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Atrial Fibrillation (AF) is associated with an increased risk of
thromboembolism due to formation of intracardiac thrombus mostly in
left atrial appendage. Anticoagulant agents are used to reduce the risk
of thromboembolism but have concerning bleeding side effect, making
their use very challenging particularly in patients with high HAS-BLED risk
score. WATCHMAN device (Boston Scientific, St. Paul, Minnesota) is a Left
Atrial Appendage Occlusion (LAAO) device, which was tested in two major
randomized trials. PROTECT AF (Percutaneous Left Atrial Appendage Closure
for Stroke Prophylaxis in Patients with Atrial Fibrillation) trial, and PREVAIL
(Prospective Randomized Evaluation of the WATCHMAN Left Atrial Appendage
Closure Device in Patients with Atrial Fibrillation versus Long Term warfarin
Therapy) trial, both evaluated WATCHMAN device’s safety and efficacy
compared to warfarin. These trials showed WATCHMAN device to be non-
inferior to warfarin. However, patients with history of intracranial hemorrhage
were excluded from these trials due to concern of increased recurrent bleeding
in presence of perioperative use of anticoagulation. Purpose of this review is to
evaluate existing evidence and share our experience of LAAO in this high-risk
population.

Introduction

Atrial fibrillation is the most common clinically manifested
arrhythmia and is associated with complication of cardio-embolic
stroke!. CHA2DS2-VASc score is the risk assessment system used to
calculate the risk for a thromboembolic event in patients with atrial
fibrillation and high-risk score warrants use of anticoagulation?
But patients at very high risk for cardioembolic stroke are also
at high risk for bleeding due to comorbid conditions, making
use of anticoagulants challenging in this population. As 90% of
intracardiac thrombus are formed in the left atrial appendage, LAAO
has demonstrated promising results in randomized clinical trials to
reduce the risk of stroke. In this review article we will discuss LAAO
to prevent thromboembolism in very high bleeding risk group of
patients who were excluded from the pioneer trials of LAAO device.

Anticoagulation in Atrial Fibrillation

Medical conditions such as congestive heart failure, hypertension
and diabetes, and biographic characteristics of being female and age
greater than 65 years are among the factors included in CHA2DS2-
VASc risk scoring system due to their association with higher risk
of embolic event®. Each CHA2DS2-VASc condition represents a risk
factor, and even though the associated embolic risk rate can be
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different among the many study settings and populations
that have been evaluated, collectively, CHA2DS2-VASc
risk score of 22 in men and 23 in women is considered
moderate to high risk and initiation of anticoagulation
is highly recommended*. Traditionally, these patients
have been treated with warfarin. This practice is based
on multiple studies that showed anticoagulation with
warfarin significantly reduce stroke incidence in patients
with CHA2DS2-VASc risk stratification score >2°. Warfarin,
being an oral vitamin K antagonist, has multiple medication
interactions. Therapy may also be affected by change in
diet or even acute illness. Warfarin requires frequent
International Normalized Ratio (INR) monitoring. In
addition, reaching a therapeutic INR level may take up to
days. During this time to prevent thromboembolic events,
patients should receive another anticoagulation agent,
typically alow molecular weight (LMW) heparin, which can
be discontinued once their INR becomes therapeutic®. Due
to warfarin’s challenging dosing and management, non-
vitamin K oral anticoagulants also known as Direct Oral
Anticoagulants (DOAC), have gained popularity. Direct Oral
Anticoagulants have significantly less food and medication
interactions and they do not need any frequent INR
monitoring or bridging therapy. There have been multiple
recent and on-going trials comparing DOAC agents with
warfarin in terms of efficacy and bleeding risk. Apixaban for
Reduction In Stroke and Other Thromboembolic Events in
Atrial Fibrillation (ARISTOTLE), Randomized Evaluation of
Long Term Anticoagulant Therapy With Dabigatran (RE-LY)
and Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition
Compared with Vitamin K Antagonism for Prevention of
Stroke and Embolism Trial in Atrial Fibrillation (ROCKET-
AF) are three pioneer trials that compared DOAC with
warfarin. These trials suggested less bleeding rates with
DOACs compared to warfarin’-. With specific hepatic and
renal function considerations, the 2019 AHA/ACC/HRS
guidelines recommend DOAC agents over warfarin except
in patients with moderate to severe mitral stenosis or any
prosthetic heart valve*. Since the 2019 guidelines DOACs
have gained a lot of interest but there is data that suggests
intracranial hemorrhage remains a major concern even
with the DOACs™.

Intracranial hemorrhage can be as devastating and
fatal as an embolic event and therefore decision of
anticoagulation use in high risk patients is challenging.
HAS-BLED risk assessment system has been used to assess
the bleeding risks in individuals. Interestingly, factors
such as hypertension and age above 65 years are included
both in CHA2DS2-VASc and HAS-BLED scoring systems.
Therefore the same factors that are associated with
increased risk of embolic events are also associated with
increased risk of bleeding. This puzzling issue led to search
for nonpharmacological approaches for thromboembolic
risk reduction.

Left Atrial Appendage

Thrombus formation in atrial fibrillation is believed
to be a consequence of blood stasis. Thromboembolism to
the downstream vascular structure causes tissue damage
with ischemic stroke being the most worrisome outcome.
A meta-analyses study reviewing twenty three separate
studies found that 446 of 3504 (13%) of patients with
rheumatic atrial fibrillation and 222 of 1288 (17%) with
non-rheumatic atrial fibrillation had left atrial thrombus,
thrombus was present in left atrial appendage (LAA)
in 254 of 446 (57%) of patients with rheumatic atrial
fibrillation and in 201 of 222 (91%) of nonrheumatic atrial
fibrillation patients (p < 0.0001)!. Discovery of LAA as an
anatomical site of thrombus formation in AF patients led
to nonpharmacological innovations aimed to mechanically
occlude LAA to prevent embolization of any possible
thrombus formed. The first ever percutaneous left atrial
appendage transcatheter occlusion device used was PLAATO
device in PLAATO (Percutaneous Left Atrial Appendage
Occlusion) trial, in 20012 Soon after, WATCHMAN device
(Boston Scientific, St. Paul, Minnesota) and Amplatzer
Cardiac Plug (StJude Medical) among others were innovated
and used. The PROTECT AF trial done in 2013 compared
WATCHMAN device and warfarin. In this study, total of 707
patients with nonvalvular atrial fibrillation and at least 1 risk
factor (age >75 years, hypertension, heart failure, diabetes,
or prior stroke/transient ischemic attack) were randomized
in a 2:1 ratio to either receiving WATCHMAN device (n=463)
or Warfarin (n=244). Post device implantation warfarin was
continued for about 45 days. After 45 days warfarin in device
group was switched to dual antiplatelet therapy (clopidogrel
and aspirin) for 4.5 months and then aspirin was continued
lifelong. The primary end point of this study was stroke,
systemic embolism and cardiovascular death. The PROTECT
AF trail found the WATCHMAN device to be non-inferior
to warfarin®®. It also showed higher rate of overall adverse
events (about 50 percent of which were pericardial
effusions requiring drainage) in the device implantation
group (5.5%), as compared to warfarin (3.6%), with a
relative risk of 1.53 and confidence interval of 0.95-2.70%,
One year after PROTECT AF trial, in 2014, PREVAIL trial
was conducted to further evaluate safety and efficacy of the
WATCHMAN device. Total of 407 patients were randomized
in a 2:1 ratio to WATCHMAN device group or Warfarin
group. The PREVAIL trial again showed the non-inferiority
of WATCHAMAN device to warfarin and it showed improved
safety outcomes!®. WATCHAMN device was approved in
2015 by United States Food and Drug Administration for
non-valvular AF. In 2017, five-year outcomes of the both
PREVAIL and PROTECT AF trials confirmed these findings
and suggested reduced risk of major bleeding and mortality
in device group compared to warfarin!®. However, patients
with any history of intracranial bleed were excluded from
these trials.
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LAAO Device in Patients with Intracranial Bleed
History

Even though WATCHMAN device does not require long
term anticoagulation therapy to prevent thromboembolism,
patients must still be able to tolerate minimum of 6 weeks
of anticoagulation to prevent device related thrombus.
Due to presumed risk of recurrent bleeding, patients with
intracranial hemorrhage history were not included in any
of the WATCHMAN trials mentioned. Therefore, currently
there is not enough evidence based recommendations
for this high-risk group of patients for thromboembolism
prevention.

In our retrospective observational study done in 2020
we addressed this gap in knowledge. We studied total of
16 patients with non-valvular AF, median CHA2DS2-VASc
score of 4.5 and median HAS-BLED score of 4. All patients
had history of intracranial hemorrhage with 7 (43.7%)
intraparenchymal hemorrhage, 7 (43.7%) subdural
hemorrhage and 2 (12.5%) subarachnoid hemorrhage with
56% being male. These patients have a minimum interval
of more than 60 days between the intracranial hemorrhage
and procedure. All 16 patients had WATCHMAN device
implantation and received anticoagulation therapy for 45
days that was switched to dual antiplatelet therapy for 4.5
months and thereafter aspirin indefinitely. Patients were
followed for longest follow up of 27 months with a mean
follow up of 23 months and no clinical bleeding events were
noted in any of the patients®. There were also no events of
device related thrombus, systemic thromboembolism and
mortality, but the small number is a limitation of this study.

Another study using 38 patients with AF and prior
intracranial bleed showed similar findings of safety with
LAAO device and short-term anticoagulation use. 60%
of patients in this study had intra-parenchymal, 24%
had subdural bleed and 16% had subarachnoid bleed
history. All these patients completed post device short
term anticoagulation therapy with no major bleeding
complications reported up to 13.4 months follow up
period"’.

Safety of LAA device in high risk bleeding patients
was also suggested by a study performed in Netherlands
and published in 2019. This study had 73 patients with
50 (69%) of them having previous intracranial bleeding
history. The rest of patients in study had gastrointestinal
bleeding (18%) or multiple foci of bleeding (22%). Four
nonfatal major bleeding events (5.5%) from 30 days until
35.5 months of follow up were reported, one of which was
intracranial bleed. 6 total ischemic strokes were observed,
resulting in an annualized stroke rate of 2.9% compared
to a calculated expected stroke rate of 6.7%. Overall,
the study concluded that these patients had both lower
ischemic stroke rate and lower recurrent bleeding rates

than expected rates based on their CHA2DS2-VASc and
HAS-BLED scores?®.

Data from Evaluating Real-World Clinical Outcomes
in Atrial Fibrillation patients receiving the WATCHMAN
device published in 2019 also has promising results for
LAAO in patients with history of intracranial bleeding.
Out of 1025 patients, 153 patients had prior history of
intracranial hemorrhage. Use of anticoagulation post
procedure was less as only 11% ofthe 153 patients received
oral anticoagulants; 27% received single antiplatelet or
no antithrombotic, and 62% received dual antiplatelet
agents. The observed stroke, embolism, and bleeding at
2-year follow up were 1.8/100 patient-years (81% RRR),
2.6/100 patient-years (80% RRR), and 1.8/100 patient-
years (67% RRR), respectively. Although there was less
use of oral anticoagulant perioperatively in patients with
intracranial bleed history, these data overall suggest safety
and efficacy of WATCHMAN device implant in this high-risk
population®. There is also an emerging data regarding
the use of short term dual antiplatelet following LAAO.
A recent meta-analysis of 83 observational studies with
12326 patients comparing short term oral anticoagulation
vs dual antiplatelet by Osman et al. reported no difference
in bleeding, stroke, device related thrombus and all-cause
mortality?°.

Conclusion

Left Atrial Appendage closure devices have shown
effectiveness in thromboembolism prevention in large
clinical trials that excluded patients with history of
intracranial bleed due to presumptive risk of bleeding
related to procedure and short-term anticoagulation
therapy. There are small observational studies in addition
to Real-World Clinical Outcomes’ overall data analysis that
suggest LAAO devices could be safe, effective and feasible
in this unique high-risk group of patients.

References

1. Carlos A, Morillo AB. Atrial fibrillation: the current epidemic. ]
Geriatric Cardiology. 2017 Mar; 14(3): 195-203.

2. Steinberg BA. How I use anticoagulation in atrial fibrillation. Blood.
2016; 128: 2891-2898.

3. Nielsen PB, Larsen TB, Skjgth F, et al. Stroke and thromboembolic
event rates in atrial fibrillation according to different guideline
treatment thresholds: A nationwide cohort study. Scientific Reports.
2016; 6: 27410

4. January CT, Wann LS, Calkins H, et al. 2019 AHA/ACC/HRS Focused
Update of the 2014 AHA/ACC/HRS Guideline for the Management of
Patients With Atrial Fibrillation: A Report of the American College
of Cardiology/American Heart Association Task Force on Clinical
Practice Guidelines and the Heart Rhythm Society in Collaboration
With the Society of Thoracic Surgeons. Circulation. 2019;140:e125-
el51

5. Robert G, Hart MD, Lesly A, et al. Meta-analysis: antithrombotic
therapy to prevent stroke in patients who have nonvalvular atrial
fibrillation. Ann Intern Med. 2007; 146(12): 857-867

Page 43 of 44


https://www.ahajournals.org/doi/full/10.1161/CIR.0000000000000665
https://www.ahajournals.org/doi/full/10.1161/CIR.0000000000000665

Hosseini SM, Pecci C, Ajmal M. Left Atrial Appendage Occlusion in Patients with

Non-Valvular Atrial Fibrillation and History of Intracranial Hemorrhage: A Review. J

Cardiol and Cardiovasc Sciences. 2020;4(2):41-44

Journal of Cardiology and Cardiovascular
Sciences

10.

11.

12.

13.

Ansell ], Hirsh ], Hylek E, et al. Pharmacology and management of
the vitamin K antagonists: American College of Chest Physicians
Evidence-Based Clinical Practice Guidelines (8th Edition). Chest.
2008; 133(6 Suppl): 160S.

Granger CB, Alexander JH, McMurray ]], et al. Apixaban versus
warfarin in patients with atrial ibrillation.ARISTOTLE Committees
and Investigators. N Engl ] Med. 2011; 365(11): 981.

Connolly SJ, Ezekowitz MD, Yusuf S, et al. Dabigatran versus warfarin
in patients with atrial fibrillation. RE-LY Steering Committee and
Investigators. NEngl ] Med. 2009; 361(12): 1139. Epub 2009 Aug 30.

Patel MR, Mahaffey KW, Garg ], et al. Investigators Rivaroxaban
versus warfarin in nonvalvular atrial fibrillation. N Engl ] Med. 2011;
365(10): 883. Epub 2011 Aug 10.

Feeney JM, Santone E, DiFiori M, et al. Compared to warfarin, direct oral
anticoagulants are associated with lower mortality in patients with
blunt traumatic intracranial hemorrhage: A TQIP study. The Journal of
Trauma and Acute Care Surgery. 31 Oct 2016; 81(5): 843-848.

Joseph L, Blackshearab MJ. Appendage obliteration to reduce stroke
in cardiac surgical patients with atrial fibrillation. Ann Thoracic Surg.
1996 Feb; 61(2): 755-9.

Sievert H, Lesh MD, Trepels T, et al. Percutaneous left atrial appendage
transcatheter occlusion to prevent stroke in high-risk patients with atrial
fibrillation: early clinical experience. circulation. 2002; 105(16): 1887.

Reddy VY DS. Percutaneous left atrial appendage closure for stroke
prophylaxis in patients with atrial fibrillation. Circulation. 2013 Feb
12;127(6): 720-9.

14.

15.

16.

17.

18.

19.

20.

Holmes DR Jr KS. Prospective randomized evaluation of the
Watchman left atrial appendage closure device in patients with
atrial fibrillation versus long-term warfarin therapy. ] Am Coll
Cardiol. 2014; 64: 1-12.

Reddy VY, Doshi SK, Kar S, et al. 5-Year Outcomes After Left Atrial
Appendage Closure: From the PREVAIL and PROTECT AF Trials
.PREVAIL and PROTECT AF Investigators ] Am Coll Cardiol. 2017;
70(24): 2964. Epub 2017 Nov 4.

Ajmal M, Naik H, Kocheril A. Left Atrial Appendage Closure in Patients
with Intracranial Hemorrhage and Nonvalvular Atrial Fibrillation. ]
Stroke Cerebrovasc Dis. 2020 Apr; 29(4): 104685.

Hutt EWO. Left atrial appendage closure device implantation in
patients with prior intracranial hemorrhage. Heart Rhythm. 2019
May; 16(5): 663-668.

Wintgens LIS, Vorselaars VMM, Klaver MN, et al. Left atrial appendage
closure in atrial fibrillation patients with prior major bleeding or
ineligible for oral anticoagulation. Neth Heart J. 2019 Dec; 27(12):
613-620.

Lucas V, Boersma HI. Evaluating real-world clinical outcomes in atrial
fibrillation patients receiving the WATCHMAN left atrial appendage
closure technology. Circ Arrhythm Electrophysiol. 2019 Apr; 12(4):
e006841.

Mohammed Osman, Tatiana Busu, Khansa Osman, et al. Short-
Term Antiplatelet Versus Anticoagulant Therapy After Left Atrial
Appendage Occlusion: A systematic Review and Meta-Analysis. JACC
Clinical Electrophysiology. 2019 November.

Page 44 of 44


https://www.ncbi.nlm.nih.gov/pubmed/?term=Feeney JM%5BAuthor%5D&cauthor=true&cauthor_uid=27602897
https://www.ncbi.nlm.nih.gov/pubmed/?term=Santone E%5BAuthor%5D&cauthor=true&cauthor_uid=27602897
https://www.ncbi.nlm.nih.gov/pubmed/?term=DiFiori M%5BAuthor%5D&cauthor=true&cauthor_uid=27602897
https://www.ncbi.nlm.nih.gov/pubmed/23325525
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ajmal M%5BAuthor%5D&cauthor=true&cauthor_uid=32057654
https://www.ncbi.nlm.nih.gov/pubmed/?term=Naik H%5BAuthor%5D&cauthor=true&cauthor_uid=32057654
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kocheril A%5BAuthor%5D&cauthor=true&cauthor_uid=32057654
https://www.ncbi.nlm.nih.gov/pubmed/32057654
https://www.ncbi.nlm.nih.gov/pubmed/32057654
https://www.ncbi.nlm.nih.gov/pubmed/30521942
https://www.ncbi.nlm.nih.gov/pubmed/?term=Wintgens LI%5BAuthor%5D&cauthor=true&cauthor_uid=31187455
https://www.ncbi.nlm.nih.gov/pubmed/?term=Vorselaars VM%5BAuthor%5D&cauthor=true&cauthor_uid=31187455
https://www.ncbi.nlm.nih.gov/pubmed/?term=Klaver MN%5BAuthor%5D&cauthor=true&cauthor_uid=31187455
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6890920/
https://www.ncbi.nlm.nih.gov/pubmed/30939908

	Title
	Correspondence
	Abstract
	Introduction
	Anticoagulation in Atrial Fibrillation 
	Left Atrial Appendage
	LAAO Device in Patients with Intracranial Bleed History 
	Conclusion
	References 

