
Introduction

This position statement is based on currently available literature and 
opinions on the use of systemic agents, and the WATCHMAN* device to 
reduce the risk of stroke in patients with non-valvular Atrial Fibrillation.  
AllMed clients and peer reviewers can use this information when making 
decisions regarding the medical necessity of various treatment options. 
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Background

Atrial fibrillation (AF) is the most common sustained arrhythmia and increases the 
risk of ischemic stroke 5-fold.1 AF-related ischemic stroke prevention is clinically and 
economically important because of the significant likelihood of death or serious 
lifelong chronic conditions as well as high healthcare costs.2-4 Thus, the prevention 
of cardioembolic stroke remains clinically and economically important.5 Although 
oral anticoagulation with either warfarin (Coumadin) or factor II/Xa inhibitors 
(NOACs) can significantly reduce the risk of stroke in at-risk patients with AF, these 
medications can cause severe bleeding and related complications.6-9 As an 
alternative to warfarin and NOACs, the WATCHMAN Left Atrial Appendage System 
for Embolic Protection in Patients with AF provides “local” therapy of left atrial 
appendage (LAA) closure for stroke prevention.10

Literature review

Left Atrial Appendage Occlusion - WATCHMAN device

Among patients with nonvalvular atrial fibrillation (AF), the vast majority of 
thrombus material is located within or involves the left atrial appendage (LAA). The 
risk of blood clotting is much higher in patients with AF caused in large part by the 
fibrosis and inflammation found in the left atrium, especially in the LAA. The LAA is 
shaped like a small pouch where blood can collect, and clots can form. An 
estimated 90 percent of left atrial thrombi are located in the LAA.11

Ligation, amputation, or occlusion of the LAA have become common practice in 
preventing blood clots and strokes, especially in treating patients with AF who are 
candidates for but cannot receive oral anticoagulation, or those at high risk of 
bleeding with oral anticoagulation. However, about 10 percent of the source of 
clots is not the LAA; rather, the clot originates from the left atrial cavity, and 
therefore closing/excluding the LAA may not eliminate the risk of embolism.11

AllMed Reviewers

Dr. Jonathan Tardos
Cardiologist and 
Electrophysiologist        
AllMed Peer Reviewer

Dr. Sheila Woodhouse
Cardiologist 
AllMed Peer reviewer

Dr. Eric Diamond  
Senior Associate 
Medical Director

Dr. David Spiro   
Medical Director     
Vice President

* Trademarks™ or register® trademarks are properties of their respective owners. 
Use of them does not imply any affiliation with or endorsement by them.



The PROTECT AF (WATCHMAN Left Atrial Appendage System for Embolic Protection in Patients With AF) 
clinical trial10 compared left atrial appendage (LAA) closure to warfarin for preventing blood clots and 
strokes. The Watchman device proved to be just as effective as warfarin in preventing stroke in nonvalvular 
AF patients with a CHADS2 (congestive heart failure, hypertension, age 75 years, diabetes mellitus, and 
prior stroke or transient ischemic attack) score 1.10

Contraindications to Conventional Anticoagulants

Contraindications for oral anticoagulant use (based on warfarin) in the PROTECT AF Trial10 were categorized 
as: 

1. hemorrhagic/bleeding tendencies defined as: 
a. active peptic ulcer disease or history of overt bleeding of the gastrointestinal, genitourinary, 

or respiratory tract
b. central nervous system hemorrhage, cerebral aneurysms
c. dissection of the aorta
d. pericarditis/pericardial effusions 
e. bacterial endocarditis

2. blood dyscrasias
3. unsupervised patients with dementia or Alzheimer’s and/or high fall risk 
4. other documented reason (including hypersensitivity to warfarin)

The key exclusion criteria included: 10

1. Left ventricular ejection fraction < 30%
2. Intracardiac thrombus/ dense spontaneous contrast by transesophageal echocardiography (TEE)
3. A patent foramen ovale with atrial septal aneurysm
4. Complex atheroma with mobile plaque in the ascending aorta/aortic arch
5. Significant mitral stenosis
6. An existing pericardial effusion >3 mm

Conventional Systemic Anticoagulation Agents

Warfarin

Multiple clinical trials randomizing more than 4000 patients with nonvalvular AF to warfarin, placebo, 
or aspirin have demonstrated that anticoagulation with adjusted-dose warfarin significantly reduces clinical 
stroke risk when compared with placebo.12-17 Overall, adjusted-dose warfarin reduces the risk of stroke by 
two-thirds compared with no anticoagulant therapy, with the expected degree of absolute benefit 
dependent on baseline risk.7,8,12

Modern studies evaluating the absolute risk of stroke in untreated patients have shown a decline from 
about 8 to 4 or 5 percent per year, but the relative risk reduction attributable to antithrombotic therapy is in 
the same range as earlier studies.20, 21

NOACs / DOACs

For those who are candidates for anticoagulation and can tolerate treatment with NOACs / DOACs, each of 
these agents (dabigatran (Pradaxa), rivaroxaban (Xarelto), apixaban (Eliquis), and edoxaban (Savaysa, 
Lixiana) led to similar or lower rates both of ischemic stroke and major bleeding compared to adjusted 
dose warfarin (INR of 2.0 to 3.0) in patients with nonvalvular AF in large randomized trials.22 Additional
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advantages of the NOAC agents include convenience (no requirement for routine testing of the INR), a high 
relative but small absolute reduction in the risk of ICH, lack of susceptibility to dietary interactions, and 
markedly reduced susceptibility to drug interactions.23-26 Disadvantages include lack of efficacy and safety 
data in patients with chronic severe kidney disease, lack of easily available monitoring of blood levels and 
compliance, higher cost, and the potential that unanticipated side effects will subsequently become 
evident. 

At least three meta-analyses have pooled the results from 1) randomized evaluation of long term 
anticoagulant therapy, RE-LY dabigatran (Pradaxa),23,27 2) ARISTOTLE apixaban (Eliquis),25 and 3) ROCKET AF 
(rivaroxaban)24 trials and reached similar conclusions.28-30 NOAC agents compared to warfarin are 
associated with the following:

• A significant reduction of stroke/systemic embolism (odds ratio [OR] 0.85, 95% confidence interval 
[CI] 0.74-0.99; absolute risk reduction, 0.7 percent) and major bleeding (OR 0.86, 95% CI 0.75-0.99; 
absolute risk reduction 0.8 percent)30

• A significant and marked relative reduction in hemorrhagic stroke (relative risk [RR] 0.48, 95% CI 
0.36-0.62) and a significant reduction in all-cause mortality (RR 0.88, 95% CI 0.82-0.96)29

• IA trend toward reduced major bleeding (relative risk 0.86, 95% CI 0.72-1.02 and 0.80, 95% CI 0.63-
1.01)

Summary
The following are cases in which it is reasonable or necessary to use the WATCHMAN device to help prevent 
strokes and blood clots in patients with AF as an alternative to anticoagulants such as NOAC agents or 
warfarin (Coumadin):

• Patients with mechanical heart valves of any type or those with severe mitral stenosis who cannot 
tolerate warfarin. 

• Patients who are unlikely to comply with medications prescribed to them including dabigatran 
(Pradaxa) or apixaban (Eliquis); rivaroxaban (Xarelto) or edoxaban (Savaysa, Lixiana) and cannot 
tolerate warfarin 

• Patients who cannot tolerate warfarin and for whom the NOAC agents are too expensive
• Patients with Stage 3 chronic kidney disease CKD or worse, and cannot tolerate or afford blood 

clotting medications, such as apixaban (Eliquis) or warfarin
• Patients for whom the NOAC agents are contraindicated, including those on enzyme-inducing 

antiepileptic drugs, e.g., phenytoin (Dilantin) and patients who are HIV positive, taking protease 
inhibitor-based antiretroviral therapy and cannot tolerate warfarin

Intolerance to Anticoagulation Agents, Defined

Based on the PROTECT AF study10, the following are definitions of intolerance to anticoagulation agents:

1. hemorrhagic/bleeding tendencies defined as: 
a. active peptic ulcer disease or history of overt bleeding of the gastrointestinal, genitourinary, 

or respiratory tract
b. central nervous system hemorrhage, cerebral aneurysms
c. dissection of the aorta
d. pericarditis/pericardial effusions 
e. bacterial endocarditis   

2. blood dyscrasias 
3. unsupervised patients with dementia or Alzheimer’s and/or high fall risk 
4. other documented reasons, including hypersensitivity to warfarin 
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WATCHMAN Exclusion Criteria, as defined in the PROTECT-AF trial:10

1. Left ventricular ejection fraction < 30%
2. Intracardiac thrombus/ dense spontaneous contrast by transesophageal echocardiography (TEE) 

(images generated using ultrasound)
3. A patent foramen ovale with atrial septal aneurysm 
4. Complex atheroma with mobile plaque in the ascending aorta/aortic arch
5. Significant mitral stenosis
6. An existing pericardial effusion >3 mm

Guidelines

Prevailing 2019 AHA/ACC/HRS guidelines list WATCHMAN as a Class IIb medical device. “Percutaneous Left 
Atrial Appendage Occlusion (LAAO) should be considered for those AF patients at an increased risk of stroke 
who have contraindications to long-term anticoagulation and who are at high risk of thromboembolic 
events.”32
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