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Dear Professor Ravelli, Professor Avčin, and Professor Kessel:

Re: PROJ-D-24-00286R1
Title: Effect of additional intravenous immunoglobulin for infliximab-refractory Kawasaki disease: a cohort study

Thank you so much for the opportunity to submit a revised version of our manuscript. We are grateful to the editors and reviewers for the comments that helped us to improve our manuscript. We have considered all advice for revision and addressed all the comments of the reviewer point by point as below. The revised parts of the manuscript are highlighted in red font.

Reviewer reports:
Reviewer:
The study fails to compare coronary artery lesion (CAL) incidence at 12 months between the two treatment groups. While fever duration was compared between groups, the most critical outcome measure in Kawasaki disease remains CAL development. Why weren't the 12-month follow-up results for CAL-positive patients in the second-IVIG group presented?
A comparison would likely reveal substantially lower CAL rates in the second-IVIG group (5% vs 33%), though this discrepancy primarily reflects the IVIG-after-IFX group comprising more severe cases - specifically patients who failed ≥2 IVIG infusions before receiving IFX, then required additional IVIG after IFX failure. These fundamentally different disease severities make direct group comparisons problematic.
Basing the therapeutic justification for post-IFX IVIG solely on fever resolution time is inadequate. As the authors stated, fever was likely to subside anyway, so its resolution is not surprising. A 33% CAL incidence rate is quite high.
The more appropriate setting for this study would have been a comparison between patients whose treatment was discontinued at the IFX stage and those who received IVIG after IFX.
The data presentation, study limitations (particularly regarding cohort comparability), and discussion of results/limitations require substantial improvement."
Response:
We appreciate the important comments regarding the comparability of long-term outcomes, particularly the frequency of CALs. As the reviewer points out, the two groups differ fundamentally in baseline disease severity, with the IVIG-after-IFX group including patients who had failed at least one IVIG and IFX before receiving IVIG-after-IFX. Therefore, comparability regarding long-term outcomes, such as the frequency of CAL at 12 months, is inherently limited. Although a direct comparison was not feasible, we have added the 12-month outcomes for the two patients with CALs in the second-IVIG group in the Results section as follows:
“One patient showed no CALs 12 months after diagnosis, while the other was referred to a local hospital and could not be followed up at our institution.” (Page 9, Lines 10–12)

Instead, our current study focused on comparing short-term treatment responses, the time to defervescence after initiating the index IVIG, which was the comparable outcome available at this time. We have revised the Discussion section to clarify this rationale and acknowledge the limitations of our cohort design, particularly regarding long-term outcomes. We fully agree that fever resolution alone is not a sufficient endpoint for KD, and that our future task is to promote research on IFX-refractory KD with CAL as an endpoint.

The following sentences were added to the Discussion section:
“Another limitation lies in comparability, particularly of the CAL incidence. A direct comparison of the frequency of CALs, the long-term outcome of KD treatment, was avoided, because there were apparent differences in disease severities between groups. The IVIG-after-IFX group included patients who had already failed at least one dose of IVIG and IFX, representing a more resistant population, whereas the second-IVIG group consisted of less refractory cases. Given this fundamental difference, any direct comparison of the frequency of CALs would cause significant confounding and may misrepresent the true effect of IVIG-after-IFX therapy. Therefore, the current study had to focus on the short-term therapeutic response, that is, time to defervescence after initiating the index IVIG, as a comparable outcome at this time.” (Page 13, Line 20 – Page 14, Line 2)

We also added “particularly regarding CAL prevention” at the end of Conclusions.
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