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Abstract

Background and Objective During atrial fibrillation abla-
tion, heparin is required and is guided by the activated
clotting time (ACT). Differences in the ACT before abla-
tion and adequate initial heparin dosing in patients
receiving non-vitamin K antagonist oral anticoagulants
(NOACs) were examined.

Methods Patients who received warfarin (control,
N = 90), dabigatran etexilate (N = 90), rivaroxaban
(N = 90) and apixaban (N = 90) were studied. A 100 U/kg
dose of heparin was administered as a reliable control dose
for warfarin, and the remaining patients were randomly
administered 110, 120 or 130 U/kg of heparin in each
NOAC group, followed by a continuous heparin infusion.
Results Periprocedural thromboembolic and major bleed-
ing were not observed. Minor bleeding occurred rarely
without significant differences among the groups exam-
ined. Baseline ACTs were longer in the warfarin
(152 £ 16 s) and dabigatran (153 £ 13 s) groups than in
the rivaroxaban (134 + 13 s) and apixaban (133 £ 20 s)
groups. The initial bolus heparin dosages required to pro-
duce an ACT 15 min after the initial bolus that was iden-
tical to the control (333 £325s) were 120 U/kg
(318 £ 29 s) and 130 U/kg (339 +£ 43 s) for dabigatran,
130 U/kg (314 4+ 31 s) for rivaroxaban and 130 U/kg
(317 £ 39 s) for apixaban. The NOAC groups required
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significantly larger doses of total heparin than the warfarin
group.

Conclusion The baseline ACTs differed among the three
NOAC groups. The results of the comparison with warfarin
(the control) indicated that dosages of 120 or 130 U/kg for
dabigatran, and 130 U/kg for rivaroxaban and apixaban,
were adequate initial heparin dosages.

Key Points

Adequate initial heparin dosages for atrial fibrillation
ablation in patients receiving non-vitamin K
antagonist oral anticoagulants (NOACs) were
10-20 % higher than those in patients receiving
warfarin anticoagulation.

The initial dosing of heparin needs to be adjusted in
patients receiving NOACs.

1 Introduction

Atrial fibrillation (AF) is the most common sustained
arrhythmia and has a significant impact on morbidity and
mortality [1]. Radiofrequency (RF) energy applied to cir-
cumferentially isolate the pulmonary veins (PVs) from the
left atrium (LA), i.e. PV atrium isolation (PVAI), is the
most effective treatment for AF, with a cure rate of
50-90 % [2, 3].

AF ablation is one of the most complex interventional
electrophysiological procedures; thus, it is associated with
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several complications, most importantly thromboembolism
[4]. Despite the introduction of novel ablation technologies
such as open irrigation catheters, and the widespread use of
systemic anticoagulation with heparin, the risk of
periprocedural thromboembolism remains significant,
reaching approximately 3 % in large series [5].

Over the past 5 years, non-vitamin K antagonist oral
anticoagulants (NOACs), also known as novel oral anti-
coagulants, such as dabigatran etexilate, rivaroxaban and
apixaban, have been approved for long-term oral antico-
agulation, and their safety, efficacy and quality of antico-
agulation in patients with non-valvular AF have been
demonstrated [6]. NOACs offer several advantages,
including short half-lives, ease of administration, fewer
interactions and no need for laboratory monitoring.
Although continuation or short-term interruption of
NOAC:Ss is a safe strategy for most invasive procedures,
patients with cardiovascular risk undergoing major proce-
dures may benefit from heparin bridging [7].

We hypothesized that the baseline activated clotting
time (ACT), i.e. just before transseptal puncture, and the
initial bolus and total heparin required during an ablation
procedure, based on the ACT, may differ among NOACs
and warfarin anticoagulation therapies. The Heart Rhythm
Society’s scientific statement recommends 100 U/kg of
standard heparin administered as an initial bolus before
transseptal puncture in patients who have been adminis-
tered warfarin anticoagulation therapy, and a target ACT of
300-350 s [4]. Another worldwide survey has reported that
many studies have maintained an ACT of at least
230-350 s [5]. No study regarding changing the initial
heparin dosing has been reported, as the relationship
between the initial heparin dosage and the ACT for
determining an adequate initial heparin dosage has not
been evaluated. On the basis of the aforementioned sci-
entific statement, a 100 U/kg initial bolus of heparin under
uninterrupted warfarin anticoagulation therapy was set as a
reliable standard control dose. In the present study, we
evaluated the relationship among three different initial
heparin bolus doses of anticoagulation therapies and the
ACT 15 min after the initial bolus of heparin was admin-
istered, and we compared the results with those in patients
receiving warfarin (the control) to determine the adequate
dosage of initial heparin for each NOAC.

2 Methods
2.1 Study Subjects
The present study was conducted at a single-centre,

Okayama Heart Clinic (Okayama, Japan), and it included
patients who underwent their first AF ablation between
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September 2013 and December 2014. Patients with previ-
ous AF ablation and decreased renal function (creatinine
clearance rate <30 mL/min) were excluded.

We analysed 360 patients (age 64 + 10 years; 274 men
and 86 women; 224 with paroxysmal AF and 136 with non-
paroxysmal AF). Patients were classified into a control
(warfarin) group and three NOAC groups: dabigatran,
rivaroxaban and apixaban. Each group included 90 con-
secutive patients. On the basis of the Heart Rhythm Soci-
ety’s scientific statement described above, 100 U/kg of an
initial bolus heparin dose in patients receiving warfarin
anticoagulation therapy was used in the control group [4].
The primary and second endpoints were set as the ACT
measured 15 min after the initial bolus heparin adminis-
tration (15-min ACT) and thromboembolic complications.
A preliminary test to determine the range of the heparin
dosage in the NOAC groups indicated that 100 U/kg did
not provide >50 % of patients with 15-min ACTs >300 s.
Therefore, for each NOAC group, the dosage of the initial
heparin bolus administration was randomly assigned, i.e.
110, 120 and 130 U/kg, as stated below. The anticoagulant
regimens in the three groups are shown in Fig. 1. The
selection and dosages of NOAC were left to the physician’s
discretion, considering the patient’s characteristics (in-
cluding renal function) and the drug manufacturer’s
directions [8]. Dabigatran and apixaban were administered
twice a day in the morning and evening. Rivaroxaban was
administered once a day in the morning.

After the completion of AF ablation, heparin was dis-
continued. Protamine was administered intravenously (20
or 30 mg, 2800-3600 anti-heparin IU) just after removal of
all sheaths to reverse heparin, depending on whether the
ACT was 300-350s or >350s, respectively). When
bleeding at the puncture site did not stop after the initial
administration of protamine sulfate, additional doses of it
(10-20 mg, 1400-2800 anti-heparin IU) were adminis-
tered, depending on the bleeding status. Haemostasis at the
catheter insertion site was confirmed 3 h after completion
of the AF ablation, which was the removal of all devices
and sheaths from the vessels, then a single dose of each
NOAC was administered.

Data obtained from 120 days of anticoagulation therapy
(from 30 days before to 90 days after) were analysed. The
examination procedure complied with the rules of the
Declaration of Helsinki [9], and the study was approved by
the Institutional Ethics Committee for Human Research of
Okayama Heart Clinic. Written informed consent was
obtained from all patients.

2.2 Catheter Ablation for Atrial Fibrillation

Details of the present AF ablation procedure have been
published elsewhere [10]. In brief, for electrical mapping
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Fig. 1 Schematic presentation

Anticoagulation protocol

of the anticoagulation < 30 days at least 90 days _,
medication regimens
administered in the three non-
vitamin K antagonist oral Day 0.
anticoagulant (NOAC) and ~ ====" day-3 | day-2 | day-1 | AFablaton , dayl | day2 ====:
control (warfarin) groups. -
AF atrial fibrillation, PT- ’ Rivaroxaban (once a day) ‘
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Dabigatran etexilate and apixaban) =
(twice a day) g
NOAC > g‘- NOAC resumed >
Uninterrupted warfarin
- - —> —>
Uninterrupted Warfarin
PT-INR2to 3

* NOAC was not administered before the ablation procedure on AF ablation day.

¢ A single dose of an NOAC was resumed 3 h after AF ablation.

* In cases wherein the procedure was performed in the afternoon,
subcutaneous heparin (5000 U) was administrated in the morning.

and ablation, five venous accesses were obtained as fol-
lows. Two standard electrophysiology catheters were
positioned: a 4-French (F) catheter (Japan Lifeline Co.,
Ltd, Tokyo, Japan) at the His bundle region via a femoral
vein and a 6-F catheter in the coronary sinus via the right
intrajugular vein. Three catheters were positioned in the
LA by use of the Brockenbrough technique, which requires
two decapolar ring catheters (Japan Lifeline Co., Ltd) and
an open irrigated ablation catheter (CoolFlex ™™, St Jude
Medical, Inc.; CoolPath DuoTM, St Jude Medical, Inc.; or
Safire BLU™, St Jude Medical, Inc.).

PVAI was performed in all patients by use of an open
irrigated ablation catheter inserted via the transseptal
sheath with an electroanatomic integration mapping system
(Ensite-NavX System, St Jude Medical, Inc.). The tem-
perature of the oesophagus was continuously monitored by
a catheter with a temperature sensor (SensiTherm™,
St Jude Medical, Inc.) during the ablation.

The endpoint of PVAI was defined as [1] the elimi-
nation of PV potentials recorded by the two ring catheters
within the ipsilateral PVs and the lack of LA capture
during intra-PV, isthmus and PV atrium pacing at least
30 min after isolation; and [2] no recurrence of PV spikes
within all of the PVs after intravenous administration of
20-40 mg of adenosine triphosphate during sinus rthythm
or coronary sinus pacing. Acute success of the ablation
was defined as satisfaction of the endpoint criterion noted
above.

In patients with paroxysmal AF, only PVAI was per-
formed. In patients with persistent and long-standing per-
sistent AF, additional ablation was performed in

combination with PVAI. After PVAIL an LA roof line was
created first, and ablation of complex fractionated atrial
electrograms in the right atrium, LA and coronary sinus,
and linear ablation, were also performed at the operator’s
discretion. Further ablation of the superior vena cava and
cavotricuspid isthmus was also performed. If the AF did
not terminate, direct current cardioversion was performed
to achieve normal sinus rhythm.

2.3 Heparin Administration

In each group, when AF ablation was performed in the
afternoon, heparin (5000 U) was administered subcuta-
neously in the morning on the day of the AF ablation
procedure.

Before transseptal catheterization, a bolus of heparin
(100 U/kg) was administered in the warfarin group as the
control. For each NOAC, a bolus of intravenous heparin, in
which the dosage was randomly assigned, i.e. 110, 120 and
130 U/kg, was administered. After bolus heparin admin-
istration, a continuous heparinized saline infusion was
administered via a peripheral vein to maintain the ACT
within 300-350 s to avoid thrombus formation. The ACT
was measured in 30-min intervals.

2.4 Postablation Care and Follow-Up
After the procedure, anticoagulation therapy was continued
for at least 3 months after AF ablation in all groups

(Fig. 1). All patients were followed monthly at our centre
for at least 90 days after AF ablation.
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2.5 Complications

Cerebrovascular accidents and transient ischaemic attacks
were considered thromboembolic complications after
intracranial haemorrhage was ruled out. Pulmonary
embolism and deep venous embolism were also defined as
thromboembolic complications. Cardiac tamponade, peri-
cardial effusion and bleeding were considered bleeding
complications. Cardiac tamponade was defined by char-
acteristic clinical features with a considerable pericardial
effusion that required drainage. Pericardial effusion was
defined as an effusion determined in the pericardial space
by routine follow-up echocardiography without any
haemodynamic disturbance. Major bleeding was defined as
bleeding requiring blood transfusion, haematomas requir-
ing surgical intervention and cardiac tamponade requiring
drainage. Late cardiac tamponades were those occurring
>48 h after the procedure. Minor bleeding complications
included small haematomas and pericardial effusions not
requiring drainage (non-tamponade). The primary safety
outcome was a composite of bleeding and thromboembolic
complications. Miscellaneous non-anticoagulation-related
events were also recorded.

2.6 Statistical Analysis

We used SPSS version 17 for statistical analysis. Data were
expressed as mean =+ standard deviation. For comparison
of two groups, a student’s ¢ test and Chi squared test were
used for continuous and categorical variables, respectively.
For multiple comparisons of continuous variables, includ-
ing ACT levels among the warfarin control and three
NOAC groups, we used one-way analysis of variance
(ANOVA) or a Kruskal-Wallis test, and Scheffe’s F test or
a Mann—-Whitney U test with Bonferroni correction as
post hoc tests to compare two groups in multiple groups,
when appropriate. Chi squared tests with m x n contin-
gency tables and two-tailed tests for categorical variables
were used to evaluate the differences among the three
NOAC groups. Differences at P < 0.05 were considered
significant.

3 Results
3.1 Patient Characteristics

Patient characteristics in the control and three NOAC
groups are summarized in Table 1. No significant differ-
ences were found in the patients’ background characteris-
tics, such as age, sex and associated disorders, among the
control and three NOAC groups. Similarly, echocardio-
graphic parameters did not differ among the control and
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three NOAC groups. Furthermore, no significant differ-
ences were seen in the AF conditions among the four
groups.

No significant differences were found in the clinical
characteristics, echocardiographic parameters and AF sta-
tus obtained among patients who were administered 110,
120 and 130 U/kg of an initial bolus of heparin in each
NOAC group (Table 2).

3.2 Procedural Parameters and Ablation Success

No significant differences were seen in the procedural
parameters, including the procedure time and RF energy
supply time, between the control and dabigatran, rivarox-
aban and apixaban groups. All patients in the control and
three NOAC groups reached the endpoint of PVAI, and the
initial success rate did not differ among the four groups
(Table 3). When comparisons were made among patients
who received an initial bolus of 110, 120 and 130 U/kg, no
significant differences in the procedural parameters and
ablation success were found among the three NOAC
groups (Table 4).

3.3 Activated Clotting Time 15 Min After the Initial
Bolus Heparin Administration

No significant differences in the ACT before the AF
ablation procedure were found between patients who
underwent AF ablation in the morning and afternoon
(Table 5). Rather, the ACT was identical between the
morning and afternoon sessions. Further, none of the
parameters evaluated was significantly different between
the morning and afternoon sessions (data not shown). Thus,
the present study performed the analysis using combined
data from the morning and afternoon sessions.

The baseline ACTs in the control and dabigatran groups
(151 £ 17 and 156 £ 15 s, respectively) were signifi-
cantly longer than those in the rivaroxaban (135 & 12 s)
and apixaban (132 £ 17 s) groups (Fig. 2). Figure 3 shows
the ACTs 15 min after the initial bolus heparin adminis-
tration (defined as the 15-min ACT). Generally, the ACT
was longer as the dosage of heparin increased in each
NOAC group. In the dabigatran group, the 15-min ACTs
for the initial heparin doses of 120 U/kg (318 £ 29 s) and
130 U/kg (339 + 43 s) were significantly longer than those
for the initial heparin dose of 110 U/kg (295 % 21 s). In
the rivaroxaban group, the 15-min ACT for the initial
heparin dose of 130 U/kg (314 + 31 s) was longer than
that for the initial heparin doses of 120 U/kg (295 & 21 s)
and 110 U/kg (295 £ 32 s). In the apixaban group, the
15-min ACTs for the initial heparin dose of 120 U/kg
(313 £ 39 s) and 130 U/kg (317 + 39 s) were longer than
that for the initial heparin dose of 110 U/kg (298 + 36 s).
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Table 1 Patient characteristics Characteristic Warfarin Dabigatran ~ Rivaroxaban Apixaban P value
in the control (warfarin) and N = 90 N =90 N = 90 N = 90
three non-vitamin K antagonist
oral anticoagulant groups Age (years) 66 £ 9 63+9 62 £ 10 65 £ 10 0.17
Sex, female, N (%) 24 (27 %) 24 (27 %) 15 (17 %) 23 (26 %) 0.32
Type of AF
Paroxysmal, N (%) 52 (58 %) 54 (60 %) 56 (62 %) 62 (69 %) 0.36
Persistent, N (%) 27 (30 %) 22 (24 %) 28 (31 %) 21 (23 %)
Long-standing persistent, N (%) 11 (12 %) 14 (16 %) 6 (7 %) 7 (8 %)
Duration of AF (years) 443 6+8 443 443 0.12
Echocardiography parameters
LVEF (%) 65 7 65 £ 9 66 = 7 65 £ 8 0.41
LA diameter (mm) 41 5 41 +7 415 42 +5 0.15
CHADS, score 0.6 £ 0.7 0.5+0.7 0.6 £0.7 0.5+£0.7 0.69
0 45 (50 %) 52 (58 %) 51 (57 %) 55 (61 %) 0.69
1 35 (39 %) 28 (31 %) 27 (30 %) 23 (26 %)
>2 10 (11 %) 10 (11 %) 12 (13 %) 12 (13 %)
CHA,DS,-VASc score 14+£12 14+13 1.5+£1.2 1.6 £ 1.0 0.30
Cr (mg/dL) 0.88 £ 042 0.81 £0.19 0.85+0.20 0.87+0.21 0.18
CCr (mL/min) 90 £ 31 88 £ 21 90 £ 33 80 £ 23 0.12
PT-INR 23+£03
Dabigatran (mg) 267 + 41
Rivaroxaban (mg) 142 £ 1.8
Apixaban (mg) 9.1 £2.0

Values are presented as mean =+ standard deviation

AF atrial fibrillation, CCr creatinine clearance, Cr creatinine, LA left atrium, LVEF left ventricular ejec-
tion fraction, PT-INR prothrombin time—international normalized ratio

The initial bolus heparin dosages that produced a 15-min
ACT identical to that of the control group (333 4 32 s)
were 120 U/kg (318 £ 29 s) and 130 U/kg (339 & 43 s)
for dabigatran, 130 U/kg (314 + 31 s) for rivaroxaban and
130 U/kg (317 £ 39 s) for apixaban (Fig. 3). These initial
heparin dosages of NOACs showed that >70% of patients
had a 15-min ACT > 300 s (Fig. 3; percentages are shown
in the columns). These percentages were not significantly
different from that of 100 U/kg initial heparin dosage in the
warfarin control group. Although actual values of 15-min
ACT was statistically not different between the initial
heparin dose of 120 and 130 U/kg in the apixaban group,
120 U/kg showed 53% of patients with 15-min ACT >
300 s, whereas 130 U/kg, > 70% of patients.

In the warfarin control group, the initial 100 U/kg
heparin administration achieved 15-min ACTs >300 s in
83 % of patients.

Regarding the total heparin required, no significant
differences were observed among the three different initial
heparin dosages for each NOAC. When the control and
three NOAC groups were compared, the total heparin
required was first 128 £ 22 U/kg in the warfarin (control)
group, second 153 £ 29 and 156 £+ 26 U/kg in the dabi-
gatran and rivaroxaban groups, respectively, and third

168 £ 34 U/kg in the apixaban group, in statistically sig-
nificant increasing order (Fig. 4).

No significant differences in protamine usage for
haemostasis were found among the control and three
NOAC groups (control, 13 £ 20; dabigatran, 26 £ 23;
rivaroxaban, 25 & 25; apixaban, 28 £ 28 mg).

3.4 Complications

From 30 days before ablation, no patients in the dabiga-
tran, rivaroxaban and apixaban groups had any throm-
boembolic or bleeding complications.

During the procedural and periprocedural periods, no
major bleeding complications were observed among the four
groups (Table 6). The incidence of minor bleeding compli-
cations was low, and no significant differences were found
among the four groups. No significant differences in minor
bleeding were found among patients who were administered
110, 120 and 130 U/kg of heparin for each NOAC.

After discharge, late thromboembolic and bleeding
complications were not observed in any of the patients
during a follow-up period of at least 90 days after AF
ablation. Late pericardial effusion was not observed in any
patients.
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Table 3 Comparison of procedural parameters among the control (warfarin), dabigatran, rivaroxaban and apixaban groups
Procedural variables Warfarin Dabigatran Rivaroxaban Apixaban P value
N =90 N =90 N =90 N =290
Presenting rhythm
Sinus rhythm 59 % (53/90) 57 % (51/90) 58 % (52/90) 62 % (56/90) 0.88
AF/AFL 41 % (37/90) 43 % (39/90) 42 % (38/90) 38 % (34/90)
Acute success 98 % (88/90) 98 % (88/90) 98 % (88/90) 99 % (89/90) 0.99
Procedure time (min) 110 £ 24 106 + 24 105 £ 18 105 £ 20 0.41
Fluoroscopy time (min) 33+9 33 £ 10 33+6 33 £8 0.21
RF time (min) 35+£8 33+8 33+6 33+8 0.20
Intraprocedural cardioversion 32 % (29/90) 29 % (26/90) 32 % (29/90) 31 % (28/90) 0.96
PVAI success 100 % (90/90) 100 % (90/90) 100 % (90/90) 100 % (90/90) 1

Values are presented as mean =+ standard deviation

AF atrial fibrillation, AFL atrial flutter, PVAI pulmonary vein atrium isolation, RF radiofrequency

3.5 Safety Outcomes

Overall, the safety outcomes did not differ among the four
groups (Table 6). Similarly, no significant differences in
the safety outcomes were found among patients who were
administered 110, 120 and 130 U/kg of heparin for each
NOAC.

4 Discussion

The present study’s results showed that in patients with
NOAC therapy who underwent AF ablation, differences in
the baseline ACT were observed among NOACS, indicat-
ing that the adequate initial heparin dosage was different
for each NOAC. The results of the comparison between the
15-min ACTs seen with the NOACs and that seen with the
control (warfarin) indicated that initial heparin dosages of
120 or 130 U/kg for dabigatran and 130 U/kg for
rivaroxaban and apixaban were adequate. For patients who
underwent AF ablation in the afternoon, administration of
5000 U of heparin subcutaneously in the morning was
appropriate, because the time course of the ACTs was not
identical between the morning and afternoon sessions.
Our methods for catheter ablation for AF were essentially
the same as those recently described in previous studies with
improved methods [11, 12]. The fluoroscopic and procedure
times in AF ablation were comparable or superior to those in
recent reports [13, 14]. Major and minor bleeding compli-
cation rates in the three different NOAC groups and in the
morning and afternoon ablation subgroups were similar or
slightly lower than those in other reported studies [15, 16].
However, the reasons for these lower complication rates
were unclear. Recent developments in the ablation systems
and equipment may have partially accounted for the shorter

procedure times, resulting in slightly fewer bleeding com-
plications. Furthermore, the initial AF ablation success rates
were identical to those in recent studies [12, 14]. The present
procedural parameters and clinical outcomes indicate that
these methods for AF ablation were satisfactory. Further-
more, the clinical and echocardiographic parameters and AF
conditions did not differ among the three groups. These
considerations validate the comparisons made among the
groups.

For patients who underwent AF ablation in the after-
noon, 5000 U of heparin was administered subcutaneously
in the morning. The efficacy of administering 5000 U of
heparin subcutaneously to prevent thromboembolism for
up to 12 h has been reported [17, 18]. The present study
found no differences; rather, the ACTs before ablation
between morning and afternoon ablation in each NOAC
group were similar. No differences in thromboembolic and
bleeding complications were found between patients who
underwent AF ablation in the morning and afternoon (data
not shown). Therefore, the subcutaneous administration of
5000 U of heparin in the morning for AF ablation per-
formed in the afternoon was considered adequate.

For warfarin anticoagulation therapy, many studies have
used 100 U/kg of heparin for the initial heparin bolus
administration, and the efficacy and safety of this dosage
have been well demonstrated [4, 19, 20]. Thus, we com-
pared the ACT seen with each NOAC therapy and that seen
with warfarin to determine the adequate initial dose of
heparin for each NOAC. To the best of our knowledge, no
reports have examined the effects of different dosages of
the initial heparin administration on the ACT in compar-
ison with warfarin. The present results regarding adequate
initial heparin dosing thus cannot be compared with those
of previous reports. Several studies have recommended an
ACT during the AF ablation procedure. Although an ACT
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120 Ulkg 130 U/kg

110 Ulkg

120 Ulkg 130 Ulkg

110 Ulkg

120 Ulkg 130 U/kg

110 Ulkg

Heparin dosage:

30 30

30

30 30

30

30 30

30

Number of patients

Procedural variables

Presenting rhythm

0.72

17 (57 %)
13 (43 %)

20 (67 %)

0.99 19 (63 %)
11 (37 %)

18 (60 %)

12 (40 %)
97 % (29/630)

17 (57 %)
13 (43 %)

0.87 17 (57 %)
13 (43 %)

18 (60 %)
12 (40 %)

17 (57 %) 16 (53 %)
14 (47 %)

13 (43 %)

Sinus rhythm
AF/AFL

10 (33 %)
97 % (29/30)

0.88
0.59

100 % (30/30)

107 £ 21

100 % (30/30)

103 £ 19

0.94
0.83

100 % (30/30)

103 £+ 22

97 % (29/30)
107 + 13

0.94

0.47

100 % (30/30)

105 £ 22

97 % (29/30)
112 + 26

97 % (29/30)
102 + 22

Acute success

105 £ 19

105 £ 18

Procedure time

(min)

32+6 34+ 11 0.76

32+7

335 335 091

33+7

307 36 £ 13 33 £ 10 0.23

Fluoroscopy time

(min)

34+6 0.12
0.

32+5

33+ 4

0.30
0.70

34+5 33£6

32+5

0.88
0.69

33+9 33+9 33+7

RF time (min)

8 (27 %) 11 (37 %) 70

9 (30 %)

11 (37 %) 8 (27 %)

10 (33 %)

9 (30 %) 10 (33 %) 7 (23 %)

Intraprocedural
cardioversion
PVAI success

1

100 % (30/30) 100 % (30/30) 100 % (30/30)

1

100 % (30/30) 100 % (30/30) 100 % (30/30)

1

100 % (30/30) 100 % (30/30)

100 % (30/30)

Values are presented as mean =+ standard deviation

AF atrial fibrillation, AFL atrial flutter, PVAI pulmonary vein atrium isolation, RF radiofrequency

Table 5 Comparison of baseline activated clotting times (ACTs)
between patients who underwent atrial fibrillation (AF) ablation in the
morning or afternoon

N AF ablation time P value
Morning Afternoon
N ACT (s) N ACT (s)
All 360 148 141 £18 212 1454+ 18 0.06
Warfarin 90 40 152 + 16 50 151 +18 0.74
Dabigatran 90 22 153 £ 13 68 157 16 0.28
Rivaroxaban 90 40 134 + 13 50 135+ 11 0.58
Apixaban 90 46 133 + 20 44 132+ 14 0.79
Values are presented as mean =+ standard deviation
(sec) P<0.01
220 - P<0.01 |
200 - P<0.01
| P<0.01
j— 180 -
(@)
< 160 - [ ]
(]
£ 140 - | ]
&
@ 120 -
o
100 -
80
60 T r T )
Wafarin Dabigatran Rivaroxaban Apixaban

Fig. 2 Baseline activated clotting times (ACTs), i.e. just before
transseptal perforation, among the control (warfarin) and three non-
vitamin K antagonist oral anticoagulant groups. The P values indicate
significant differences, and the vertical bars indicate one standard
deviation

>300 s throughout the ablation procedure has been rec-
ommended [21, 22], no report has evaluated the optimal
15-min ACT. One study reported that 80 % of 777 centres
worldwide used ACT-guided administration of heparin
with a range between 250 and 300 s [5]. The present study
used 100 U/kg of heparin in the warfarin (control) group,
which resulted in a 15-min ACT >250 s; this indicated that
administering 100 U/kg of heparin in a warfarin group as a
reliable control was valid.

The present results indicated that a higher dosage of the
initial bolus heparin dose was required for NOACs in
comparison with warfarin (the control) [23]. The reasons
for this difference are obscure. However, a few studies
have examined the heparin requirements and ACTs seen
with NOACs and warfarin [24-26], and they reported that
NOACS require a higher dose of heparin and more time to
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Fig. 3 Activated clotting time P<0.05
(ACT) 15 min after the initial P <0.05
bolus heparin administration .
(15-min ACT) responses to 100 p<005
U/kg heparin in the warfarin (sec) P<0.05
control group and to three 450 -
different initial heparin dosages P<o01 P<005 p<005
for each non-vitamin K 400 + | P<0.01 P<0.05 P<0.01
antagonist oral anticoagulant |
(NOAC). The P values indicate 350 - | |
significant differences between | |
two groups, the percentages 5300 --—-——--L F-F+F-F—-=-- - )= == = = J_11_1_
inside the bars indicate the < a0 90% 73%
incidence rates of patients with c 250 - : 77% 73% >3%
15-min ACTs >300 s and the = 47% 40%| |47% .
vertical bars indicate one g 200 - (10%
standard deviation LN
i 150 A
100 -
50 -
0 L] L] L] L] L] L] L] L] L] L] L] 1
100 110 120 130 110 120 130 110 120 130
initial heparin dosage (U/kg)
Warfarin  Dabigatran Rivaroxaban Apixaban
Poot The safety and efficacy of NOACs as anticoagulants
<
220 - b <001 | ‘ have been demonstrated by large randomized studies
‘ P<0.05 ‘ [19, 20, 23, 27]. Our results for the pre-ablation period are

160 o

I N

140 A l

Total heparin required (U/kg)

60

Wafarin Dabigatran Rivaroxaban Apixaban

Fig. 4 Total heparin required during the atrial fibrillation ablation
procedure among the control (warfarin) and three non-vitamin K
antagonist oral anticoagulants groups. The vertical bars indicate one
standard deviation

reach the target ACT than uninterrupted warfarin. The
reported studies used variable dosages for the initial hep-
arin administration, and they did not directly compare the
results. These studies also did not recommend a fixed
dosage for the initial heparin administration. In our study,
all NOAC:s required higher doses of initial heparin, and a
lower percentage of patients receiving NOACs reached a
15-min ACT of >300 s than those treated with uninter-
rupted warfarin; these findings are consistent with the
results of the other recent studies.

consistent with those studies’ findings. During the pre-ab-
lation period, no patients who received any of the three
different NOACs exhibited any thromboembolic compli-
cations or bleeding episodes. As the pre-ablation period
was not long and the number of patients was relatively
small, these results cannot be considered conclusive.
Thromboembolic complications were also not observed in
any patients who received 100, 120 and 130 U/kg of an initial
bolus of heparin for each NOAC. The accumulation of
experience and improved methods, including ablation devi-
ces, has reduced the incidence of thromboembolic complica-
tions [28]. The AF ablations were performed at a single, high-
volume centre (performing 600 cases/year) by well-experi-
enced operators (performing at least 250 cases/year) and this
would, at least partly, account for no major complications
being observed in the present study. The small number of
patients in each group in addition to this would explain why
the differences in thromboembolic complication in relation to
the initial heparin dosage were masked. Nevertheless, the
significance of controlling the ACT during AF ablation pro-
cedures has been well demonstrated [4, 21, 22]. Similarly, the
overall bleeding complications were fewer or comparable to
those reported in other studies [16, 29, 30]. Again, no signif-
icant differences in these complications were observed among
patients who received 110, 120 and 130 U/kg of an initial
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bolus of heparin for each NOAC. The results indicated that the
dosage of the initial heparin administration was safe at least up
to 130 U/kg for each NOAC.

The baseline ACT and 15-min ACT in the dabigatran
group were longer than those in the rivaroxaban or apixa-
ban groups, and the increase corresponded to each dosage.
The reasons for the differences were obscure. Dabigatran is
a direct thrombin inhibitor, and both rivaroxaban and
apixaban are factor Xa inhibitors. Variable sensitivity of
the ACT in response to dabigatran has been reported. In
contrast, dose-dependent increases in the ACT in response
to rivaroxaban and apixaban have been reported. The
action site of the drug and the sensitivity of the ACT to the
drug may have accounted for the differences.

The present study had some limitations. First, our study
included a relatively small number of patients. Second, it
was a single institutional experience with a relatively
homogeneous patient group. Although the clinical back-
grounds did not differ among the groups, and careful sta-
tistical analysis suggested that an increase in the number of
patients was not likely to produce different results, multi-
centre studies with more patients are required to confirm
the present study’s results.

5 Conclusion

The present study showed that the baseline ACTs differed
in patients receiving the three NOACs. The results of the
comparison with warfarin (the control) indicated that initial
bolus heparin dosages of 120 or 130 U/kg for dabigatran,
and 130 U/kg for rivaroxaban and apixaban, were thought
to be adequate.

Compliance with Ethical Standards

Funding No financial support was received in connection with this
study.

Conflict of interest Hirosuke Yamaji, Shunich Higashiya and Shi-
geshi Kamikawa have no conflicts of interest to declare.

Ethical approval The examination procedures complied with the
rules of the Declaration of Helsinki (1964), and the study was
approved by the Institutional Ethics Committee for Human Research
of Okayama Heart Clinic.

Informed consent Written informed consent was obtained from all
patients.

Open Access This article is distributed under the terms of the
Creative Commons Attribution-NonCommercial 4.0 International
License (http://creativecommons.org/licenses/by-nc/4.0/), which per-
mits any noncommercial use, distribution, and reproduction in any
medium, provided you give appropriate credit to the original
author(s) and the source, provide a link to the Creative Commons
license, and indicate if changes were made.

References

1. Benjamin EJ, Wolf PA, D’Agostino RB, Silbershatz H, Kannel
WB, Levy D. Impact of atrial fibrillation on the risk of death: the
Framingham Heart Study. Circulation. 1998;98:946-52.

2. Seshadri N, Marrouche NF, Wilber D, Packer D, Natale A. Pul-
monary vein isolation for treatment of atrial fibrillation: recent
updates. Pacing Clin Electrophysiol. 2003;26:1636—40.

3. Yamane T, Date T, Kanzaki Y, Inada K, Matsuo S, Shibayama K,
Miyanaga S, Miyazaki H, Sugimoto K, Mochizuki S. Segmental
pulmonary vein antrum isolation using the “large-size” lasso
catheter in patients with atrial fibrillation. Circ J.
2007;71:753-60.

4. Calkins H, Brugada J, Packer DL, Cappato R, Chen SA, Crijns
HJ, Damiano RJ Jr, Davies DW, Haines DE, Haissaguerre M,
Iesaka Y, Jackman W, Jais P, Kottkamp H, Kuck KH, Lindsay
BD, Marchlinski FE, McCarthy PM, Mont JL, Morady F,
Nademanee K, Natale A, Pappone C, Prystowsky E, Raviele A,
Ruskin JN, Shemin RJ. HRS/EHRA/ECAS expert consensus
statement on catheter and surgical ablation of atrial fibrillation:
recommendations for personnel, policy, procedures and follow-
up. Europace. 2007;9:335-79.

5. Cappato R, Calkins H, Chen SA, Davies W, Ilesaka Y, Kalman J,
Kim YH, Klein G, Packer D, Skanes A. Worldwide survey on the
methods, efficacy, and safety of catheter ablation for human atrial
fibrillation. Circulation. 2005;111:1100-5.

6. Mani H, Lindhoff-Last E. New oral anticoagulants in patients
with nonvalvular atrial fibrillation: a review of pharmacokinetics,
safety, efficacy, quality of life, and cost effectiveness. Drug
Design Dev Ther. 2014;8:789-98.

7. Beyer-Westendorf J, Gelbricht V, Forster K, Ebertz F, Kohler C,
Werth S, Kuhlisch E, Stange T, Thieme C, Daschkow K, Weiss
N. Peri-interventional management of novel oral anticoagulants
in daily care: results from the prospective Dresden NOAC reg-
istry. Eur Heart J. 2014;35:1888-96.

8. Hori M, Matsumoto M, Tanahashi N, Momomura S, Uchiyama S,
Goto S, Izumi T, Koretsune Y, Kajikawa M, Kato M, Ueda H,
Iwamoto K, Tajiri M. Safety and efficacy of adjusted dose of
rivaroxaban in Japanese patients with non-valvular atrial fibril-
lation: subanalysis of J-ROCKET AF for patients with moderate
renal impairment. Circ J. 2013;77:632-8.

9. World Medical Association. Declaration of Helsinki: ethical
principles for medical research involving human subjects. JAMA.
2000;284:3043-5.

10. Yamaji H, Murakami T, Hina K, Higashiya S, Kawamura H,
Murakami M, Kamikawa S, Hirohata S, Kusachi S. Usefulness of
dabigatran etexilate as periprocedural anticoagulation therapy for
atrial fibrillation ablation. Clin Drug Investig. 2013;33:409-18.

11. Jais P, Cauchemez B, Macle L, Daoud E, Khairy P, Subbiah R,
Hocini M, Extramiana F, Sacher F, Bordachar P, Klein G,
Weerasooriya R, Clementy J, Haissaguerre M. Catheter ablation
versus antiarrhythmic drugs for atrial fibrillation: the A4 study.
Circulation. 2008;118:2498-505.

12. Di Biase L, Elayi CS, Fahmy TS, Martin DO, Ching CK,
Barrett C, Bai R, Patel D, Khaykin Y, Hongo R, Hao S, Beheiry
S, Pelargonio G, Dello Russo A, Casella M, Santarelli P,
Potenza D, Fanelli R, Massaro R, Wang P, Al-Ahmad A,
Arruda M, Themistoclakis S, Bonso A, Rossillo A, Raviele A,
Schweikert RA, Burkhardt DJ, Natale A. Atrial fibrillation
ablation strategies for paroxysmal patients: randomized com-
parison between different techniques. Circ Arrhythm Electro-
physiol. 2009;2:113-9.

13. Schmidt B, Tilz RR, Neven K, Julian Chun KR, Furnkranz A,
Ouyang F. Remote robotic navigation and electroanatomical
mapping for ablation of atrial fibrillation: considerations for

A\ Adis



848

H. Yamaji et al.

14.

15.

16.

17.

18.

19.

20.

21.

navigation and impact on procedural outcome. Circ Arrhythm
Electrophysiol. 2009;2:120-8.

Rostock T, Steven D, Hoffmann B, Servatius H, Drewitz I,
Sydow K, Mullerleile K, Ventura R, Wegscheider K, Meinertz T,
Willems S. Chronic atrial fibrillation is a biatrial arrhythmia: data
from catheter ablation of chronic atrial fibrillation aiming
arrhythmia termination using a sequential ablation approach. Circ
Arrhythm Electrophysiol. 2008;1:344-53.

Wazni OM, Beheiry S, Fahmy T, Barrett C, Hao S, Patel D, Di
Biase L, Martin DO, Kanj M, Arruda M, Cummings J, Sch-
weikert R, Saliba W, Natale A. Atrial fibrillation ablation in
patients with therapeutic international normalized ratio: com-
parison of strategies of anticoagulation management in the
periprocedural period. Circulation. 2007;116:2531-4.
Lakkireddy D, Reddy YM, Di Biase L, Vanga SR, Santangeli P,
Swarup V, Pimentel R, Mansour MC, D’Avila A, Sanchez JE,
Burkhardt JD, Chalhoub F, Mohanty P, Coffey J, Shaik N, Monir
G, Reddy VY, Ruskin J, Natale A. Feasibility and safety of
dabigatran versus warfarin for periprocedural anticoagulation in
patients undergoing radiofrequency ablation for atrial fibrillation:
results from a multicenter prospective registry. ] Am Coll Car-
diol. 2012;59:1168-74.

McLeod RS, Geerts WH, Sniderman KW, Greenwood C, Gre-
goire RC, Taylor BM, Silverman RE, Atkinson KG, Burnstein M,
Marshall JC, Burul CJ, Anderson DR, Ross T, Wilson SR, Barton
P. Subcutaneous heparin versus low-molecular-weight heparin as
thromboprophylaxis in patients undergoing colorectal surgery:
results of the Canadian colorectal DVT prophylaxis trial: a ran-
domized, double-blind trial. Ann Surg. 2001;233:438—44.
Gallus AS, Hirsh J, Tutle RJ, Trebilcock R, O’Brien SE, Carroll
JJ, Minden JH, Hudecki SM. Small subcutaneous doses of hep-
arin in prevention of venous thrombosis. N Engl J Med.
1973;288:545-51.

Granger CB, Alexander JH, McMurray JJ, Lopes RD, Hylek EM,
Hanna M, Al-Khalidi HR, Ansell J, Atar D, Avezum A, Bahit
MC, Diaz R, Easton JD, Ezekowitz JA, Flaker G, Garcia D,
Geraldes M, Gersh BJ, Golitsyn S, Goto S, Hermosillo AG,
Hohnloser SH, Horowitz J, Mohan P, Jansky P, Lewis BS, Lopez-
Sendon JL, Pais P, Parkhomenko A, Verheugt FW, Zhu J, Wal-
lentin L. Apixaban versus warfarin in patients with atrial fibril-
lation. N Engl J Med. 2011;365:981-92.

Miller CS, Grandi SM, Shimony A, Filion KB, Eisenberg MJ.
Meta-analysis of efficacy and safety of new oral anticoagulants
(dabigatran, rivaroxaban, apixaban) versus warfarin in patients
with atrial fibrillation. Am J Cardiol. 2012;110:453-60.

Wazni OM, Rossillo A, Marrouche NF, Saad EB, Martin DO,
Bhargava M, Bash D, Beheiry S, Wexman M, Potenza D, Pisano
E, Fanelli R, Bonso A, Themistoclakis S, Erciyes D, Saliba WI,
Schweikert RA, Brachmann J, Raviele A, Natale A. Embolic
events and char formation during pulmonary vein isolation in
patients with atrial fibrillation: impact of different anticoagulation

A\ Adis

22.

23.

24.

25.

26.

217.

28.

29.

30.

regimens and importance of intracardiac echo imaging. J Car-
diovasc Electrophysiol. 2005;16:576-81.

Ren JF, Marchlinski FE, Callans DJ, Gerstenfeld EP, Dixit S, Lin
D, Nayak HM, Hsia HH. Increased intensity of anticoagulation
may reduce risk of thrombus during atrial fibrillation ablation
procedures in patients with spontaneous echo contrast. J Cardio-
vasc Electrophysiol. 2005;16:474-7.

Patel MR, Mahaffey KW, Garg J, Pan G, Singer DE, Hacke W,
Breithardt G, Halperin JL, Hankey GJ, Piccini JP, Becker RC,
Nessel CC, Paolini JF, Berkowitz SD, Fox KA, Califf RM.
Rivaroxaban versus warfarin in nonvalvular atrial fibrillation.
N Engl J Med. 2011;365:883-91.

Konduru SV, Cheema AA, Jones P, Li Y, Ramza B, Wimmer AP.
Differences in intraprocedural ACTs with standardized heparin
dosing during catheter ablation for atrial fibrillation in patients
treated with dabigatran vs. patients on uninterrupted warfarin.
J Interv Card Electrophysiol. 2012;35:277-84.

Nagao T, Inden Y, Yanagisawa S, Kato H, Ishikawa S, Okumura
S, Mizutani Y, Ito T, Yamamoto T, Yoshida N, Hirai M,
Murohara T. Differences in activated clotting time among unin-
terrupted anticoagulants during the periprocedural period of atrial
fibrillation ablation. Heart Rhythm. 2015;12:1972-8.

Bassiouny M, Saliba W, Rickard J, Shao M, Sey A, Diab M,
Martin DO, Hussein A, Khoury M, Abi-Saleh B, Alam S, Sen-
gupta J, Borek PP, Baranowski B, Niebauer M, Callahan T,
Varma N, Chung M, Tchou PJ, Kanj M, Dresing T, Lindsay BD,
Wazni O. Use of dabigatran for periprocedural anticoagulation in
patients undergoing catheter ablation for atrial fibrillation. Circ
Arrhythm Electrophysiol. 2013;6:460-6.

Connolly SJ, Ezekowitz MD, Yusuf S, Eikelboom J, Oldgren J,
Parekh A, Pogue J, Reilly PA, Themeles E, Varrone J, Wang S,
Alings M, Xavier D, Zhu J, Diaz R, Lewis BS, Darius H, Diener
HC, Joyner CD, Wallentin L. Dabigatran versus warfarin in
patients with atrial fibrillation. N Engl J Med. 2009;361:1139-51.
Lee G, Sparks PB, Morton JB, Kistler PM, Vohra JK, Medi C,
Rosso R, Teh A, Halloran K, Kalman JM. Low risk of major
complications associated with pulmonary vein antral isolation for
atrial fibrillation: results of 500 consecutive ablation procedures
in patients with low prevalence of structural heart disease from a
single center. J Cardiovasc Electrophysiol. 2011;22:163-8.
Raviele A, Natale A, Calkins H, Camm JA, Cappato R, Ann Chen
S, Connolly SJ, Damiano R Jr, De Ponti R, Edgerton JR, Hais-
saguerre M, Hindricks G, Ho SY, Jalife J, Kirchhof P, Kottkamp
H, Kuck KH, Marchlinski FE, Packer DL, Pappone C, Prys-
towsky E, Reddy VK, Themistoclakis S, Verma A, Wilber DJ,
Willems S. Venice chart international consensus document on
atrial fibrillation ablation: 2011 update. J Cardiovasc Electro-
physiol. 2012;23:890-923.

Santangeli P, Di Biase L, Sanchez JE, Horton R, Natale A. Atrial
fibrillation ablation without interruption of anticoagulation. Car-
diol Res Pract. 2011;2011:837841.



	Adequate Initial Heparin Dosage for Atrial Fibrillation Ablation in Patients Receiving Non-Vitamin K Antagonist Oral Anticoagulants
	Abstract
	Background and Objective
	Methods
	Results
	Conclusion

	Introduction
	Methods
	Study Subjects
	Catheter Ablation for Atrial Fibrillation
	Heparin Administration
	Postablation Care and Follow-Up
	Complications
	Statistical Analysis

	Results
	Patient Characteristics
	Procedural Parameters and Ablation Success
	Activated Clotting Time 15 Min After the Initial Bolus Heparin Administration
	Complications
	Safety Outcomes

	Discussion
	Conclusion
	Open Access
	References




