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Abstract RN
Background: This study aims to analyze and evaluate the difference in efficacy between left atrial appendage closure (LAAC) and \
oral anticoagulants (OA) in preventing stroke in patients with non-valvular atrial fibrillation (NVAF) through the method of meta-
analysis. The purpose is to provide for the prevention of stroke in patients with NVAF valuable treatment guidance.

Methods: This study is a comprehensive collection of randomized controlled studies of LAAC and OA in the prevention of stroke in
patients with NVAF, and searches PubMed, Embase, the Cochrane Library, Web of Science, CNKI, SinoMed, VIP Database,
WANFANG Database, and other Chinese and English databases by combining subject words with free words, and the retrieval time
is from the establishment of each database to June 1, 2021. At the same time, searching the included literature and literature of
related reviews by manual. Two researchers independently conduct literature screening and quality evaluation. Statistical software
RevMan 5.3 and Stata 12.0 were used for meta-analysis.

Results: This study evaluating the difference in efficacy between LAAC and OA in preventing stroke in patients with NVAF will be
published in high-quality medical academic journals.

Conclusion: This study will give the best treatment strategy to prevent stroke in patients with NVAF, and provide some reference
for clinical medical staff.
OSF registration number: DOI 10.17605/0OSF.I0/2UXPA (https://osf.io/2uxpa).

Abbreviations: |AAC = left atrial appendage closure, OA = oral anticoagulants, NVAF = non-valvular atrial fibrillation.

Keywords: left atrial appendage closure, meta-analysis, non-valvular atrial fibrillation, oral anticoagulants, stroke

DYY and YDJ have contributed equally to this studly.

This work is supported by the Three-year Action Plan for Shanghai TCM Development (2018-2020): Project of the Service Capacity Building of the Department of
Preventive Treatment of Disease (No. ZY (2018-2020)-ZWB-1001).

The authors have no confiicts of interest to disclose.

The datasets generated during and/or analyzed during the current study are publicly available.

@ Department of Pharmacy, Chongming Branch of Xinhua Hospital Affilated to Shanghai Jiao Tong University School of Medicine, No. 25 Nanmen Road, Chenggiao
Town, Chongming District, Shanghai, China, © Department of Information, Chongming Branch of Xinhua Hospital Affiliated to Shanghai Jiao Tong University School of
Medicine, No. 25 Nanmen Road, Chenggiao Town, Chongming District, Shanghai, China, © Department of Spleen and Stomach Diseases, Longhua Hospital Affiliated
to Shanghai University of Traditional Chinese Medicine, No. 725 South Wanping Road, Xuhui District, Shanghai, China, ° Department of Internal Medicine of Traditional
Chinese Medicine, Chongming Branch of Xinhua Hospital Affiliated to Shanghai Jiao Tong University School of Medicine, No. 25 Nanmen Road, Chenggiao Town,
Chongming District, Shanghai, China.

) Correspondence: Jing Wang, Department of Internal Medicine of Tradlitional Chinese Medicine, Chongming Branch of Xinhua Hospital Affiliated to Shanghai Jiao Tong
University School of Medicine, No. 25 Nanmen Road, Chenggiao Town, Chongming District, Shanghai 202150, China (e-mail: wangjing_tcm®@aliyun.com).

Copyright © 2021 the Author(s). Published by Wolters Kluwer Health, Inc.

This is an open access article distributed under the Creative Commons Attribution License 4.0 (CCBY), which permits unrestricted use, distribution, and reproduction in
any medium, provided the original work is properly cited.

How to cite this article: Yue D, Jiang Y, Yang Z, Cao L, Huo L, Wang J. Comparison of the effects of left atrial appendage closure and oral anticoagulants in preventing
stroke in patients with non-valvular atrial fibrillation: A protocol for systematic review and meta-analysis. Medicine 2021;100:37(€27251).

Received: 27 August 2021 / Accepted: 30 August 2021

http://dx.doi.org/10.1097/MD.0000000000027251


https://orcid.org/0000-0003-2294-9981
https://orcid.org/0000-0003-2294-9981
https://osf.io/2uxpa
mailto:wangjing_tcm@aliyun.com
http://dx.doi.org/10.1097/MD.0000000000027251

Yue et al. Medicine (2021) 100:37

1. Introduction

Atrial fibrillation (AF) is the most common arrhythmia symptom
in clinic. 3% to 5% of people over 65 years old are affected by
atrial fibrillation, and their prevalence and incidence rate increase
with age."*! Due to the changes of electrical activity, mechanical
activity, nerve conduction, and other mechanisms in patients with
atrial fibrillation, the heart produces ineffective contraction and
the decline of ejection ability. At the same time, atrial fibrillation
can change hemodynamics. Abnormal hemodynamics makes it
easy to produce thrombus or plaque shedding, which leads to
systemic embolism. Embolic stroke is one of its serious
complications.®5! The formation of thrombus is the link that
causes non-valvular atrial fibrillation (NVAF) to become a major
risk cause of stroke. According to reports, about 90% of the
thrombus in NVAF patients is formed in the left atrial appendage,
but the etiology of thrombosis in the left atrial appendage is not
clear.!®”! Therefore, the focus of stroke prevention in NVAF
patients is how to prevent thrombosis, which is what we often call
anticoagulation therapy. Although oral anticoagulants (OA) are
currently the standard plan to prevent stroke in NVAF patients,
due to various reasons such as bleeding risk, compliance, and
cost, especially elderly patients with atrial fibrillation have poor
compliance with anticoagulants. However, 50% of patients are
still considered unsuitable for OA.[**! For patients with atrial
fibrillation who are at high risk of bleeding or cannot tolerate
OA, left atrial appendage closure (LAAC) is an alternative
therapy to reduce the risk of thromboembolic events. The 2019
AHA Guidelines for the Management of Patients with Atrial
Fibrillation and the 2020 ESC Guidelines for the Diagnosis and
Management of Atrial Fibrillation clearly point out that LAAC is
particularly suitable for patients with NVAF who are at high risk
of stroke and have contraindications to long-term anticoagula-
tion therapy.%!

Although there are increasing clinical studies on the prevention
of stroke in NVAF patients by LAAC, there is a lack of evidence-
based medical evidence. The purpose of this study is to analyze
and evaluate the efficacy of LAAC and OA in the prevention of
stroke in patients with NVAF through systematic evaluation and
meta-analysis, so as to provide guidance for selecting appropriate
methods to prevent stroke in patients with NVAF.

2. Methods

2.1. Protocol registration

OSF  registration number: DOI 10.17605/OSF.IO/2UXPA
(https://osf.io/2uxpa). August 17, 2021.

2.2. Inclusion and exclusion criteria
2.2.1. Types of studies. A comprehensive collection of

randomized controlled studies on the clinical efficacy of LAAC
and OA in preventing stroke in patients with NVAF. The
publication language of the literature is set to Chinese or English.

2.2.2. Types of participants. Patients with NVAF confirmed by
clinical diagnosis.

2.2.3. Inclusion criteria.

(1) The subjects were patients with atrial fibrillation indicated by
electrocardiogram.

(2) The experimental group was patients with LAAC, and the
control group was patients with oral anticoagulants.
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(3) There are detailed outcome indicators. The outcome
indicators include at least the following 3 items: ischemic
stroke, hemorrhagic stroke, peripheral vascular embolism
events, total bleeding events, cardiovascular events, etc.

2.2.4. Exclusion criteria.

(1) Does not meet the inclusion criteria.

(2) There are no above outcome indicators, insufficient original
data, or no full-text literature.

(3) The literature type collected does not meet the requirements
non-randomized controlled studies, reviews, case reports,
animal experiments, etc.

2.2.5. Interventions. Control group: OA were used alone to
prevent stroke in patients with NVAF. Experimental group:
LAAC was used alone to prevent stroke in patients with NVAF.
All patients were given the necessary basic treatment.

2.3. Types of outcome measures

The main outcome indicators: ischemic stroke, peripheral
vascular embolism events, cardiovascular events. The secondary
outcome indicators: hemorrhagic stroke, massive hemorrhage,
all-cause death, and sudden cardiac death.

2.4. Search strategy

Using the computer to search PubMed, Embase, the Cochrane
library, Web of Science, CNKI, SinoMed, VIP Database,
WANFANG Database, screening the related literature from
the establishment of databases to June 1, 2021. After the
literature retrieval completes, carefully reading the relevant
review or similar references cited by meta-analysis research
institute, searching the references to avoid search omissions. The
retrieval method is developed by combining mesh subject words
with free words and Boolean logic operators, the subject words
and free words are queried through the PubMed database.

2.5. Data collection and analysis

Two researchers strictly follow the inclusion and exclusion criteria,
search independently according to the designed retrieval strategy,
browse the title and abstract, select relevant literature and
exclude obviously unrelated literature, read the full text of the
literature that may meet the inclusion criteria, determine whether
to include the study and crosscheck. In case of disagreement,
both parties should discuss or consult the third researcher. Data
extraction included: basic information of literature, intervention
measures and intervention time, and outcome indicators. The
flow chart of literature screening is shown in Figure 1.

2.6. Risk of bias assessment

Conducting the bias risk evaluation to the selected literature
based on the method recommended by Coachrane Reviewe’s
Handbook 5.1.0 and its results are reported.'”! The quality
assessment is independently assessed by the 2 researchers, and if
consensus could not be reached, it is discussed with the third
researcher. Each of the 7 indicators is classified into 3 levels (i.e.,
low-level bias risk, unclear bias risk, high-level bias risk). Finally,
the evaluation results are input into Revman 5.3 software to draw
a summary chart of bias risk.
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Figure 1. Flow chart of literature screening.

2.7. Statistical analysis
2.7.1. Data synthesis. Using RevMan 5.3 software to conduct

meta-analysis on the collected data. The second classification
variable uses odds ratios and 95% CI for data analysis, and the
continuous variable uses mean difference and 95% confidence
interval for data analysis. Heterogeneity is evaluated using x*

and I?, when I?<50% heterogeneity is small, through a fixed
effect model to analyze the extracted data, when I*>50%
heterogeneity is greater, through a random effect model to
analyze the extracted data. Subgroup analysis or sensitivity
analysis can be performed when the heterogeneity of the study is
obvious.
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2.7.2. Sensitivity analysis. After excluding low-quality studies,
the combined effect size is re-estimated. If the results after the
exclusion do not change significantly compared with those before
the exclusion, the sensitivity is low and the results are more robust
and credible; conversely, if the conclusions after exclusion are
large or even diametrically opposed, the sensitivity is higher, the
robustness of the results is low, and caution must be taken in
interpreting the results and reaching conclusions.

2.7.3. Subgroup analysis. This study will use subgroup analysis
of indicators with high heterogeneity, selecting factors that are
highly correlated with the outcome indicators of this study as the
grouping basis for subgroup analysis, and further evaluating
the reliability of the results obtained.!?!

2.7.4. Publication bias. Funnel plots are often used to test the
publication bias of each study, if the presented funnel plot is
asymmetrical to the left and right, or if there is a missing angle, it
is suggested that the included study may have publication bias. It
is generally accepted that funnel plot is required when the
inclusion literature is more than 8 articles.!'3!

2.8. Ethics and dissemination

This research is a secondary study of published documents, and
does not involve humans or animals. The data used are obtained
from published papers. Based on this, this study does not involve
ethical issues.

3. Discussion

Atrial fibrillation and stroke are major health problems in today’s
society. They have common risk factors and often coexist.
Among them, ischemic stroke is one of the complications worthy
of attention in patients with atrial fibrillation.!'* The main type
of atrial fibrillation is NVAF, and its clinical burden is mainly
the increased risk of thromboembolic events. Compared with
patients without NVAF, thromboembolism in NVAF patients
leads to a greater risk of stroke recurrence, worse functional
status, and mortality Higher.!">! Therefore, the prevention of
stroke through appropriate antithrombotic therapy is the core of
NVAF treatment. Numerous studies have also confirmed that
standard anticoagulation therapy can significantly reduce the risk
of embolism in NVAF patients. What still needs to be considered
when using anticoagulant drugs is the increased risk of bleeding,
especially major bleeding that may require hospitalization, blood
transfusion, and surgical intervention, or major bleeding
involving important anatomical locations, such as intracranial
hemorrhage, which is significantly related to increased mortali-
ty."®! Therefore, not all NVAF patients are suitable targets for
anticoagulation, and some NVAF patients are only suitable for
short-term anticoagulation. Therefore, the study of non-phar-
macological treatment of NVAF patients is also crucial, because
the thrombosis of NVAF patients is most common in the left
atrial appendage, so LAAO has become a potential non-
pharmacological treatment for stroke prevention in NVAF
patients.”! However, there is currently a lack of evidence-based
medical evidence comparing the efficacy of LAAO and OAC in
preventing stroke in patients with NVAF. The curative effect that
occurs is compared and evaluated, and a definite conclusion will
be given through this study, which will benefit more NVAF
patients.

Medicine

Author contributions

Conceptualization: Jing Wang, Deyong Yue.

Data curation: Deyong Yue, Yunda Jiang, Zhongying Yang,
Liang Cao, Long Huo.

Funding acquisition: Jing Wang.

Methodology: Deyong Yue, Yunda Jiang.

Resources: Deyong Yue, Zhongying Yang, Liang Cao.

Software: Yunda Jiang, Zhongying Yang, Long Huo.

Writing — original draft: Deyong Yue, Yunda Jiang.

Writing — review & editing: Jing Wang.

References

[1] Tanaka Y, Shah NS, Passman R, et al. Trends in cardiovascular mortality
related to atrial fibrillation in the United States, 2011 to 2018. ] Am
Heart Assoc 2021;10:¢020163.

[2] Lloyd-Jones D, Adams R, Carnethon M, et al. Heart disease and stroke
statistics — 2009 update: a report from the American Heart Association
Statistics Committee and Stroke Statistics Subcommittee. Circulation
2009;119:480-6.

[3] Yue H, Gu J, Zhao X, et al. Role of the interleukin-17 pathway in the
pathogenesis of atrial fibrillation associated with inflammation. Arch
Med Sci 2021;17:262-5.

[4] Otway R, Vandenberg JI, Guo G, et al. Stretch-sensitive KCNQ1
mutation a link between genetic and environmental factors in the
pathogenesis of atrial fibrillation? J] Am Coll Cardiol 2007;49:578-86.

[5] Packer M. Characterization, pathogenesis, and clinical implications of
inflammation-related atrial myopathy as an important cause of atrial
fibrillation. ] Am Heart Assoc 2020;9:e015343.

[6] Wilkins B, Srimahachota S, De Backer O, et al. First-in-human results of
the Omega left atrial appendage occluder for patients with NVAF.
Eurolntervention 2021;17:¢376-9.

[7] Lee OH, Kim YD, Kim JS, et al. Percutaneous left atrial appendage
occlusion yields favorable neurological outcomes in patients with NVAF.
Korean Circ J 2021;51:626-38.

[8] Lund J, Saunders CL, Edwards D, et al. Anticoagulation trends in adults
aged 65years and over with atrial fibrillation: a cohort study. Open
Heart 2021;8:¢001737.

[9] Luca F, Giubilato S, Di Fusco SA, et al. Anticoagulation in atrial
fibrillation cardioversion: what is crucial to take into account. ] Clin Med
2021;10:3212.

[10] 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:¢125-51.

Hindricks G, Potpara T, Dagres N, et al. 2020 ESC Guidelines for the

diagnosis and management of atrial fibrillation developed in collabora-

tion with the European Association for Cardio-Thoracic Surgery

(EACTS): the Task Force for the diagnosis and management of atrial

fibrillation of the European Society of Cardiology (ESC) developed with

the special contribution of the European Heart Rhythm Association

(EHRA) of the ESC. Eur Heart J 2021;42:373-498.

[12] Mathur MB, VanderWeele TJ. Sensitivity analysis for unmeasured
confounding in meta-analyses. ] Am Stat Assoc 2020;115:163-72.

[13] Furuya-Kanamori L, Xu C, Lin L, et al. P value-driven methods were
underpowered to detect publication bias: analysis of Cochrane review
meta-analyses. ] Clin Epidemiol 2020;118:86-92.

[14] Sun JX, Li J, Ding LF, et al. Relationship between left atrial diameter and
ischemic stroke in the elderly patients with NVAF. J Clin Med Pract
2021;25:35-8.

[15] Song Z], Li XR, Zheng W. Risk factors of ischemic stroke in the patients
with NVAF and their relationship with short-term prognosis. Chin J Crit
Care Apr 2021;41:311-5.

[16] Gabilondo M, Loza ], Pereda A, et al. Quality of life in patients with
nonvalvular atrial fibrillation treated with OA. Hematology
2021;26:277-83.

[17] Zhu JJ, Chu HM. Left atrial appendage occlusion: clinical research
progress in the prevention of stroke in patients with atrial fibrillation.
Chin ] Evid Based Cardiovasc 2019;11:633-5.

[1



	Comparison of the effects of left atrial appendage closure and oral anticoagulants in preventing stroke in patients with non-valvular atrial fibrillation
	1 Introduction
	2 Methods
	2.1 Protocol registration
	2.2 Inclusion and exclusion criteria
	2.2.1 Types of studies
	2.2.2 Types of participants
	2.2.3 Inclusion criteria
	2.2.4 Exclusion criteria
	2.2.5 Interventions

	2.3 Types of outcome measures
	2.4 Search strategy
	2.5 Data collection and analysis
	2.6 Risk of bias assessment
	2.7 Statistical analysis
	2.7.1 Data synthesis
	2.7.2 Sensitivity analysis
	2.7.3 Subgroup analysis
	2.7.4 Publication bias

	2.8 Ethics and dissemination

	3 Discussion
	Author contributions
	References


