Comment 1.

This new indication is very interested and important for PFO closure for secondary
stroke prevention. The caused factors of air embolic signal need to be described in more
detail. The authors can provide more experience to ignore artefact in Figure 2 in
technique as a tip for physician. And also show their successful rate for convincing the

reader.

Thank you for your value comments. However, artefacts are mainly related with patients’ co-
operation. It is difficult to absolutely avoid artefacts. The multigated method may be useful for
differentiation between embolic signals and artefacts. This technique samplings signals from
different depths of the similar vessel to demonstrate the motion of the following embolus from
proximal to distal. While an artifact shows no movement property but appears in all depths
simultaneously .
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Comment 2.
Dear Editor, I read this manuscript and I think that the paper is good and well written.

Thank you!

Comment 3.
- Improve mansucript - include a discussion in order to compare the study with similar
ones

Thank you for your comments. The comparisons of 3 major RCTs were added.

The recent three large randomized control trials (RESPECT, REDUCE and CLOSURE)
demonstrated the benefit of PFO closure for secondary stroke prevention in selected cases of



patients with cryptogenic stroke . RESPECT study was the longest follow-up of 6 years ).
REDUCE study showed the benefit of PFO closure as compared with antiplatelet therapy at 3
years after treatment ). CLOSURE study included high embolic risk PFO with atrial septal
aneurysm or large interatrial shunt Y. Device-related atrial fibrillation was reported in REDUCE
and CLOSURE ™%,

Comment 4.
Please reference TOAST classification.

The reference was added.
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Please reference the following quantitative statements, "Prevalence of PFO is
considerable as high as 25% of population. Moreover, around 50% of patients with
cryptogenic stroke age less than 55 has PFO."

The reference was added.
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When the authors state "The consideration of PFO as etiology of consecutive
cryptogenic stroke became controversial since early clinical trials of PFO closure did not
show any benefit for prevention of recurrent stroke [4]." they cite it with a case vignette
article. Please actually cite the CLOSURE, RESPECT and PC trials.

The reference was added.
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The figure legends should be expanded to list the technique and the instrument make
and model from which the reading was obtained.

The model of TCD machine was added to the figure legends.



