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Abstract: Objectives: Antithrombotic therapy for patients undergoing left atrial appendage (LAA) occlusion is contro-
versial. There is no randomized clinical trial to compare the effects of antithrombotic therapy after LAA occlusion. 
We aimed to explore the efficacy and safety of dabigatran and dual antiplatelet therapy after transcatheter LAA 
occlusion. Methods: Patients with persistent atrial fibrillation were randomly assigned to warfarin, dabigatran and 
dual antiplatelet groups equally. Transoesophageal echocardiography (TEE) examination was performed at 45-60 
days postoperatively to determine whether there was residual shunt, device-related thrombosis and LAA occlusion 
device displacement. Thromboembolic and hemorrhagic events were evaluated at the time of follow-up. Results: 
All patients underwent successful LAA occlusion with the Watchman device. There was no statistical difference 
in patient’s characteristics among the three groups. The average follow-up period was 18.7±7.4 months. Three 
patients in the warfarin group, 2 patients in Dabigatran group and 2 patients in dual antiplatelet group developed 
skin ecchymosis. Occluder-related thrombosis was seen in 1 patient in each group. There were no statistically sig-
nificant differences between the groups. Of the 3 patients with occluder thrombosis, 1 patient was switched from 
dual antiplatelet drugs to warfarin, and the other 2 patients had their warfarin and dabigatran therapies respectively 
extended to 6 months. The thrombus disappeared at 6 months by TEE. No postoperative complications, TIA or isch-
emic events occurred during the follow-up period. Conclusions: Dabigatran and dual antiplatelet therapy proved to 
be effective and safe for preventing stroke and device-related thrombosis after left atrial appendage occlusion with 
the Watchman device, without increasing the risk of bleeding.
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Introduction

Atrial fibrillation (AF) is the most common form 
of arrhythmia, with an overall incidence of 0.4% 
to 2%. The incidence increases gradually with 
age; each additional 10 years increase the risk 
by 1.4 times [1]. AF is one of the leading causes 
of ischemic stroke. Previous studies have 
shown that the incidence of stroke is 5 times 
higher in patients with AF than in those without 
AF, regardless of whether it is paroxysmal AF, 
persistent AF, or permanent AF [2]. The mortal-
ity rate is about 3 times higher than that in 
patients without AF. The incidence of stroke in 
patients with AF who did not receive anticoagu-
lation therapy is as high as 25% [3]. At the same 
time, compared to that in non-AF patients, the 

1-year mortality from cardiac stroke is as high 
as AF, and might lead to permanent neurologi-
cal deficits [4].

Many randomized controlled studies have dem-
onstrated that oral anticoagulants are very 
effective in the prevention of stroke caused by 
AF. Warfarin is recognized as an anticoagulant 
that can reduce the risk of AF in patients with 
stroke [5], but requires frequent monitoring of 
international normalized ratio (INR). Besides, 
the patient compliance is poor due to adverse 
effects like gastro-intestinal symptoms, and 
risk of bleeding [6]. Clinical studies have dem-
onstrated that New Oral Anticoagulants (NOAC) 
is better than Warfarin in prevention of stroke 
with AF patients, and does not require frequent 
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monitoring of blood coagulation index [7]. 
However, adverse events like bleeding and 
renal insufficiency might occur and the price is 
more expensive [8-11]. Transcatheter occlu-
sion of the left atrial appendage (LAA) has 
emerged as a new method for the prevention of 
stroke in patients with non-valvular AF. The ben-
efits and safety of the procedure have been 
confirmed by several clinical studies [12-18]. 
The goal of occlusion is to completely close the 
LAA, isolate the source of thrombus and avoid 
the long-term use of anticoagulant drugs. 
However, the procedure involves implanting a 
metallic foreign body, and there is a risk of 
thrombus formation on the surface of the 
occluder before complete endothelialisation of 
LAA occluder. Therefore, antithrombotic thera-
py for patients undergoing left atrial appendage 
occlusion is essential, especially for patients 
with AF who do not tolerate warfarin.

Nowadays, antithrombotic therapy for patients 
undergoing LAA occlusion is controversial [19]. 
There is no randomized clinical trial to compare 
the effects of antithrombotic therapy after LAA 
occlusion. In this study, we compared the effi-
cacy and safety of three different types of anti-
thrombotic therapy after LAA occlusion.

Materials and methods

Study population

A total of 99 consecutive patients with AF 
underwent successful LAA occlusion in our 
hospital from January 1, 2015 to March 31, 
2017. Preoperative evaluation included clinical 
symptoms, AF lasting time, history of hyperten-
sion, coronary heart disease and peripheral 
vascular disease, diabetes, stroke or transient 
ischemic attack (TIA). CHA2DS2-VASc scores 
and HAS-BLED scores were calculated for all 
patients. All patients met the following inclu-
sion and exclusion criteria. Inclusion criteria: 1) 
patients with non-valvular persistent AF; 2)  
age more than 18 years; 3) CHA2DS2-VASc ≥  
2; 4)HAS-BLED ≥ 3. Exclusion criteria: 1) pa- 
tients with valvular heart disease; 2) preopera-
tive transoesophageal echocardiography (TEE) 
revealing a suspicious or definite thrombosis in 
the left atrium or LAA; 3) severe heart failure 
(NYHA IV class); 4) severe liver and renal insuf-
ficiency; 5) acute myocardial infarction. All 
patients provided written informed consent to 
participate in this study, and the institutional 
ethics committee approved the study.

Device

The LAA device adopted in this study was the 
Watchman LAA Occlusion Device and delivery 
system (Boston Scientific, Natick, MA, USA).

Preoperative examination

Routine examination: All patients underwent 
blood, urine, stool routine, liver and kidney 
function, thyroid function, and blood coagu- 
lation tests, in addition to twelve lead syn- 
chronous electrocardiogram (ECG) and X-ray 
radiography.

Transthoracic and transoesophageal echo- 
cardiography: Transthoracic echocardiography 
(TTE) was performed to detect the size of car-
diac chamber and valve. TEE was performed to 
investigate whether there was any LAA throm-
bosis and measure the maximum orifice size 
and depth of the LAA from different angles (0°, 
45°, 90° and 135°) [20].

Patient grouping and medication regimen 

The 99 consecutive patients with non-valvular 
persistent AF were randomly divided into war- 
farin group, Dabigatran group and dual anti-
platelet group equally (n=33). The treatment re- 
gimens were as follows: patients in the Warfar- 
in group received warfarin administration aft- 
er operation, and the INR was maintained be- 
tween 2.0 and 3.0. After 45 days of treatment, 
it was replaced by dual antiplatelet therapy 
(aspirin 100 mg and clopidogrel 75 mg) to 6 
months, followed by aspirin (100 mg/day). pa- 
tients in the Dabigatran group received da- 
bigatran administration after operation (110 to 
150 mg, twice daily; the dosage based on 
patients’ age and renal function status) for  
45 days, followed by 45 days to 6 months of 
dual antiplatelet therapy (aspirin 100 mg and 
clopidogrel 75 mg) and followed by aspirin  
(100 mg/day). Patients in the Dual antiplate- 
let group received dual antiplatelet therapy 
(aspirin 100 mg and clopidogrel 75 mg) for 6 
months after operation, followed by aspirin 100 
mg/day.

Left atrial appendage occlusion

Preoperative preparation: All patients provided 
written informed consent to participate in this 
study, and the institutional ethics committee 
approved the study protocol.
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Left atrial appendage occlusion: The operation 
was performed under general anaesthesia with 
TEE monitoring according to our previous study 
[21]. The catheter was inserted through the 
right femoral vein and the pulmonary arterial, 
right ventricular and right atrial pressures were 
measured. After successful puncture of the 
atrial septum, the catheter was pushed into left 
atrium. Then, the specialized Watchman LAA 
access sheath was replaced into the LAA. LAA 
angiography was conducted through a pigtail 
catheter at right anterior oblique (RAO) 30° + 
cranial angulation 20° and RAO 30° + caudal 
angulation 20° to measure the maximum ori-
fice size and depth of the LAA, respectively. The 
occlusion device should be 4-6 mm greater 
than the maximum orifice size of the LAA in 
combination with the results of LAA angiogra-
phy and TEE.

Then, the selected occluder is delivered to  
the LAA along the delivery sheath and LAA an- 
giography and TEE from multiple angles were 
performed to lacate the position of the LAA 
occlusion. A traction test was performed to 
assess the stability and effectiveness of the 
LAA occlusion device (no residual shunting or 

determine whether there was residual shunt, 
device-related thrombosis and LAA occlusion 
device displacement. Warfarin group should be 
regularly measured INR value. 

Statistical analysis

Data was presented as the mean ± standard 
deviation. Analysis of variance and the X2 test 
were adopted with SPSS software (version 13; 
SPSS Inc; Chicago, IL). p < 0.05 was considered 
to be statistical significant.

Results 

Basic characteristics of patients

A total of 99 patients with persistent AF were 
enrolled, including 46 males and 53 females, 
with a mean age of 68.3±9.0 (51-82) years.  
The mean AF duration was 3.2±3.3 years. The 
major co-morbidities included 64 patients of 
hypertension, 82 patients of coronary heart 
disease (CHD) or peripheral vascular disease, 
25 patients of diabetes mellitus, and 34 pa- 
tients of stroke or TIA history. The CHA2DS2-
VASc score was 4.4±1.4, and the HAS-BLED 
score was 3.2±0.4. Table 1 shows the basic 

Table 1. The basic characteristics of the patients

Warfarin group Dabigatran group Dual antiplatelet 
group

Sex (male) 15 16 15
Age 70.0±8.6 66.8±9.0 69.0±7.8
AF time 3.2±4.4 3.0±2.8 3.3±2.3
HBP 22 (66.7%) 21 (63.6%) 21 (63.6%)
DM 9 (27.3%) 8 (24.2%) 8 (24.2%)
Stroke or TIA 12 (36.4%) 11 (33.3%) 11 (33.3%)
CHA2DS2VASc 4.5±1.5 4.3±1.4 4.4±1.4
HASBLED 3.3±0.5 3.2±0.4 3.1±0.3
AF, atrial fibrillation; HBP, high blood pressure; DM, diabetes mellitus; TIA, tran-
sient ischemic attack.

Table 2. Comparison of LAA occlusion data
Warfarin 

group Dabigatran group Dual antiplatelet 
group

LAA Width 20.3±3.1 19.6±2.3 (P=0.15) 20.5±2.7 (P=0.40)
LAA Depth 27.8±3.3 28.2±2.5 (P=0.30) 28.9±2.5 (P=0.08)
Occluder size 27.0±3.0 27.1±3.6 (P=0.46) 26.8±3.2 (P=0.41)
Compression ratio 22.1±6.8 22.0±3.9 (P=0.48) 20.8±7.2 (P=0.27)
Residual shunt 4 3 (P > 0.05) 3 (P > 0.05)
LAA, left atrial appendage.

residual shunting below 5 mm). 
After confirming that the posi-
tion of the LAA occlusion devi- 
ce is appropriate, the occlusion 
device was released.

Postoperative treatment

Postoperative medication was 
administered according to the 
regimens for warfarin group, 
Dabigatran group and dual anti-
platelet group respectively. All 
patients were administered low 
molecular weight heparin on the 
day of operation and the follow-
ing morning.

Follow-up

All patients were followed up 
after 3, 30, 45-60, 90, 180 and 
360 days. The symptoms (st- 
roke, TIA, bleeding complica-
tions), heart rate, ECG and TTE 
were recorded during follow up. 
TEE examination was performed 
45-60 days postoperatively to 
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characteristics of the patients. There was no 
significant difference in gender, age, AF dura-
tion, co-morbidities, CHA2DS2-VASc score and 
HAS-BLED score between the 3 groups (P > 
0.05).

Comparison of data of left atrial appendage 
occlusion between the three groups

Table 2 shows the comparative data of the 
occlusion in all the three groups. There was no 
significant difference between the three groups 
with respect to the maximum diameter and 
depth of the LAA, size of the occluder, compres-
sion rate and the residual shunt after occlusion 
(P > 0.05). 

Follow-up

All patients were followed-up for more than 6 
months, with an average follow-up period of 

18.7±7.4 (6-33) months. The INR value of pa- 
tients in the warfarin group was 2.3±0.2, and 
all patients in Dabigatran group received an 
average dose of 290.3±26.5 mg. During the 
treatment, 3 patients of skin ecchymosis were 
seen in the warfarin group, and 2 patients each 
in the Dabigatran and dual antiplatelet groups; 
however, there was no significant difference 
among the three groups (P > 0.05). There were 
7 patients of residual shunt after operation, of 
which 4 obliterated within 48-72 h after opera-
tion, 2 obliterated in 45-60 days postoperative-
ly, and 1 obliterated after 6 months.

TEE was performed at 45-60 days after trans-
catheter occlusion, showed that no patient had 
occluder shift. There were 3 cases of occluder 
associated thrombosis (Figure 1), and 1 patient 
in each group. There was no statistically signifi-
cant difference between the groups (P > 0.05). 
Of the 3 patients with occluder associated 

Figure 1. Thrombosis in the left atrial appendage occlude. A, B: Two dimensional ultrasound showed thrombus of 
the left atrial appendage occluder (arrow). C, D: Three dimensional ultrasound showed thrombosis of the left atrial 
appendage occluder (arrow).
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thrombosis, 1 patient in the dual antiplatelet 
group was switched to warfarin anticoagulant 
therapy, while the duration of warfarin and dab-
igatran therapy was extended to 6 months in 
another 2 patients. A follow-up TEE after 6 
months showed no occluder related thrombo-
sis. No stroke, TIA, or other thromboembolic 
events occurred during follow-up. The charac-
teristics of the patients with thrombosis on the 
LAA occluder are shown in Table 3.

Discussion

Based on current practice and clinical research, 
accompanied by advancement in LAA occlu-
sion devices and substantial experience with 
them, LAA occlusion can be considered as one 
of the important measures to prevent thrombo-
embolic events in patients with AF. LAA occlu-
sion can be used as an alternative treatment 
for patients with non-valvular AF who are at 
high risk for thromboembolic events, such as 
long-term treatment contraindications, or inef-
fective treatment, or those at risk of bleeding 
[22]. The 2016 European Society of Cardiology 
(ESC) AF guidelines on indications for LAA 
occlusion placed emphasis on its benefits for 
the treatment of patients with contraindica-
tions to long-term oral anticoagulant therapy 
[23]. However, after successful implantation of 
the LAA occluder, it is essential to prevent 
thrombosis of the occluder, without increasing 
the risk of bleeding.

There are three stages of antithrombotic thera-
py after LAA occlusion [24]. The first stage is 
the period of 45 days after operation. This is 
the most critical period as rapid endothelialisa-
tion of the occluder. Some people advocate 
anticoagulation therapy with warfarin or NOAC, 
however, some people advocate dual antiplate-
let therapy. The aim is to prevent occluder 
thrombosis. The second stage is the period of 
45 days to 6 month after operation. If no throm-
bus is detected by TEE, dual antiplatelet thera-

py is recommended for 6 months. The third 
stage is the period after 6 month. Oral enteric-
coated aspirin is recommended for long-term 
treatment. Currently, there is no consensus on 
the drugs to be administered during first stage 
therapy. Our study compared three therapeutic 
regimens with warfarin, Dabigatran and dual 
antiplatelet therapy after LAA occlusion.

Two randomized clinical studies of PROTECT  
AF and PREVAIL on Watchman LAA occluder 
have been published. They compared the effi-
cacy of LAA occlusion and warfarin in the pre-
vention of stroke. Results showed that LAA 
occlusion was non-inferior to warfarin in pre-
venting stroke, transient cerebral ischemia, 
systemic embolism and cardiovascular death. 
In these studies, patients received warfarin 
and aspirin (75 mg/day) for 45 days, followed 
by clopidogrel and aspirin (75 mg/day each) 
dual antiplatelet therapy for 6 months, followed 
by antiplatelet therapy with aspirin for life. In 
the PREVAIL study, 99.3% of patients discontin-
ued warfarin. TEE performed 45 days after LAA 
occlusion revealed thrombosis in 3.4% patients. 
Additionally, in the first 6 weeks of treatment 
with warfarin and aspirin, bleeding complica-
tions occurred in 6 patients, with an estimated 
annual haemorrhage rate of 10.5%. During fol-
low-up, 3 (0.6%) patients receiving dual anti-
platelet therapy had bleeding complications (an 
annual rate of about 1.6%). This suggests that 
anticoagulation therapy after operation is asso-
ciated with bleeding events, especially during 
the early stage following LAA occlusion [25]. 
Our study also observed that the incidence of 
bleeding after warfarin therapy was 9% higher 
than that of the dual antiplatelet group and the 
Dabigatran group, but there was no significant 
difference between the three groups (P > 0.05).

Consistent with the AF guidelines, LAA occlu-
sion was performed in patients with AF who 
were unable to tolerate oral anticoagulants. 
Due to the high risk of bleeding in such patients, 

Table 3. The characteristics of the patients with thrombosis on the LAA occluder

 Sex Age AF 
time CHA2DS2VASc Maximum thrombus 

size by TEE
Residual 

shunt
Morphology of 

LAA
Dabigatran group Male 77 3 7 8.8*7.8 0 Cactus
Dual antiplatelet group Female 67 1 4 10*6.2 2.6 Cauliflower
Warfarin group Female 68 2 4 13*9 0 Cauliflower
LAA, left atrial appendage; AF, atrial fibrillation; TEE, transesophageal echocardiography.
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reduced use of antithrombotic drugs is neces-
sary. A number of clinical trials have demon-
strated the efficacy of dual antiplatelet therapy 
for 6 months, in patients with intolerance to 
oral anticoagulants after implantation of the 
Watchman occluder [26-28]. But there were no 
randomized clinical trials on such patients cur-
rently, only observational studies. Represen- 
tative studies are PLAATO and ASAP studies. In 
the PLAATO study, due to the relative contrain-
dication for oral anticoagulants, patients with 
LAA occlusion were treated with clopidogrel 
and aspirin dual antiplatelet drugs for 4-6 
weeks, and then switched to aspirin for life [29, 
30]. After 1 month or 6 months of follow-up, no 
occlusion thrombosis was detected by TEE. In 
the ASAP study, a prospective cohort of 150 
valvular AF patients with CHADS2 score more 
than one, and contraindication for warfarin 
were included. Watchman LAA occlusion devic-
es were placed as per the standard protocol 
and the success rate was 94% (141/150). The 
patients were treated with clopidogrel and aspi-
rin for 6 months after operation. The average 
follow-up duration was 14.2 months, and 93 
patients were followed up for more than 1 year. 
During the follow-up period, 6 patients (4%) 
developed occlusion thrombosis, of which 1 
had a stroke. In the other 5 patients with throm-
bosis of the occluder, low molecular weight 
heparin was used for 4-8 weeks after throm-
bolysis (1 patient had spontaneous dissolu-
tion). During the first 6 months of follow-up, 
bleeding complications occurred in all 5 
patients, with an estimated annual bleeding 
rate of 6.6%. In our study, we also observed 
that the incidence of bleeding with dual anti-
platelet group was 6%. However, there was no 
significant difference between the three groups 
(P > 0.05). For patients with contraindication 
for oral anticoagulants, it is important to admin-
ister short-term antiplatelet therapy after oper-
ation to prevent thrombosis of the occluder.

There were some limitations in our study. First, 
the number of patients is relatively small. In 
addition, the follow-up time needs to be further 
extended. 

In our study, there was no statistical difference 
in thromboembolic and hemorrhagic events  
for three antithrombotic therapies during 45 
days after LAA occlusion. Dabigatran and dual 
antiplatelet therapies are proved to be effec-
tive and safe for preventing stroke and device-
related thrombosis after left atrial appendage 

occlusion with the Watchman device, without 
increasing the risk of bleeding.

Disclosure of conflict of interest

None.

Address correspondence to: Huakang Li, Depart- 
ment of Cardiology, Southwest Hospital, The Third 
Military Medical University, 30 Gaotanyan, Sh- 
apingba, Chongqing 400038, China. Tel: +86 139- 
83167113; E-mail: lihuakang1980@163.com

References

[1] Singh IM and Holmes DR Jr. Left atrial append-
age closure. Curr Cardiol Rep 2010; 12: 413-
421.

[2] Stewart S, Hart CL, Hole DJ and McMurray JJ. 
Population prevalence, incidence, and predic-
tors of atrial fibrillation in the renfrew/paisley 
study. Heart 2001; 86: 516-521.

[3] Go AS, Hylek EM, Borowsky LH, Phillips KA, 
Selby JV and Singer DE. Warfarin use among 
ambulatory patients with nonvalvular atrial fi-
brillation: the anticoagulation and risk factors 
in atrial fibrillation (ATRIA) study. Ann Intern 
Med 1999; 131: 927-934.

[4] Lloyd-Jones D, Adams R, Carnethon M, De Sim-
one G, Ferguson TB, Flegal K, Ford E, Furie K, 
Go A, Greenlund K, Haase N, Hailpern S, Ho M, 
Howard V, Kissela B, Kittner S, Lackland D, 
Lisabeth L, Marelli A, McDermott M, Meigs J, 
Mozaffarian D, Nichol G, O’Donnell C, Roger V, 
Rosamond W, Sacco R, Sorlie P, Stafford R, 
Steinberger J, Thom T, Wasserthiel-Smoller S, 
Wong N, Wylie-Rosett J, Hong Y; American 
Heart Association Statistics Committee and 
Stroke Statistics Subcommittee. Heart disease 
and stroke statistics--2009 update: a report 
from the American heart association statistics 
committee and stroke statistics subcommit-
tee. Circulation 2009; 119: 480-486.

[5] Mant J, Hobbs FD, Fletcher K, Roalfe A, 
Fitzmaurice D, Lip GY, Murray E; BAFTA investi-
gators; Midland Research Practices Network 
(MidReC). Warfarin versus aspirin for stroke 
prevention in an elderly community population 
with atrial fibrillation (the birmingham atrial fi-
brillation treatment of the aged study, BAFTA): 
a randomised controlled trial. Lancet 2007; 
370: 493-503.

[6] McCormick D, Gurwitz JH, Goldberg RJ, Becker 
R, Tate JP, Elwell A and Radford MJ. Prevalence 
and quality of warfarin use for patients with 
atrial fibrillation in the long-term care setting. 
Arch Intern Med 2001; 161: 2458-2463.

[7] Dentali F, Riva N, Crowther M, Turpie AG, Lip GY 
and Ageno W. Efficacy and safety of the novel 
oral anticoagulants in atrial fibrillation: a sys-

mailto:lihuakang1980@163.com


Dabigatran and dual antiplatelet therapy after LAA occlusion

9825 Int J Clin Exp Med 2018;11(9):9819-9826

tematic review and meta-analysis of the litera-
ture. Circulation 2012; 126: 2381-2391.

[8] Maura G, Blotiere PO, Bouillon K, Billionnet C, 
Ricordeau P, Alla F and Zureik M. Comparison 
of the short-term risk of bleeding and arterial 
thromboembolic events in nonvalvular atrial fi-
brillation patients newly treated with dabiga-
tran or rivaroxaban versus vitamin K antago-
nists: a French nationwide propensity-matched 
cohort study. Circulation 2015; 132: 1252-
1260.

[9] Sander R. Dabigatran versus warfarin in pa-
tients with atrial fibrillation. Nurs Older People 
2017; 29: 11.

[10] Sherwood MW, Nessel CC, Hellkamp AS, Ma-
haffey KW, Piccini JP, Suh EY, Becker RC, Sing-
er DE, Halperin JL, Hankey GJ, Berkowitz SD, 
Fox KAA and Patel MR. Gastrointestinal bleed-
ing in patients with atrial fibrillation treated 
with rivaroxaban or warfarin: rocket AF trial. J 
Am Coll Cardiol 2015; 66: 2271-2281.

[11] Wychowski MK and Kouides PA. Dabigatran-
induced gastrointestinal bleeding in an elderly 
patient with moderate renal impairment. Ann 
Pharmacother 2012; 46: e10.

[12] Belgaid DR, Khan Z, Zaidi M and Hobbs A. Pro-
spective randomized evaluation of the watch-
man left atrial appendage closure device in 
patients with atrial fibrillation versus long-term 
warfarin therapy: the prevail trial. Int J Cardiol 
2016; 219: 177-179.

[13] Boersma LV, Schmidt B, Betts TR, Sievert H, 
Tamburino C, Teiger E, Stein KM and Berg-
mann MW. EWOLUTION: design of a registry to 
evaluate real-world clinical outcomes in pa-
tients with AF and high stroke risk-treated with 
the WATCHMAN left atrial appendage closure 
technology. Catheter Cardiovasc Interv 2016; 
88: 460-465.

[14] Hara H. Percutaneous left atrial appendage 
closure for non-valvular atrial fibrillation. Circ J 
2016; 80: 1097-1099.

[15] Main ML, Fan D, Reddy VY, Holmes DR, Gordon 
NT, Coggins TR, House JA, Liao L, Rabineau D, 
Latus GG, Huber KC, Sievert H, Wright RF, 
Doshi SK and Douglas PS. Assessment of de-
vice-related thrombus and associated clinical 
outcomes with the watchman left atrial ap-
pendage closure device for embolic protection 
in patients with atrial fibrillation (from the pro-
tect-AF trial). Am J Cardiol 2016; 117: 1127-
1134.

[16] Masoudi FA. The evolution of left atrial ap-
pendage occlusion: ewolution and the watch-
man in practice. Eur Heart J 2016; 37: 2475-
2477.

[17] Reddy VY, Mobius-Winkler S, Miller MA, Neuzil 
P, Schuler G, Wiebe J, Sick P and Sievert H. 
Left atrial appendage closure with the Watch-

man device in patients with a contraindication 
for oral anticoagulation: the ASAP study (ASA 
plavix feasibility study with watchman left atri-
al appendage closure technology). J Am Coll 
Cardiol 2013; 61: 2551-2556.

[18] Reddy VY, Sievert H, Halperin J, Doshi SK, Bu-
chbinder M, Neuzil P, Huber K, Whisenant B, 
Kar S, Swarup V, Gordon N, Holmes D; PRO-
TECT AF Steering Committee and Investiga-
tors. Percutaneous left atrial appendage clo-
sure vs warfarin for atrial fibrillation: a 
randomized clinical trial. JAMA 2014; 312: 
1988-1998.

[19] Bosche LI, Afshari F, Schone D, Ewers A, Mug-
ge A and Gotzmann M. Initial experience with 
novel oral anticoagulants during the first 45 
days after left atrial appendage closure with 
the watchman device. Clin Cardiol 2015; 38: 
720-724.

[20] Wunderlich NC, Beigel R, Swaans MJ, Ho SY 
and Siegel RJ. Percutaneous interventions for 
left atrial appendage exclusion: options, as-
sessment, and imaging using 2D and 3D echo-
cardiography. JACC Cardiovasc Imaging 2015; 
8: 472-488.

[21] Li H, Qingyao, Bingshen, Shu M, Lizhong, Wang 
X and Song Z. Application of 3D printing tech-
nology to left atrial appendage occlusion. Int J 
Cardiol 2017; 231: 258-263.

[22] Meier B, Blaauw Y, Khattab AA, Lewalter T, 
Sievert H, Tondo C and Glikson M. EHRA/EAPCI 
expert consensus statement on catheter-
based left atrial appendage occlusion. EuroIn-
tervention 2015; 10: 1109-1125.

[23] Sievert H, Lesh MD, Trepels T, Omran H, Bar-
torelli A, Della Bella P, Nakai T, Reisman M, Di-
Mario C, Block P, Kramer P, Fleschenberg D, 
Krumsdorf U and Scherer D. Percutaneous left 
atrial appendage transcatheter occlusion to 
prevent stroke in high-risk patients with atrial 
fibrillation: early clinical experience. Circula-
tion 2002; 105: 1887-1889.

[24] Tilz RR, Potpara T, Chen J, Dobreanu D, Larsen 
TB, Haugaa KH and Dagres N. Left atrial ap-
pendage occluder implantation in Europe: indi-
cations and anticoagulation post-implantation. 
Results of the European heart rhythm associa-
tion survey. Europace 2017; 19: 1737-1742.

[25] Block PC, Burstein S, Casale PN, Kramer PH, 
Teirstein P, Williams DO and Reisman M. Per-
cutaneous left atrial appendage occlusion for 
patients in atrial fibrillation suboptimal for war-
farin therapy: 5-year results of the PLAATO 
(percutaneous left atrial appendage transcath-
eter occlusion) study. JACC Cardiovasc Interv 
2009; 2: 594-600.

[26] Kirchhof P, Benussi S, Kotecha D, Ahlsson A, 
Atar D, Casadei B, Castella M, Diener HC, 
Heidbuchel H, Hendriks J, Hindricks G, Manolis 



Dabigatran and dual antiplatelet therapy after LAA occlusion

9826 Int J Clin Exp Med 2018;11(9):9819-9826

AS, Oldgren J, Popescu BA, Schotten U, Van 
Putte B, Vardas P; ESC Scientific Document 
Group. 2016 ESC Guidelines for the manage-
ment of atrial fibrillation developed in collabo-
ration with EACTS. Eur Heart J 2016; 37: 2893-
2962.

[27] Lund J, Saraste A and Airaksinen KE. Percuta-
neous left atrial appendage closure with mini-
mal antithrombotic treatment in patients at 
very high risk of bleeding events. Thromb Res 
2012; 130: e194-195.

[28] Schmidt B and Chun KR. Antithrombotic thera-
py after left atrial appendage closure. Expert 
Rev Cardiovasc Ther 2015; 13: 105-109.

[29] Danna P, Proietti R, Sagone A, Arensi A, Viecca 
M, Rago A and Russo V. Does left atrial ap-
pendage closure with a cardiac plug system 
reduce the stroke risk in nonvalvular atrial fi-
brillation patients? A single-center case series. 
Pacing Clin Electrophysiol 2013; 36: 347-353.

[30] Urena M, Rodes-Cabau J, Freixa X, Saw J, Webb 
JG, Freeman M, Horlick E, Osten M, Chan A, 
Marquis JF, Champagne J and Ibrahim R. Per-
cutaneous left atrial appendage closure with 
the amplatzer cardiac plug device in patients 
with nonvalvular atrial fibrillation and contrain-
dications to anticoagulation therapy. J Am Coll 
Cardiol 2013; 62: 96-102.


