 
versus 117.60±14.09, P=0.003; 48.91±11.35 versus 
37.19±11.24, P<0.001), and diastolic blood pressure 
in SR was significantly lower than that in AF rhythm 
(74.97±10.60 versus 80.41±10.57, P=0.001) (Figure 8A 
and 8B). Systolic blood pressure and pulse pressure 
were significantly correlated with LnRHI, however, 
both coefficients of determination were low (P=0.004, 
R2=0.038; P<0.001, R2=0.094) (Figure 8C through 8E).
Furthermore, the comparison of blood pressure and 
pulse pressure between before CA, 3 months after CA, 
and 6 months after CA in patients with and without re-
currence of AF, and the comparison of blood pressure 
and pulse pressure between patients without AF re-
currence, all recorded in SR (AF SR group), and normal 
control subjects were shown in Figure 9. There were 
no significant differences between all blood pressure 
and pulse pressure.

On the other hand, the association between the 
RHI and heart rate were shown in Figure  10. Heart 
rate under SR at the time of RH- PAT measurement 
before CA was significantly lower than that under AF 
rhythm (60.69±9.60 versus 78.52±14.75, P<0.001) 
(Figure  10A), and heart rate under AF rhythm at the 
time of RH- PAT measurement before CA in patients 
with paroxysmal AF tended to be higher than that 
in patients with persistent AF (83.16±19.52 versus 
75.47±9.64, P=0.077) (Figure  10B). Heart rate was 
significantly inverse correlated with LnRHI. However, 
the coefficients of determination were low (P<0.001, 
R2=0.070) (Figure 10C), and there were no significant 
differences in heart rate before CA, 3 months after CA, 
and 6  months after CA in patients with and without 
recurrence of AF (Figure 10D and 10E). Furthermore, 
changes in heart rate in AF SR group did not inversely 
correlate with changes in LnRHI (Figure 10F).

Figure 4. Receiver operating characteristic curve and 
Kaplan‒ Meier analysis to identify the recurrence of atrial 
fibrillation.
A, Receiver operating characteristic curve analysis. The value 
of LnRHI 3  months after catheter ablation, which decreased 
to ≥0.01 compared with that before catheter ablation, was an 
independent factor of atrial fibrillation recurrence (sensitivity, 
0.806; specificity, 0.821; area under the curve, 0.792; P<0.001). B, 
Kaplan‒ Meier analysis. The decrease group in LnRHI 3 months 
after catheter ablation compared with before catheter ablation 
(red) had a significantly higher probability of atrial fibrillation 
recurrence compared with the non- decrease group (blue) (log- 
rank test, P<0.001). AUC indicates area under the curve; CA, 
catheter ablation; and LnRHI, natural logarithmic transformed 
reactive hyperemia- peripheral arterial tonometry index.
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Subanalysis of LnRHI Focused on 
Patients With Paroxysmal AF Under SR 
and Patients With Persistent AF Under AF 
Rhythm
As previously reported,7 subanalysis focused on 
patients with paroxysmal AF whose LnRHI were 
measured under only SR at the time of RH- PAT meas-
urement before CA (n=138) and patients with persis-
tent AF whose LnRHI measured under only AF rhythm 
(n=38) were shown in Figure 11. LnRHI in patients with 
paroxysmal AF under SR was significantly higher than 
that in patients with persistent AF under AF rhythm 
at the time of RH- PAT measurement before CA 
(0.70±0.25 versus 0.55±0.23, P<0.001) (Figure  11A). 
Furthermore, in the comparison of LnRHI among 
control patients, patients with paroxysmal AF under 
SR, and patients with persistent AF under AF rhythm, 
LnRHI was highest in control patients (0.78±0.19), and 
was lowest in patients with persistent AF (0.55±0.23) 
(Figure  11B). Although LnRHI in patients with par-
oxysmal AF remained relatively high from before to 
6 months after CA, LnRHI in patients with persistent 

AF was significantly increased at the 3 months after 
CA, and remained consistent during the 6  months 
follow- up period (Figure 11C through 11E). The same 
results were also obtained only in patients without re-
currence of AF (Figure  11F through 11H), and these 
findings were similar to the previous report.7

Furthermore, the results of Figures 3 and 4 were also re- 
analyzed focused on patients with paroxysmal AF under 
SR (n=138) and patients with persistent AF under AF 
rhythm (n=38) at the time of RH- PAT measurement be-
fore CA. LnRHI also did not improve 6 months after CA 
(0.81±0.23 versus 0.65±0.19, P=0.007) in patients with 
AF recurrence (Figure 12A), however, the LnRHI was 
significantly improved 6  months after CA (0.63±0.24 
versus 0.73±0.22, P=0.002) in patients without AF re-
currence (Figure 12B). Univariate and multivariate Cox 
proportional hazard analysis revealed that the change 
in LnRHI from before to 3 months after CA were also 
most independently correlated with the recurrence 
of AF (HR, 0.043, P<0.001) (Table 6). Receiver oper-
ating characteristic curve analysis revealed that the 
value of LnRHI 3 months after CA, which decreased 
to ≥0.01 compared with that before CA, was also an 

Figure 5. Subanalysis of comparison of the reactive hyperemia- peripheral arterial tonometry 
index before catheter ablation.
A and B, The comparison of the LnRHI between in SR and in atrial fibrillation (AF) at the time of reactive 
hyperemia- peripheral arterial tonometry (RH- PAT) measurement before catheter ablation (CA) in patients 
with paroxysmal AF (A) and persistent AF (B). C, The comparison of LnRHI measured under SR at the time 
of RH- PAT measurement before CA between in patients with paroxysmal AF and in patients with persistent 
AF. D, The comparison of LnRHI measured under AF rhythm at the time of RH- PAT measurement before 
CA between in patients with paroxysmal AF and in patients with persistent AF. See Figure 3 for the box- 
and- whisker plot, and the mean±SD. AF indicates atrial fibrillation; LnRHI, natural logarithmic transformed 
reactive hyperemia- peripheral arterial tonometry index; and SR, sinus rhythm.
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independent marker that suspects AF recurrence (sen-
sitivity, 0.882; specificity, 0.745; area under the curve, 
0.844; P<0.001) (Figure  12C). Kaplan‒ Meier analysis 

demonstrated a significantly higher probability of AF 
recurrence when the LnRHI value 3 months after CA 
is lower than that before CA (log- rank test: P<0.001) 
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(Figure 12D). These results of subanalysis focused on 
patients with paroxysmal AF under SR and patients 
with persistent AF under AF rhythm were same to the 
major findings in the present study.

Long- Term Outcome of the Recurrence 
After CA in Patients With AF
Regarding the recurrence within 1  year, Figure  4 
showed the decrease in LnRHI levels from before to 
3 months after CA as a significant marker that sus-
pects AF recurrence. On the other hand, in a follow-
 up after over 1  year, as many ECGs of arrhythmia 
as possible were recorded based on physical find-
ings, symptoms, and regular electrocardiography. 
Kaplan‒ Meier analysis demonstrated a significantly 
higher probability of AF recurrence even in an aver-
age of 40.7±2.5  years of follow- up when the LnRHI 
value 3 months after CA is lower than that before CA 
(log- rank test, P<0.001) (Figure 13). However, since a 
very late recurrence >1 year later was seen even if the 
LnRHI value 3 months after CA is higher than that be-
fore CA, the difference between non- decrease group 
and decrease group was tended to be smaller year 
by year.

DISCUSSION
The present study demonstrated that the presence of 
AF, regardless of paroxysmal AF or persistent AF, was 
independently correlated with impaired vascular en-
dothelial function. Furthermore, impaired vascular en-
dothelial function was present in patients with AF even 
under SR. However, the impaired vascular endothelial 
function in patients with AF improved to a level similar 
to those in normal control subjects when the SR was 
maintained after CA. In contrast, impaired vascular en-
dothelial function did not improve in patients with AF 
recurrence after CA. Therefore, the change in vascular 
endothelial function following CA sensitively reflects the 
recurrence or nonrecurrence of AF. The decrease of 
LnRHI 3 months after CA compared with that before 
CA was an independent predictor that suspects AF 
recurrence.

AF is one of the most frequent arrhythmias. Once 
AF has occurred, a change in turbulent blood flow 
from laminar blood flow because of AF can reduce 

shear stress, resulting in vascular endothelial dysfunc-
tion. The blood vessel wall is loaded with shear stress 
caused by blood flow and stretch because of blood 
pressure, and normal shear stress releases NO from 
the vascular endothelium, maintaining vascular func-
tion. However, the synthesis of NO decreases under 
low shear stress because of the decrease in the acti-
vation of intracellular signals, such as the transcription 
factor Krüppel- like factor 2, which activates endothelial 
NO synthase.21 Therefore, the flow conditions during 
AF reproduce turbulent shear stress, which itself do 
not upregulate NO synthase or increase NO release.22 
In the present study, vascular endothelial function 
assessed by the RH- PAT was reduced just because 
of the rhythm of AF (Figures  3A and 5A, 5B). In ad-
dition, the vascular endothelial function was signifi-
cantly improved by CA for AF if there is no recurrence 
(Figures 3C and 6E through 6H), similar to the report 
by Shin et al.5 These findings have suggested that the 
decrease in shear stress because of AF rhythm itself 
is a major cause of vascular endothelial dysfunction in 
patients with AF.

On the other hand, Okawa et al reported that 
LnRHI in patients with persistent AF was significantly 
lower than that in patients with paroxysmal AF.7 
However, in that study, the RHI in patients with par-
oxysmal AF was all measured under SR, and the RHI 
in patients with persistent AF was all measured under 
AF rhythm. In fact, focusing on the patients with par-
oxysmal AF under SR and patients with persistent AF 
under AF rhythm, LnRHI in patients with persistent 
AF under AF rhythm was also significantly lower than 
that in patients with paroxysmal AF under SR at the 
time of RH- PAT measurement before CA in the pres-
ent study (Figure 11A). However, Matsue et al have re-
ported that there was no significant difference in RHI 
between patients with paroxysmal AF and patients 
with persistent AF.8 Furthermore, Freestone et al have 
revealed that there were no significant differences in 
patients with paroxysmal, persistent, and perma-
nent AF in von Willebrand factor, soluble E- selectin, 
or soluble thrombomodulin levels used as indexes 
of endothelial activation, damage/dysfunction, and 
endothelial damage, respectively.23 In the present 
study, LnRHI before CA in patients with persistent AF 
was lower than that in patients with paroxysmal AF 
(0.81±0.24 versus 0.66±0.26, P=0.172, Figure 6C and 

Figure 6. Subanalysis of serial changes in the reactive hyperemia- peripheral arterial tonometry index.
A and B, The serial changes of the natural logarithmic transformed reactive hyperemia- peripheral arterial tonometry index in patients 
with recurrence of atrial fibrillation (AF) measured under sinus rhythm (SR) before catheter ablation (CA) (A) and measured under AF 
rhythm (B). C and D, The serial changes of the LnRHI in patients with paroxysmal AF with recurrence (C) and patients with persistent 
AF with recurrence (D). E and F, The serial changes of the LnRHI in patients without recurrence of AF measured under SR before CA (E) 
and measured under AF rhythm (F). G and H, The serial changes of the LnRHI in patients with paroxysmal AF without recurrence (G) and 
patients with persistent AF without recurrence (H). See Figure 3 for the box- and- whisker plot, the mean±SD, and the line connecting 
the mean values. AF indicates atrial fibrillation; and LnRHI, natural logarithmic transformed reactive hyperemia- peripheral arterial 
tonometry index. [Corrections added on September 07, 2021, figure caption is updated to read correctly.]
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6D; 0.63±0.25 versus 0.56±0.22, P=0.109, Figure 6G 
and 6H), whether with or without recurrence of AF, 
as reported previously.7 However, this might be also 
because of the fact that the ratio of AF rhythm at the 
time of RH- PAT measurement in patients with per-
sistent AF was significantly higher than that in patients 
with paroxysmal AF, regardless of the recurrence of 

AF (with recurrence: 4 of 32 (11%) versus 6 of 7 (86%), 
P<0.001, Figure 6C and 6D; without recurrence: 21 of 
131 (16%) versus 32 of 44 (73%), P<0.001, Figure 6G 
and 6H). In fact, LnRHI measured under AF rhythm 
in patients with paroxysmal AF was not only no sig-
nificant difference from, but also tended to be lower 
than that measured under AF rhythm in patients with 

Figure 7. Subanalysis of comparison of reactive hyperemia- peripheral arterial tonometry index 
between patients without recurrence of atrial fibrillation and normal control subjects.
A, The comparison of the natural logarithmic transformed reactive hyperemia- peripheral arterial tonometry 
(RH- PAT) index (LnRHI) between patients without atrial fibrillation (AF) recurrence in whom the AF rhythm 
was present at the time of the RH- PAT measurement before catheter ablation (CA), and normal control 
subjects. B and C, The comparison of LnRHI between patients with paroxysmal AF without recurrence 
in whom the sinus rhythm (SR) (B) or AF rhythm (C) was present at the time of the RH- PAT measurement 
before CA, and normal control subjects. D and E, the comparison of LnRHI between patients with 
persistent AF without recurrence in whom the sinus rhythm (D) or AF rhythm (E) was present at the time of 
the RH- PAT measurement before CA, and normal control subjects. See Figure 3 for the box- and- whisker 
plot, the mean±SD, and the line connecting the mean values.
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persistent AF (Figure 5D). The higher heart rate under 
AF rhythm in patients with paroxysmal AF compared 
with that in patients with persistent AF in this study 

(Figure 10B) might be associated with lower LnRHI, 
as reported previously.24 These findings have sug-
gested that LnRHI even in patients with persistent AF 

Figure 8. Comparison of the blood pressure according to the heart rhythm before catheter 
ablation and correlation between blood pressure and reactive hyperemia- peripheral arterial 
tonometry index.
A, The comparison of systolic blood pressure and diastolic blood pressure between in sinus rhythm or 
in atrial fibrillation at the time of reactive hyperemia- peripheral arterial tonometry measurement before 
catheter ablation. B, The comparison of pulse pressure between in sinus rhythm or in atrial fibrillation at 
the time of reactive hyperemia- peripheral arterial tonometry measurement before catheter ablation. C 
through E, The correlation between systolic blood pressure, diastolic blood pressure, or pulse pressure 
and the natural logarithmic transformed reactive hyperemia- peripheral arterial tonometry index. See 
Figure 3 for the box- and- whisker plot, and the mean±SD. AF indicates atrial fibrillation; LnRHI, natural 
logarithmic transformed reactive hyperemia- peripheral arterial tonometry index; and SR, sinus rhythm.
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Figure 9. The serial changes in blood pressure and pulse pressure.
A and B, The comparison of systolic blood pressure and diastolic blood pressure (A), and pulse pressure (B) between 
before CA, 3 months after CA, and 6 months after CA in patients with recurrence of AF. C and D, The comparison of 
systolic blood pressure and diastolic blood pressure (C), and pulse pressure (D) between before CA, 3 months after 
CA, and 6 months after CA in patients without recurrence of AF. E and F, The comparison of systolic blood pressure 
and diastolic blood pressure (E), and pulse pressure (F) in patients without AF recurrence, all recorded in sinus rhythm 
(SR) (AF SR group), and normal control subjects. See Figure 3 for the box- and- whisker plot, the mean±SD, and the line 
connecting the mean values. AF indicates atrial fibrillation; CA, catheter ablation; and SR, sinus rhythm.
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Figure 10. Investigation of the heart rate.
A, The comparison of heart rate between in SR or in atrial fibrillation (AF) rhythm at the time of reactive 
hyperemia- peripheral arterial tonometry measurement before catheter ablation (CA). B, The comparison 
of heart rate under AF rhythm at the time of reactive hyperemia- peripheral arterial tonometry measurement 
before CA between patients with paroxysmal AF and patients with persistent AF. C, The correlation 
between heart rate and the natural logarithmic transformed reactive hyperemia- peripheral arterial 
tonometry index. D and E, The comparison of heart rate between before CA, 3 months after CA, and 
6 months after CA in patients with recurrence of AF (D) and without recurrence of AF (E). F, The comparison 
of heart rate between patients without AF recurrence, all recorded in SR (AF SR group), and normal 
control subjects. See Figure 3 for the box- and- whisker plot, the mean±SD, and the line connecting the 
mean values. AF indicates atrial fibrillation; CA, catheter ablation; LnRHI, natural logarithmic transformed 
reactive hyperemia- peripheral arterial tonometry index; and SR, sinus rhythm.
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may not decrease depending on their heart rate com-
pared with that in patients with paroxysmal AF.

Moreover, it is thought that chronic inflammation 
also contributes to impairment of vascular endothelial 

functions in patients with AF. Inflammation involved in 
the pathophysiology of AF, which provoked by diabe-
tes mellitus, hypertension, obesity, and so on, reduces 
NO synthesis through mechanisms such as reduced 
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endothelial NO synthase expression associated with 
calcium signaling and phosphorylation25 and acceler-
ated degradation of endothelial NO synthase mRNA 
and secretion of excessive inflammatory cytokines, 
causing vascular endothelial dysfunction.26 In fact, 
the Framingham Heart Study reported that advancing 
age, female sex, lower systolic blood pressure, higher 
heart rate, higher body mass index, increasing total/
high- density lipoprotein cholesterol ratio, diabetes mel-
litus, smoking, and lipid- lowering medication were as-
sociated with abnormal RHI.24 In addition, lower pulse 
pressure was also correlated with a decrease in LnRHI 
before CA in this study (OR, 0.972; P=0.047) (Table 3), 
though the coefficient of determination between pulse 
pressure and LnRHI was weak (R2=0.094, P<0.001), 
and blood pressure, pulse pressure, and heart rate 
were not different between before CA, 3 months after 
CA, and 6  months after CA (Figures  8 through 10). 
Therefore, vascular endothelial function in patients with 
AF might be reduced even under SR depending on 
their individual background, like this study (Figures 3E 
and 7B, 7D). Not only CA but also treatment for its risk 
factors is considered to be important for the treatment 
of AF. Since vascular endothelial function assessment 
reflects the extent to which endothelial dysfunction oc-
curs as a comprehensive biological response of each 
individual, vascular endothelial function test is expected 
to be an individual indicator of AF risk control when the 
person is exposed to various risk factors of AF.

Thus, vascular endothelial function test is affected 
by both AF rhythm itself and risk factors of AF. The 
changes in vascular endothelial function after CA may 
reflect recurrence or nonrecurrence of AF. In the pres-
ent study, if the value of LnRHI 3 months after CA did 
not decrease compared with before CA, it became 
clear that it would be an independent marker that sus-
pects nonrecurrence of AF (Figure 4). Vascular endo-
thelial function test might be an indicator for assessing 
whether AF treatment is successful or not. Especially, 
regarding anticoagulation after CA, anticoagulants 
must be used to prevent intracardiac thrombosis for 
at least 3 months after CA.9 At the time of discontinua-
tion of anticoagulants, the risk of thromboembolism is 
also considered; however, it is also necessary to deter-
mine whether AF has been cured. Therefore, using a 

vascular endothelial function test, it might be possible 
to comprehensively evaluate whether AF had not re-
curred, including the control of risk factors of AF; that 
is the clinical implication of the present study.

However, vascular endothelial function test before 
CA for AF could not predict a recurrence of AF in the 
present study. The LnRHI before CA in the recurrence 
group was conversely higher than that in the nonrecur-
rence group (0.78±0.25 versus 0.61±0.25, P<0.001) 
(Table  4, and Figure  3B and 3C). There are several 
reasons for this. First, a larger number of patients with 
AF recurrence had measured their endothelial func-
tion before CA under SR coincidentally compared with 
patients without AF recurrence (29 of 39, 74% versus 
122 of 175, 70%, P=0.565) (Figure 3B and 3C). In fact, 
in patients with recurrence of AF (Figure 6A and 6B), 
LnRHI measured in SR before CA was significantly 
higher than that measured in AF rhythm before CA 
(0.84±0.21 versus 0.60±0.27, P=0.005). In addition, 
in patients without recurrence of AF (Figure 6E and 
6F), LnRHI that measured in SR before CA was also 
significantly higher than that measured in AF rhythm 
before CA (0.66±0.24 versus 0.48±0.22, P<0.001). 
Second, the proportion of patients with persistent 
AF tended to be lower in the recurrence group than 
in the nonrecurrence (17.9% versus 25.1%, P=0.340) 
(Table 4). In this study, whether in recurrence group 
or non- recurrence group, LnRHI in patients with per-
sistent AF before CA was lower than that in patients 
with paroxysmal AF (Figure 6C and 6D, and Figure 6G 
and 6H). Therefore, LnRHI in the recurrence group, 
which had a lower incidence of persistent AF, might 
be higher than that in the nonrecurrence group. Third, 
Since LnRHI measured under AF rhythm in patients 
with paroxysmal AF was tended to be lower than that 
measured under AF rhythm in patients with persistent 
AF (Figure 5D), LnRHI before CA in patients without 
recurrence of AF who measured RHI under AF rhythm 
(Figure 6F), which included a large number of parox-
ysmal AF (n=53; paroxysmal=21, persistent=32), was 
lower than that in patients with recurrence of AF who 
measured RHI under AF rhythm (Figure 6B), which in-
cluded a small number of paroxysmal AF (n=10; parox-
ysmal=4, persistent=6) (0.48±0.22 versus 0.60±0.27, 
P=0.152). Fourth, on baseline medications, β- blocker 

Figure 11. Subanalysis of natural logarithmic transformed reactive hyperemia- peripheral arterial tonometry index focused 
on patients with paroxysmal AF under sinus rhythm and patients with persistent AF under AF rhythm.
A, The comparison of the natural logarithmic transformed reactive hyperemia- peripheral arterial tonometry index (LnRHI) between 
patients with paroxysmal atrial fibrillation (AF) whose LnRHI were measured under only sinus rhythm (SR) at the time of reactive 
hyperemia- peripheral arterial tonometry measurement before catheter ablation (CA) (n=138) and patients with persistent AF whose 
LnRHI measured under only AF rhythm (n=38). B, The comparison of LnRHI between control patients (n=43), patients with paroxysmal 
AF under SR(n=138) and patients with persistent AF under AF rhythm (n=38). C through E, The serial changes of the LnRHI in patients 
with paroxysmal AF under SR (C), patients with persistent AF under AF rhythm (D), and both patients with AF (E). F through H, The serial 
changes of the LnRHI focused on patients without recurrence in patients with paroxysmal AF under SR (F), patients with persistent AF 
under AF rhythm (G), and both patients with AF (H). See Figure 3 for the box- and- whisker plot, the mean±SD, and the line connecting 
the mean values.
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Figure 12. Re- analysis of the major findings focused on patients with paroxysmal AF under 
sinus rhythm and patients with persistent AF under AF rhythm.
A and B, The comparison of the LnRHI in patients with (A) and without recurrence of AF (B) focused 
on patients with paroxysmal AF under SR and patients with persistent AF under AF rhythm. C, 
Receiver operating characteristic curve analysis focused on patients with paroxysmal AF under 
SR and patients with persistent AF under AF rhythm. The value of LnRHI 3 months after catheter 
ablation, which decreased to ≥0.01 compared with that before catheter ablation, was an independent 
factor of AF recurrence (sensitivity, 0.882; specificity, 0.745; area under the curve, 0.844; P<0.001). D, 
Kaplan‒ Meier analysis focused on patients with paroxysmal AF under SR and patients with persistent 
AF under AF rhythm. The decrease group in LnRHI 3 months after catheter ablation compared with 
before catheter ablation (red) had a significantly higher probability of AF recurrence compared with 
the non- decrease group (blue) (log- rank test: P<0.001). See Figure 3 for the box- and- whisker plot, the 
mean±SD, and the line connecting the mean values. AF indicates atrial fibrillation; AUC, area under the 
curve; CA, catheter ablation; LnRHI, natural logarithmic transformed reactive hyperemia- peripheral 
arterial tonometry index; and SR, sinus rhythm.
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usage in the recurrence group was significantly higher 
than that in the nonrecurrence group (51.3% versus 
31.4%, P=0.020) (Table 4). The use of β- blocker has 
been shown to improve RHI independent of blood 
pressure improvement.27 These findings may have 
influenced the inverse phenomenon of LnRHI levels 
between patients with and without recurrence of AF 
before CA. Also, since vascular endothelial function 
is influenced not only by the rhythm of AF itself or 
chronic inflammation associated with the risk factor 
of AF but also by any other factors that affect to the 

individual, it might be difficult to predict the recur-
rence of AF by comparing 1- point numerical values 
of vascular endothelial function between individuals. 
In patients without recurrence of AF, whether parox-
ysmal or persistent, or whether measured under SR 
or AF rhythm before CA, LnRHI improved to the sim-
ilar level as normal control subjects (Figures 3E and 
7). Intraindividual variation and improvement, rather 
than interindividual differences, are considered to be 
important in vascular endothelial function test in the 
treatment of AF.

Table 6. Univariate and Multivariate Cox Proportional Hazards Analysis for the Recurrence of AF Focused on Patients With 
Paroxysmal AF Under SR and Patients With Persistent AF Under AF Rhythm

Variable

Univariate Cox Hazard
Multivariate Cox Hazards With Significant 
Factors in Univariate Analysis

HR 95% CI P Value HR 95% CI P Value

Age, per y 1.000 0.965– 1.036 0.985

Male (yes) 1.050 0.502– 2.196 0.897

Height, per cm 0.994 0.960– 1.029 0.733

Weight, per kg 1.005 0.977– 1.034 0.711

Body mass index, per kg/m2 1.057 0.962– 1.161 0.251

Waist, per cm l.013 0.976– 1.052 0.491

Duration of AF, per y l.070 1.009– 1.135 0.023 1.079 1.019– 1.142 0.010

Persistent AF (yes) 0.761 0.315– 1.837 0.543

Diabetes mellitus (yes) 0.600 0.144– 2.502 0.483

Hypertension (yes) 0.884 0.451– 1.733 0.719

Systolic blood pressure before CA, per mm Hg 1.004 0.980– 1.029 0.750

Diastolic blood pressure before CA, per mm Hg 0.994 0.964– 1.025 0.717

Pulse pressure before CA, per mm Hg 1.010 0.982– 1.039 0.479

Heart rate before CA, per beats/min 0.995 0.996– 1.026 0.763

Dyslipidemia (yes) 2.249 1.148– 4.406 0.018 1.953 0.945– 4.035 0.071

Smoking history (yes) 1.843 0.912– 3.725 0.088

Left atrial diameter, per mm 1.001 0.940– 1.066 0.978

LVEF, per % 1.005 0.941– 1.072 0.891

hsCRP, per mg/dL 0.384 0.028– 5.272 0.474

eGFR, per mL/min per 1.73 m2 0.992 0.968– 1.016 0.491

BNP, per pg/mL 0.995 0.986– 1.004 0.239

Baseline medication

β- blockers (yes) 2.316 1.180– 4.544 0.015 1.881 0.896– 3.948 0.095

ACEIs or ARBs (yes) 1.051 0.526– 2.100 0.887

Calcium channel blockers (yes) 0.587 0.266– 1.297 0.188

AADs (yes) 0.921 0.282– 3.013 0.892

Postoperative β- blockers (yes) 1.490 0.135– 16.430 0.745

LnRHI (before CA) 11.382 3.112– 41.621 <0.001 2.540 0.483– 
13.365

0.271

LnRHI (3 mo after CA) 0.135 0.033– 0.550 0.005 … … …

LnRHI (6 mo after CA) 0.209 0.039– 1.117 0.067

ΔLnRHI (difference between before and 3 mo after CA) 0.021 0.006– 0.072 <0.001 0.043 0.010– 0.180 <0.001

AAD indicates anti- arrhythmic drugs; ACEI, angiotensin- converting enzyme inhibitors; AF, atrial fibrillation; ARB, angiotensin receptor blockers; BNP, brain 
natriuretic peptide; CA, catheter ablation; eGFR, estimated glomerular filtration ratio; HR, hazard ratio; hsCRP, high sensitivity C- reactive protein; LnRHI, natural 
logarithmic transformed reactive hyperemia- peripheral arterial tonometry index values; LVEF, left ventricular ejection fraction; and SR, sinus rhythm.
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Study Limitations
This study included several limitations. First, this was a 
single- center observational study with a small number 
of patients. Second, although we complied with the 
indication for CA for AF, selection bias cannot be de-
nied. Third, vascular endothelial function includes not 
only NO production but also smooth muscle cell pro-
liferation inhibition, coagulation, vascular permeability, 
and regulation of inflammation. The present study only 
looks at vascular endothelial function assessed by the 
RH- PAT. Fourth, RHI might have improved a little in 
patients with recurrence because of atrial tachycardia 
or atrial flutter compared with recurrence attributable 
to AF because of the regularity of the pulse wave. In 
case of recurrence with atrial tachycardia or atrial flut-
ter, a different RHI value may be needed as a predictive 
value of recurrence. Fifth, since RHI is greatly affected 
by the rhythm of AF itself, RHI may not decrease in the 
condition that the AF burden is low. Similarly, if the re-
currence of AF occurs for the first time in the late phase 
such as over 1 year after CA, RHI just within 6 months 
after CA may not be an indicator of recurrence of AF 
as shown in Figure 13. Very late AF recurrences have 
been reported to occur up to 10 years after ablation.9 
Conversely, in the phase immediately just after CA 
such as within 3 months, acute inflammatory changes 
owing to energy delivery is involved, therefore RHI may 
not be reliable. Sixth, the follow- up period for this study 
was only 1 year, therefore there was no significant dif-
ference in recurrence rates between paroxysmal AF 
and persistent AF (paroxysmal AF: 32 of 163, 20% ver-
sus persistent AF: 7 of 51, 14%; P=0.340). Because the 
judgment of recurrence after >1 year was performed 
based on the occasional ECG, evaluation of long- term 
outcome might not be sufficient.

CONCLUSIONS
The rhythm of AF was independently correlated with 
impaired vascular endothelial function assessed by 
the RH- PAT. However, the vascular endothelial dys-
function was improved by the long- term SR restora-
tion after CA for AF. The change in vascular endothelial 
function following CA might sensitively reflect the re-
currence or nonrecurrence of AF. In the treatment of 
AF, the assessment of vascular endothelial function 
has been found to be one of an important examina-
tion for evaluating the freedom from AF after CA and 
the control of risk factors associated with the devel-
opment of AF.

ARTICLE INFORMATION
Received March 8, 2021; accepted June 9, 2021.

Affiliations
Department of Cardiovascular Medicine, Graduate School of Medical 
Sciences (H.K., K.K., M.I., Y. Kawahara, T.H., Y. Kanemaru., T.K., S.I., N.T., 
K.Y., K.F., D.S., S.T., Y.A., S.A., H.U., T.N., Y.I., K.S., S.S., E.Y., H.S., K.M., K.T.) 
and Department of Cardiac Arrhythmias (H.K., T.H.), Kumamoto University, 
Kumamoto, Japan.

Sources of Funding
None.

Disclosures
Dr Kanazawa and Dr Hoshiyama have received grants from Medtronic Japan, 
Nihon Kohden, Abbott Medical Japan, Fukuda Denshi, Boston Scientific 
Japan, Japan Lifeline, Nipro, and Biotronik Japan. Dr Tsujita has received 
honoraria from Bayer Yakuhin, Daiichi- Sankyo, Kowa, MSD, Sanofi, and 
Takeda Pharmaceutical; and grants from Astellas Pharma, Abbott Vascular 
Japan, Bayer Yakuhin, Boehringer Ingelheim Japan, Boston Scientific 
Japan, Bristol- Myers, Chugai Pharmaceutical, Daiichi- Sankyo, Goodman, 
Japan Lifeline, Medtronic Japan, Mitsubishi Tanabe Pharma, MSD, Novartis 
Pharma, Otsuka Pharmaceutical, Sanofi, Takeda Pharmaceutical, and 
Terumo. The remaining authors have no disclosures to report.

REFERENCES
 1. Epstein FH, Vane JR, Änggård EE, Botting RM. Regulatory functions of 

the vascular endothelium. N Engl J Med. 1990;323:27– 36. doi: 10.1056/
NEJM1 99007 05323 0106

 2. Schächinger V, Britten MB, Zeiher AM. Prognostic impact of coro-
nary vasodilator dysfunction on adverse long- term outcome of coro-
nary heart disease. Circulation. 2000;101:1899– 1906. doi: 10.1161/01.
CIR.101.16.1899

 3. Skalidis EI, Zacharis EA, Tsetis DK, Pagonidis K, Chlouverakis G, 
Yarmenitis S, Hamilos M, Manios EG, Vardas PE. Endothelial cell func-
tion during atrial fibrillation and after restoration of sinus rhythm. Am J 
Cardiol. 2007;99:1258– 1262. doi: 10.1016/j.amjca rd.2006.12.044

 4. Yoshino S, Yoshikawa A, Hamasaki S, Ishida S, Oketani N, Saihara K, 
Okui H, Kuwahata SO, Fujita S, Ichiki H, et al. Atrial fibrillation- induced 
endothelial dysfunction improves after restoration of sinus rhythm. Int J 
Cardiol. 2013;168:1280– 1285. doi: 10.1016/j.ijcard.2012.12.006

 5. Shin SY, Na JO, Lim HE, Choi CU, Choi JI, Kim SH, Kim EJ, Park SW, 
Rha S- W, Park CG, et al. Improved endothelial function in patients with 
atrial fibrillation through maintenance of sinus rhythm by successful 
catheter ablation. J Cardiovasc Electrophysiol. 2011;22:376– 382. doi: 
10.1111/j.1540- 8167.2010.01919.x

 6. Kobayashi H, Okada A, Tabata H, Shoin W, Okano T, Yoshie K, Oguchi 
Y, Kato K, Shoda M, Kuwahara K. Association between reactive hyper-
emia peripheral arterial tonometry index and atrial fibrillation recurrence 
after catheter ablation. Int J Cardiol Heart Vasc. 2019;24:100385. doi: 
10.1016/j.ijcha.2019.100385

Figure 13. Long- term outcome of the recurrence after 
catheter ablation in patients with atrial fibrillation.
Kaplan‒ Meier analysis showed the decrease group in the natural 
logarithmic transformed reactive hyperemia- peripheral arterial 
tonometry index 3 months after catheter ablation compared with 
before catheter ablation (red) had a significantly higher probability 
of long- term outcome of atrial fibrillation recurrence compared 
with the non- decrease group (blue) (log- rank test: P<0.001).

144 135 112 105

270 360A
rr

hy
th

m
ia

-f
re

e
Su

rv
iv

al

Follow-up (months after catheter ablation)

log-rank test: p < 0.001

Number at risk
Non-decrease group

Decrease group
70 38 37 35

0.00

0.20

0.40

0.60

0.80

1.00

0 12 24 36

Decrease group

Non-decrease group

https://doi.org/10.1056/NEJM199007053230106
https://doi.org/10.1056/NEJM199007053230106
https://doi.org/10.1161/01.CIR.101.16.1899
https://doi.org/10.1161/01.CIR.101.16.1899
https://doi.org/10.1016/j.amjcard.2006.12.044
https://doi.org/10.1016/j.ijcard.2012.12.006
https://doi.org/10.1111/j.1540-8167.2010.01919.x
https://doi.org/10.1016/j.ijcha.2019.100385


J Am Heart Assoc. 2021;10:e021551. DOI: 10.1161/JAHA.121.021551 25

Kanazawa et al Endothelial Improvement Reflects AF NonRecurrence

 7. Okawa K, Miyoshi T, Tsukuda S, Hara S, Matsuo N, Nishibe N, Sogo 
M, Okada T, Nosaka K, Sakane K, et al. Differences in endothelial dys-
function induced by paroxysmal and persistent atrial fibrillation: insights 
from restoration of sinus rhythm by catheter ablation. Int J Cardiol. 
2017;244:180– 185. doi: 10.1016/j.ijcard.2017.06.038

 8. Matsue Y, Suzuki M, Abe M, Ono M, Seya M, Nakamura T, Iwatsuka 
R, Mizukami A, Toyama K, Kumasaka L, et al. Endothelial dysfunction 
in paroxysmal atrial fibrillation as a prothrombotic state. Comparison 
with permanent/persistent atrial fibrillation. J Atheroscler Thromb. 
2011;18:298– 304. doi: 10.5551/jat.6981

 9. Calkins H, Hindricks G, Cappato R, Kim YH, Saad EB, Aguinaga L, Akar 
JG, Badhwar V, Brugada J, Camm J, et al. 2017 HRS/EHRA/ECAS/
APHRS/SOLAECE expert consensus statement on catheter and surgi-
cal ablation of atrial fibrillation. Heart Rhythm. 2017;14:e275– e444. doi: 
10.1016/j.hrthm.2017.05.012

 10. Bonetti PO, Barsness GW, Keelan PC, Schnell TI, Pumper GM, Kuvin 
JT, Schnall RP, Holmes DR, Higano ST, Lerman A. Enhanced external 
counterpulsation improves endothelial function in patients with symp-
tomatic coronary artery disease. J Am Coll Cardiol. 2003;41:1761– 1768. 
doi: 10.1016/S0735 - 1097(03)00329 - 2

 11. Bonetti PO, Pumper GM, Higano ST, Holmes DR Jr, Kuvin JT, Lerman 
A. Noninvasive identification of patients with early coronary atheroscle-
rosis by assessment of digital reactive hyperemia. J Am Coll Cardiol. 
2004;44:2137– 2141. doi: 10.1016/j.jacc.2004.08.062

 12. Matsuzawa Y, Sugiyama S, Sugamura K, Nozaki T, Ohba K, Konishi M, 
Matsubara J, Sumida H, Kaikita K, Kojima S, et al. Digital assessment 
of endothelial function and ischemic heart disease in women. J Am Coll 
Cardiol. 2010;55:1688– 1696. doi: 10.1016/j.jacc.2009.10.073

 13. Akiyama E, Sugiyama S, Matsuzawa Y, Konishi M, Suzuki H, Nozaki 
T, Ohba K, Matsubara J, Maeda H, Horibata Y, et al. Incremental 
prognostic significance of peripheral endothelial dysfunction in 
patients with heart failure with normal left ventricular ejection 
fraction. J Am Coll Cardiol. 2012;60:1778– 1786. doi: 10.1016/j.
jacc.2012.07.036

 14. Hirata Y, Sugiyama S, Yamamoto E, Matsuzawa Y, Akiyama E, Kusaka 
H, Fujisue K, Kurokawa H, Matsubara J, Sugamura K, et al. Endothelial 
function and cardiovascular events in chronic kidney disease. Int J 
Cardiol. 2014;173:481– 486. doi: 10.1016/j.ijcard.2014.03.085

 15. Fujisue K, Sugiyama S, Matsuzawa Y, Akiyama E, Sugamura K, 
Matsubara J, Kurokawa H, Maeda H, Hirata Y, Kusaka H, et al. 
Prognostic significance of peripheral microvascular endothelial dys-
function in heart failure with reduced left ventricular ejection fraction. 
Circ J. 2015;79:2623– 2631. doi: 10.1253/circj.CJ- 15- 0671

 16. Matsubara J, Sugiyama S, Akiyama E, Iwashita S, Kurokawa H, Ohba 
K, Maeda H, Fujisue K, Yamamoto E, Kaikita K, et al. Dipeptidyl pepti-
dase- 4 inhibitor, sitagliptin, improves endothelial dysfunction in associ-
ation with its anti- inflammatory effects in patients with coronary artery 
disease and uncontrolled diabetes. Circ J. 2013;77:1337– 1344. doi: 
10.1253/circj.CJ- 12- 1168

 17. Enomoto K, Yamabe H, Toyama K, Matsuzawa Y, Yamamuro M, Uemura 
T, Morihisa K, Iwashita S, Kaikita K, Sugiyama S, et al. Improvement 
effect on endothelial function in patients with congestive heart failure 
treated with cardiac resynchronization therapy. J Cardiol. 2011;58:69– 
73. doi: 10.1016/j.jjcc.2011.01.010

 18. Yamabe H, Kanazawa H, Itoh M, Kaneko S, Ogawa H. Difference in the 
maintenance mechanism of atrial fibrillation perpetuated after pulmo-
nary vein isolation between paroxysmal and persistent atrial fibrillation: 
effects of subsequent stepwise ablation. Int J Cardiol. 2016;210:109– 
118. doi: 10.1016/j.ijcard.2016.02.092

 19. Kanazawa H, Yamabe H, Enomoto K, Koyama J, Morihisa K, Hoshiyama 
T, Matsui K, Ogawa H. Importance of pericardial fat in the formation of 
complex fractionated atrial electrogram region in atrial fibrillation. Int J 
Cardiol. 2014;174:557– 564. doi: 10.1016/j.ijcard.2014.04.135

 20. Kiyama T, Kanazawa H, Yamabe H, Ito M, Kaneko S, Kanemaru Y, 
Kawahara Y, Yamanaga K, Fujisue K, Sueta D, et al. Analysis of the 
driving mechanism in paroxysmal atrial fibrillation: comparison of the 
activation sequence between the left atrial body and pulmonary vein. J 
Cardiol. 2020;75:673– 681. doi: 10.1016/j.jjcc.2020.01.004

 21. Gongol B, Marin T, Zhang J, Wang S- C, Sun W, He M, Chen S, Chen 
L, Li J, Liu J- H, et al. Shear stress regulation of miR- 93 and miR- 484 
maturation through nucleolin. Proc Natl Acad Sci USA. 2019;116:12974– 
12979. doi: 10.1073/pnas.19028 44116

 22. Noris M, Morigi M, Donadelli R, Aiello S, Foppolo M, Todeschini M, 
Orisio S, Remuzzi G, Remuzzi A. Nitric oxide synthesis by cultured en-
dothelial cells is modulated by flow conditions. Circ Res. 1995;76:536– 
543. doi: 10.1161/01.RES.76.4.536

 23. Freestone B, Chong AY, Nuttall S, Blann AD, Lip GY. Soluble E- selectin, 
von Willebrand factor, soluble thrombomodulin, and total body nitrate/
nitrite product as indices of endothelial damage/dysfunction in paroxys-
mal, persistent, and permanent atrial fibrillation. Chest. 2007;132:1253– 
1258. doi: 10.1378/chest.07- 1185

 24. Hamburg NM, Palmisano J, Larson MG, Sullivan LM, Lehman BT, 
Vasan RS, Levy D, Mitchell GF, Vita JA, Benjamin EJ. Relation of 
brachial and digital measures of vascular function in the community: 
the Framingham Heart Study. Hypertension. 2011;57:390– 396. doi: 
10.1161/HYPER TENSI ONAHA.110.160812

 25. Förstermann U, Sessa WC. Nitric oxide synthases: regulation and 
function. Eur Heart J. 2012;33:829– 837. doi: 10.1093/eurhe artj/
ehr304

 26. Verma S, Wang C- H, Li S- H, Dumont AS, Fedak PWM, Badiwala MV, 
Dhillon B, Weisel RD, Li R- K, Mickle DAG, et al. A self- fulfilling prophecy: 
C- reactive protein attenuates nitric oxide production and inhibits an-
giogenesis. Circulation. 2002;106:913– 919. doi: 10.1161/01.CIR.00000 
29802.88087.5E

 27. Kelly AS, Gonzalez- Campoy JM, Rudser KD, Katz H, Metzig AM, Thalin 
M, Bank AJ. Carvedilol- lisinopril combination therapy and endothe-
lial function in obese individuals with hypertension. J Clin Hypertens 
(Greenwich). 2012;14:85– 91. doi: 10.1111/j.1751- 7176.2011.00569.x

https://doi.org/10.1016/j.ijcard.2017.06.038
https://doi.org/10.5551/jat.6981
https://doi.org/10.1016/j.hrthm.2017.05.012
https://doi.org/10.1016/S0735-1097(03)00329-2
https://doi.org/10.1016/j.jacc.2004.08.062
https://doi.org/10.1016/j.jacc.2009.10.073
https://doi.org/10.1016/j.jacc.2012.07.036
https://doi.org/10.1016/j.jacc.2012.07.036
https://doi.org/10.1016/j.ijcard.2014.03.085
https://doi.org/10.1253/circj.CJ-15-0671
https://doi.org/10.1253/circj.CJ-12-1168
https://doi.org/10.1016/j.jjcc.2011.01.010
https://doi.org/10.1016/j.ijcard.2016.02.092
https://doi.org/10.1016/j.ijcard.2014.04.135
https://doi.org/10.1016/j.jjcc.2020.01.004
https://doi.org/10.1073/pnas.1902844116
https://doi.org/10.1161/01.RES.76.4.536
https://doi.org/10.1378/chest.07-1185
https://doi.org/10.1161/HYPERTENSIONAHA.110.160812
https://doi.org/10.1093/eurheartj/ehr304
https://doi.org/10.1093/eurheartj/ehr304
https://doi.org/10.1161/01.CIR.0000029802.88087.5E
https://doi.org/10.1161/01.CIR.0000029802.88087.5E
https://doi.org/10.1111/j.1751-7176.2011.00569.x

