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Response to Reviewer#1  
 

We would like to express our thanks to Reviewer#1 for the careful evaluation of the manuscript and 

the helpful and constructive suggestions. We have heeded the Reviewer’s helpful propositions and 

prepared a revised version of the manuscript, which includes the alterations suggested by the 

Reviewer. Please find our response to the comments below. 

 

Reviewer’s Comments and Suggestions for Authors:  

“In chapter  Imaging markers... Transthoracic echocardiography ...It will be usefull to describe 

not only left atrial changes, but also interatrial septum degeneration and deformation including 

PFO. Many degenerations of the membranose part of IAS is easy detectible by echocardiography” 

 

Response to Reviewer#1: Thank You for the useful suggestion! Accordingly, we have modified the 

manuscript (highlighted in yellow, rows 302-316): 

 

“The presence of spontaneous echocardiographic contrast in the left atrium and reduced left atrial 

appendage blood flow velocity were recognized as markers of atrial cardiomyopathy and associated 

with an increased risk of thrombus formation [80,91,92]. Furthermore, transthoracic and 

transesophageal echocardiography can easily detect deformations of the interatrial septum, such as 

interatrial septal aneurysm (IASA), patent foramen ovale (PFO) or atrial septal pouch (ASP) [93-95]. 

The IASA is defined as a saccular deformation of the atrial septum, the PFO is a flaplike opening 

between the atrial septum primum and secundum at the location of the fossa ovalis, and the 

diverticulum-like ASP occurs when the septum primum and secundum are incompletely fused 

[93,96]. These deformations are supposed to be associated with thromboembolic events in different 

mechanisms [93]. Local thrombus formation related to blood stasis within these deformations might 

represent one mechanism [93]. However, thromboembolism transit through the PFO channel might 

serve as a further potential mechanism, defined as a paradoxical embolism [93]. Notably, the 

prevalence of PFO is approximately 25% in the healthy adult population, nonetheless, the risk of 

embolization in this population is mainly associated with several clinical and morphological factors, 

such as the length of the PFO channel, the presence of concomitant IASA or prominent Eustachian 

valve and absence of cardiovascular risk factors [93,97,98].  

Advanced echocardiography methods, such as speckle tracking echocardiography represent a 

sensitive tool to assess atrial function. This technique analyses the unique fingerprint-like natural 

acoustic marker pattern (or speckle pattern) of grayscale B-mode images of the myocardium, which 

is tracked consecutively frame-by-frame during the cardiac cycle [99].” 
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