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Dear Dr. Lin,

Thank you for your appreciation of our work as well as your thought-
ful comments. We have read your input with great interest. We agree that
knowing the type of defect is important for proper interpretation of the
results. In our cohort of operated patients, approximately two thirds of
the patients had perimembranous VSDs, one third had muscular VSDs,
but none of them had subarterial VSDs. Importantly, there was no associ-
ation between the defect type and the degree of impairment in heart rate
variability.

We defined a small VSD as any defect in the ventricular septum
deemed ‘hemodynamically insignificant’ as agreed upon by consensus
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between cardiologists and cardiac surgeons. It is unfortunate that these
patients are only rarely catheterized, however, a subgroup of approxi-
mately two thirds of our patients had also been enrolled in a previous
study in which we performed an MRI-based assessment of their shunt
sizes [1]. In that study, all of the enrolled 29 patients had a shunt size
below 1.5 and the mean Qp/Qs was 1.2 + 0.1.

Lastly, as pointed out in your comments, we also observed clinically
important arrhythmic events in some patients with open VSDs. As an
example, a 31-year old, physically active and completely asymptomatic,
male with an uncorrected defect developed episodes of asymptomatic,
non-sustained ventricular tachycardia. The 24-hour Holter monitoring
showed 70 episodes of non-sustained ventricular tachycardia up to
16 s and 284 beats/min. This emphasizes that close long-term follow-
up is mandated in some cases and should generally be carefully
considered.
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