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Abstract \
Background: The mechanism of cryptogenic stroke (CS) in patients with atrial septal abnormalities remains unclear, and the |

increased incidence of atrial vulnerability may be one of the reasons. We performed this meta-analysis to clarify the association
between atrial septal abnormalities and atrial vulnerability, and to provide evidence-based basis for the prevention and mechanism of
CsS.

Methods: \We systematically searched for studies on the association between atrial septal abnormalities and atrial vulnerability, and
pooled available data on types of atrial septal abnormalities, types of atrial vulnerability, and methods of atrial vulnerability detection.
The primary endpoints were the occurrence of atrial arrhythmias or P wave abnormalities. Random-effects models were used to
calculate odds ratios (OR) and 95% confidence intervals (Cl).

Results: Twelve case-control studies were eligible. Compared with the control group, patients with atrial septal abnormalities had a
higher risk of atrial vulnerability (OR: 1.93; 95% CI: 1.13-3.30, P=.02). Data based on stroke patients showed that the group with
atrial septal abnormalities had a higher risk of atrial vulnerability than the control group (OR: 2.00; 95% Cl: 1.13-3.53, P=.02).
However, there was no significant difference in the incidence of atrial vulnerability between the 2 groups of nonstroke patients.
Subgroup analysis showed that although atrial septal abnormality increased the risk of atrial vulnerability in the subgroup of atrial
septal aneurysm (OR: 1.68; 95% Cl: 0.47-5.95, P=.42), the subgroup of atrial fibrillation (AF)/atrial fluster (OR: 1.81; 95% Cl: 0.94—
3.46, P=.07) and the subgroup of subcutaneous recording system (OR: 1.33; 95% Cl: 0.68-2.61, P=.41), the difference was not
statistically significant.

Conclusions: Atrial septal abnormalities can increase the risk of atrial vulnerability, and atrial arrhythmia caused by atrial septal
abnormalities may be one of the mechanisms of CS.

Abbreviations: AF = atrial fibrillation, ASA = atrial septal aneurysm, Cl = confidence interval, CS = cryptogenic stroke, ECG =

electrocardiograph, OR = odds ratios, PFO = patent foramen ovale.
Keywords: atrial septal aneurysm, atrial vulnerability, meta-analysis, patent foramen ovale

1. Introduction

Ischemic stroke has become a common disease endangering
human life and health and is the second leading cause of death
after ischemic heart disease.!! Cryptogenic stroke (CS) accounts
for about 40% of all ischemic strokes,’”! and the possible

Editor: Manal fuad Elshamaa.
The authors have no funding and conflicts of interest to disclose.

Data sharing not applicable to this article as no datasets were generated or
analyzed during the current study.

Department of Ultrasound, The First College of Clinical Medical Sciences, China
Three Gorges University, Yichang, Hubei Province, China.

) Correspondence: Chang Zhou, Department of Ultrasound, the First College of
Clinical Medical Sciences, China Three Gorges University, Yiling Road 183,
Yichang 443000, Hubei Province, China (e-mail: zhouchang1243@163.com).

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

This is an open access article distributed under the terms of the Creative
Commons Attribution-Non Commercial License 4.0 (CCBY-NC), where it is
permissible to download, share, remix, transform, and buildup the work provided
it is properly cited. The work cannot be used commercially without permission
from the journal.

How to cite this article: Sun H, Zhou C, Xu L, Xu T. A meta-analysis of the
association of atrial septal abnormalities and atrial vulnerability. Medicine
2021,100:35(e27165).

Received: 22 April 2021 / Received in final form: 7 August 2021 / Accepted: 19
August 2021

http://dx.doi.org/10.1097/MD.0000000000027165

mechanisms include paradoxical embolism ! and impairment of
the left atrial function.”! Paradoxical embolism refers to the
clinical phenomenon of thromboembolism originating in the
venous vasculature and traversing through an intracardiac shunt
into the systemic circulation®! which is currently considered to be
the main pathogenic mechanism.!®’ However, the current
evidence is not sufficient to indicate the thrombus source of
paradoxical embolism.[”! Some studies'®*®*! have shown that left
atrial dysfunction, such as interatrial block which can be caused
by anatomic abnormality of the atrial septum, may be one of
possible contributors of atrial septal abnormalities leading to
ischemic events. Atrial vulnerability was defined by the
prolongation of effective refractory period and atrial conduction
time in electrophysiology, including interatrial block and
biphasic P waves, and inducible atrial arrhythmia."%'*! Atrial
septal abnormalities present in part of those suffering from CS, in
these patients, the association appears more than chance, and
may be explained by the presence of atrial vulnerability. In view
of the former considerations, we conducted a meta-analysis to
evaluate the potential association between atrial septal abnor-
malities and atrial vulnerability, and to provide the evidence-
based basis for the prevention and mechanism of CS.

2. Methods

This meta-analysis was performed according to the guidelines for
a meta-analysis statement.!'> Because the data of this study were
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based on published literature, ethical approval and patient
consent were not needed.

2.1. Search strategy

We systematically searched databases of PubMed, Embase, and
Web of Science from inception through May 2020 using the
terms “patent foramen ovale (PFO)”, “PFO”, “right to left
shunt”, “RLS”, “atrial septal abnormalities”, “atrial septal
aneurysm (ASA)”, “electrocardiograph (ECG)”, “atrial vulnera-
bility”, “P wave”, “atrial fibrillation (AF)”, “arrhythmia”. All
bibliography lists from the included articles were examined for

identify potentially eligible studies.

2.2. Study selection and inclusion
The following inclusion criteria were used in our meta-analysis:

e Case-control studies on the association between atrial septal
abnormality and atrial vulnerability in an adult population;

e The types of atrial septal abnormalities included ASA and/or
PFO;

e The types of atrial vulnerability included AF, atrial flutter,
interatrial block, and/or biphasic P waves. Our meta-analysis
excluded the following studies: reviews, case reports, cross-
sectional studies, conference summaries, repetitive articles.

2.3. Data extraction

Data extraction was independently completed by 2 researchers
(Heng Sun and Liang Xu) according to inclusion criteria and
exclusion criteria. Any conflicts between the 2 researchers were
resolved by discussion or referral to a third researcher. The main
endpoint of this meta-analysis was the occurrence of atrial
vulnerability detected by ECG monitoring. The Newcastle—
Ottawa scale was used to evaluate the bias risk of the included
study.!"®! The scores ranged from 0 to 9, with a score above 5
indicating reliable quality.

2.4. Statistical analysis

All analyses were performed using the Review Manager 5.3
software (The Cochrane Collaboration, Oxford, UK). Odds
ratios (OR) and 95% confidence interval (CI) were used as the
effect index for each study and pooled value. The I? statistic was
used to assess statistical heterogeneity between studies. When I?
was >50%, the random-effects model was used, and when I? was
<50%, the fixed-effects model was used. P value <.05 was
considered as statistically significant. We planned prespecified
subgroup analyses based on types of atrial vulnerability, methods
of atrial vulnerability detection and types of atrial septal
abnormalities and the sources of patients. Sensitivity analysis
was used to evaluate the stability of meta-analysis results.
Possible publication bias was assessed using funnel plots.

3. Results

3.1. Description of the included studies

The research selection process was shown in Figure 1. In our
initial search, we identified 679 articles. After layer-by-layer
screening, 12 qualified studies were selected for this meta-
analysis, including 1215 patients with atrial septal abnormalities
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(PFO and/or ASA) and 1663 controls. The main descriptions and
patient characteristics of the included studies were shown in
Table 1.

3.2. Result of meta-analysis

The results of this meta-analysis showed that patients with atrial
septal abnormalities were at higher risk of atrial vulnerability
(15.7% vs 9.7%, OR: 1.93; 95% CI: 1.13-3.30, P=.02, Fig. 2).
Taking into account the different sources of the study subjects, we
analyzed the association between atrial septal abnormalities and
atrial vulnerability in different populations. The results showed
that the incidence of atrial vulnerability in the stroke patients with
atrial septal abnormalities was higher than that in the control
group (33.6% vs 15.6%, OR: 2.00; 95% CI: 1.13-3.53, P=.02).
There was no significant difference in the incidence of atrial
vulnerability between the 2 groups of nonstroke patients (7.1%
vs 3.7%, OR: 1.73; 95% CI: 0.30-10.08, P=.54). No
statistically significant heterogeneity was observed in this study
(I’=0%, P=.88) (Fig. 3).

3.3. Subgroup analyses

Subgroup analyses were planned in advance according to the
types of atrial septal abnormalities, the types of atrial
vulnerability and the types of ECG monitoring methods.
Subgroup analysis based on the types of atrial septal
abnormality and types of atrial vulnerability showed that
although atrial septal abnormality increased the risk of atrial
vulnerability in the subgroup of ASA (8.4% vs 5.7%, OR: 1.68;
95% CI: 0.47-5.95, P=.42) and the subgroup of AF/atrial
flutter (13.1% vs 8.6%, OR: 1.81; 95% CI: 0.94-3.46, P=.07),
the difference was not statistically significant (Figs. 4 and 5). No
significant heterogeneity was found in subgroup analysis of the
types of atrial septal abnormalities (Fig. 4) and the types of atrial
vulnerability (Fig. ).

Subgroup analysis based on different types of ECG monitor-
ing methods showed that atrial vulnerability in the group with
abnormal atrial septum was higher than that in the control
group in the body surface ECG system (OR: 2.89; 95% CI:
1.50-5.58, P=.002) and the intracardiac recording system (OR:
4.04; 95% CI: 1.66-9.83, P=.002). However, there was no
significant difference in the incidence of atrial vulnerability
between the 2 groups which used subcutaneous recording
system (13.3% vs 9.7%, OR: 1.33; 95% CI: 0.68-2.61, P=.41)
and clinical records to evaluate the incidence of atrial
vulnerability (10.2% vs 16.9%, OR: 0.68; 95% CI: 0.38-
1.19, P=.18). Statistical heterogeneity was observed in this
subgroup (Fig. 6).

3.4. Sensitivity analyses

Sensitivity analysis showed that the results did not change after
excluding each study one by one [OR values range from 1.68
(95% CI: 1.00-2.83) to 2.21 (95% CI: 1.30-3.76)], which
showed that the results had good stability.

3.5. Publication bias

Funnel plot showed that the points were basically symmetrical,
which suggested that the possibility of publication bias was small
(Fig. 7).
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4. Discussion

Several studies have shown that the incidence of atrial septal
abnormalities was higher in patients with CS.""”) However, the
mechanism of CS caused by atrial septal abnormalities have been
controversial.!'8! In reviewing the literature, some studies.

[19]

reported that paradoxical embolism was the main mechanism of

CS caused by PFO.% However, only a small number of patients
with CS could find the source of paradoxical embolism.
Furthermore, available data suggest that there was a lack of
long-term monitoring of occult AF in patients with CS. Yasaka

Main descriptions and patient characteristics of the included studies.

Studies Study population  Detection devices Area Atrial septal abnormalities  Atrial vulnerability = NOS score
Lucas 199484 IcVD Surface ECG systems France ASA AF 7
Petty 199713 IcvD Clinical date The United States PFO AF/af 8
Berthet 20001 cS Intracardiac recording systems France PFO/ASA AF 8
Sugaya 2003 NS Clinical date Japanese ASA AF/af 7
Rouesnel 200457 1cVD Intracardiac recording systems France PFO /ASA AF 6
Belvis 200718 csS Surface ECG systems Spain PFO P wave 7
Cotter 201119 S Surface ECG systems The United Kingdom ~ PFO interatrial block 7
Cotter 20137 cs Subcutaneous recording systems  The United Kingdom  PFO AF 7
Lantz 201341 IcVD Surface ECG systems Sweden PFO AF 6
Sanna 201457 IVCD Subcutaneous recording systems  Multi-center study PFO AF 7
Mahfouz 20172 ¢S Surface ECG systems Egypt PFO AF 8
Yetkin 2020 NS Surface ECG systems Turkey ASA AF 7

af = atrial flutter, AF = atrial fibrillation, ASA = atrial septal aneurysms, CS = cryptogenic stroke, ECG = electrocardiograph, ICVD = ischemic cerebrovascular disease, NOS = Newcastle-Ottawa scale, NS = no-
stroke, PFO = patent foramen ovale.
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Atrial Septal Abnormalities

_Study or Subgroup Events
Lucas 1994 0 F
Petty 1997 8 37 24 79 10.1% 0.63 [0.25, 1.58] 1997 s T
Berthet 2000 34 58 6 24 92% 4.25[1.47, 12.29] 2000 ————=
Sugaya 2003 14 178 19 176 11.3% 0.71[0.34, 1.46] 2003 5 [ 1
Rouesnel 2003 8 12 5 14 62% 3.60 [0.71, 18.25] 2003 = e~
Belvi’s 2006 23 42 22 62 10.8% 2.20[0.99, 4.90] 2006 =
Cotter 2011 19 41 3 14 72% 3.17[0.77, 13.06] 2011 I |
Cotter 2013 4 22 1 8 38% 1.56 [0.15, 16.46] 2013
Lantz 2013 2 14 13 103 6.3% 1.15[0.23, 5.75] 2013 s -
Sanna 2014 12 98 33 343 115% 1.31[0.65, 2.65] 2014 =T
Mahfouz 2017 23 56 (-] 61 9.2% 7.81[2.71,22.50] 2017 e
Yetkin 2020 44 641 11 641 117% 4.22[2.16, 8.25] 2020 s
Total (95% CI) 1215 1663 100.0% 1.93 [1.13, 3.30] -
Total events 191 162 ; . p
Heterogeneity: Tau? = 0.52; Chi? = 32.62, df = 11 (P = 0.0006); I* = 66% '0.01 0i1 1 _,"0 100

Test for overall effect: Z = 2.41 (P = 0.02)

Favours [Atrial Septal Abnormalities] Favours [Control]

Figure 2. Forest plots comparing the incidence of atrial vulnerability between the group with atrial septal abnormalities and the control group. Cl = confidence

interval.

et al®"! found that patients with both AF and PFO have similar
neuroradiological features to those with AF. Rigatelli et all®!
found that the left atrium of patients with atrial septal
abnormalities had dysfunction simulating AF, which might
further make these patients vulnerable to cardiogenic embolism.
In a word, atrial arrhythmias play an important role in the
process of CS with atrial septal abnormalities.

At present, most studies mainly focus on the association
between PFO and CS,*>?3! while there are few studies on the
embolization mechanism of CS.**! Of note, our study was the
first to analyze the association between atrial septal abnormalities
and atrial vulnerability. Our meta-analysis included a total of 12
systematic case-control studies that evaluated the association
between the presence of PFO and/or ASA and atrial vulnerability.
We found that atrial septum abnormalities could lead to an
increased risk of atrial vulnerability. The sensitivity analysis
showed that there was no directional change in the pooled

outcome measures when we omitted any single study, which
suggested that our results were reliable and had certain reference
value. Our study found that there was a 2-fold increased risk of
atrial vulnerability due to atrial septal abnormalities in patients
with ischemic stroke, while there was no statistically significant
difference in the association between atrial septal abnormalities
and atrial vulnerability in patients with nonstroke. This may be
related to the small number of literatures and the low incidence of
atrial septal abnormalities in nonstroke patients.

Subgroup analysis results showed that atrial vulnerability
detection devices might be a source of heterogeneity. In our meta-
analysis, atrial vulnerability was mainly detected by body surface
electrocardiogram. However, subcutaneous monitoring system,
intracardiac monitoring system and clinical data were used
relatively infrequently. We found that in the studies of using body
surface electrocardiogram monitoring system or intracardiac
monitoring system, atrial septal abnormalities were related to the

Atrial Septal Abnormalities Control Odds Ratio Odds Ratio
2.2.1 Ischemic stroke
Lucas 1994 0 16 20 138 2.8% 0.18[0.01, 3.04] 1994
Petty 1997 8 ar 24 79 10.1% 0.63 [0.25, 1.58] 1997 — e T
Berthet 2000 34 58 6 24 9.2% 4.25[1.47,12.29] 2000 = S
Rouesnel 2003 8 12 5 14 62% 3.60 [0.71, 18.25] 2003 |
Belvi’s 2006 23 42 22 62 10.8% 2.20[0.99, 4.90] 2006 b o=
Cotter 2011 19 41 3 14 7.2% 3.17 [0.77, 13.06] 2011 I T T
Cotter 2013 4 22 1 8 3.8% 1.56 [0.15, 16.46] 2013
Lantz 2013 2 14 13 103 6.3% 1.15[0.23, 5.75] 2013 =
Sanna 2014 12 98 33 343 115% 1.31[0.65, 2.65] 2014 I [
Mahfouz 2017 23 56 5 61 9.2% 7.81[2.71, 22.50] 2017 = R T
Subtotal (95% CI) 396 846 T77.0% 2,00 [1.13, 3.53] “"
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Heterogeneity: Tau? = 0.41; Chi* = 19.95, df = 9 (P = 0.02); I* = 55%
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2.2.2 other
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Total events 191 162
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Test for overall effect: Z = 2.41 (P = 0.02)
Test for subaroun differences: Chi? = 0.02. df =1 (P = 0.88). I? = 0%
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Figure 3. Forest plots comparing the incidence of atrial vulnerability between the group with atrial septal abnormalities and the control group in the stroke patients

and in the nonstroke patients. Cl = confidence interval.
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Figure 4. Forest plots comparing the incidence of atrial vulnerability between the group wtih PFO and without PFO and between the group with ASA and without
ASA. ASA = atrial septal aneurysms, Cl = confidence interval, PFO = patent foramen ovale.

increase of atrial vulnerability. Previous studies'**! showed that

cardiac implanted electronic devices could detect atrial rapid
arrhythmia with regular ventricular reactions and reduced the
rate of missed diagnosis. The subcutaneous recording system may
lead to a certain false positive due to excessive electromyography
and premature atrial complex waves. The accuracy of clinical
data collection was affected by strong subjectivity in the process
of clinical data collection.

Subgroup analysis of the types of atrial septal abnormalities
showed that the incidence of atrial vulnerability in the PFO group
was 2.05 times that of the nonPFO group, while there was no
statistical significance between the incidence of atrial vulnerabili-
ty in the ASA group and the nonASA group. Previous studie 2%
found that the existence of ASA increased atrial anatomical
heterogeneity, which may affect the electrical stability of atrial
stimulation waves and lead to arrhythmias. The larger the area of
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Figure 6. Forest plots comparing the incidence of atrial vulnerability detected by different types of ECG monitoring methods between the group with atrial septal
abnormalities and the control group. Cl = confidence interval, ECG = electrocardiograph.
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ASA, the more atypical aggregative cardiomyocytes similar to
conductive cells, the greater the likelihood of AF.*®! The greater
degree of ASA bulge and the diameter of the base, the easier it was

to cause abnormal interatrial hemodynamics.'**! However, there
is no research on the impact of ASA size on atrial vulnerability, so
the association between ASA size and atrial vulnerability needs to
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Figure 7. Funnel plot test for heterogeneity assessment. OR = odds ratios.
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be further explored. Besides, some patients with ASA did not rule
out atrial septal defect, PFO, or other related congenital heart
diseases, which may cause false-negative results. Our study found
that the incidence of atrial arrhythmias in the atrial septum
abnormal group was higher than that in the control group, but
there was no statistical difference between the 2 groups. The
reasons for this negative result may be as follows: First of all,
different ECG monitoring systems have different sensitivity to
atrial arrhythmias!?®l; Secondly, different monitoring times may
cause false-negative®®); Finally, P wave changes, such as
interatrial block and biphasic P wave, occurred before the AF.
Interatrial conduction delay forms a suitable substrate for
induction and sustenance of atrial arrhythmias.!®-3?!

Rigatelli et al®®! found that left atrial functional parameters
were improved from PFO closure or ASA stabilization. What’s
more, recent meta-analysis of randomized controlled trials and
observational showed that younger patients with stroke might be
beneficial in reducing recurrent paradoxical embolism through
PFO closure.®3! For patients with high risk of atrial vulnerability,
early transcatheter closure can improve left atrial function and
reduce the risk of stroke recurrence.

Our meta-analysis had several limitations. First of all, this
study analyzed the susceptibility of atrial arrhythmia and P wave
abnormality, and did not study the potential susceptibility index,
which may have a certain selection bias. Secondly, only English
literature was included, so there was the possibility of language
bias. Finally, all the included studies were case-control studies,
which might be a certain risk of selection, implementation, and
measurement bias. In view of the limitations of inclusion in this
meta-analysis, prospective cohort studies are needed for further
verification in future studies to provide a more reliable basis for
the screening of pathogenic atrial septal abnormalities.

5. Conclusions

Stroke patients with atrial septal abnormalities have a higher risk
of atrial vulnerability compared with those without. Impairment
of the left atrial function caused by atrial vulnerability may be one
of the mechanisms of CS. Our study supports this possible
mechanism and provides evidence-based basis for early clinical
treatment.
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