March 13, 2019

Dear Dr. Bajaj,

Thank you very much for reviewing our revised manuscript. We revised our manuscript again, addressing all the raised concerns. All the changes were colored in red in the current revision of our manuscript.
We have provided our responses to the editorial comments in this document.

Thank you once again.

Takashi Koyama, MD

Responses to the editorial comments:

1. The editor has formatted the manuscript to match the journal’s style. Please retain the same.

Yes, we retained the formatting of the manuscript. Thank your for the formatting.

2. Please address two specific comments marked in the manuscript text.

First, as pointed out by the editor, “Figure 6B” in the second paragraph of the REPRESENTATIVE RESUTLTS should have been indicated as Figure 6A. It was our mistake. We apologize for it and corrected it as “Figure 6A” in line 270 of the current revision of the manuscript. Thank you very much for pointing it out.
Second, whole part of the “Outlines of PCLeB” was moved to the INTROCUDTION. Therefore, there is no paragraph of text in the PROTOCOL in this revised version of the manuscript. Consequently, the figure describing “overview of the protocol of postconditioning with lactate-enriched blood” appears first in the manuscript text. Therefore, Figure 1 and 2 were swapped with each other.
3. Please reword lines: 38–40, 40–45, 138–140, 141–143 as it matches with the previously published literature.

Line 38–40 

“The PCLeB protocol consists of intermittent reperfusion and timely coronary injections of lactated Ringer’s solution”.
Since this description was quoted from our previously publications, we could not figure out how this should be rephrased. Therefore, we deleted this sentence from the ABSTRACT.

Line 40–45

“The duration of each brief reperfusion is prolonged from 10 to 60 sec in a stepwise manner. Lactated Ringer’s solution (20–30 mL) is injected directly into the culprit coronary artery at the end of each brief reperfusion, and the balloon is quickly inflated at the lesion site to trap the lactate within the ischemic myocardium. Each brief ischemic period lasts for 60 sec. After seven cycles of balloon inflation and deflation, full reperfusion is performed; subsequently, stenting is performed, and the percutaneous coronary intervention is completed”.

The above sentences were rephrased as written below, to match with our previous publications, in line 39–47 in the current revision of the manuscript.

“In this modified postconditioning protocol, the duration of each brief reperfusion is gradually increased from 10 to 60 sec in a stepwise manner. Each brief ischemic period lasts for 60 sec. At the end of each brief reperfusion, lactate is supplied by injecting lactated Ringer’s solution (20–30 mL) directly into the culprit coronary artery immediately before balloon inflation and the balloon is quickly inflated at the lesion site, so that the lactate is trapped inside the ischemic myocardium during each brief repetitive ischemic period. After seven cycles of balloon inflation and deflation, full reperfusion is performed. Stenting is performed thereafter, and the percutaneous coronary intervention is completed.”
Line 138–140, 141-143
Each brief reperfusion is prolonged from 10 to 60 sec in a stepwise manner. This approach sought to prevent rapid and abrupt washout of lactate during the very early phase of reperfusion. Lactated Ringer’s solution (20 mL for the right coronary artery and 30 mL for the left coronary artery) is injected directly into the culprit coronary artery at the end of each brief reperfusion, and the balloon is quickly inflated at the lesion site, so that the lactate is trapped inside the ischemic myocardium.
The above sentences were rephrased as written below, to match with our previous publications, in line 79–87 in the current revision of the manuscript. Besides these changes, the sentences were moved from the PROTOCOL to the INTRODUCTION.
“In this modified postconditioning protocol (Figure 1), the duration of each brief reperfusion is gradually increased from 10 to 60 sec in a stepwise manner. This approach sought to prevent the rapid and abrupt washout of lactate during the very early phase of reperfusion. Each brief ischemic period lasts for 60 sec. At the end of each brief reperfusion, lactate is supplied by injecting lactated Ringer’s solution (20 mL for the right coronary artery and 30 mL for the left coronary artery) directly into the culprit coronary artery immediately before balloon inflation and the balloon is quickly inflated at the lesion site, so that the lactate is trapped inside the ischemic myocardium during each brief repetitive ischemic period”.
Additionally, for the same reason, we reworded the legend for Figure 1 as written below.

“The duration of each brief reperfusion is gradually increased from 10 to 60 sec in a stepwise manner. Each brief ischemic period lasts for 60 sec. At the end of each brief reperfusion, lactate is supplied by injecting lactated Ringer’s solution directly into the culprit coronary artery immediately before balloon inflation and the balloon is quickly inflated at the lesion site, so that the lactate is trapped inside the ischemic myocardium. After seven cycles of balloon inflation and deflation, full reperfusion is performed, followed by stenting”.
Other changes:

1. In line 28, “solution” was added, because it was missing in the previous version of the manuscript.

2. In line 107, “via a Y-connector” was added for more precise description. Y-connector was also added to the equipment list on the EXCEL chart. 

3. In line 124, “When” was reworded as “After” because “After” was turned out to be more appropriate in this context of the manuscript. In line 125, “all” was added and “the syringe injector connected to” was deleted for more comprehensible description.
4. In line 228, “(Figure 1)” was added: this change makes somewhat more comprehensible because “Outlines of PCLeB” was totally removed from the PROTOCOL.
5. The sentence “the patient provided written informed consent for the publication of his case and accompanying case images” at the end of the REPRESENTATIVE RESULTS was removed because this sentence has been moved to the first paragraph of the PROROCOL by the Editor.
6. In line 364, 367, “s” was reworded as “sec”.
