Response to Reviewer Form:
World Journal of Nephrology

“Investigating the controversial link between pediatric obesity and graft survival in kidney transplantation”

Reviewer #1:

Scientific Quality: Grade B (Very good)

Language Quality: Grade B (Minor language polishing)

Conclusion: Minor revision

Specific Comments to Authors:

The study addresses a critical gap in pediatric nephrology by evaluating the impact of BMI on kidney transplant outcomes

in children, a subject with limited prior research. The use of the STAR database ensures a robust sample size (23,081

pediatric recipients) spanning multiple decades, enhancing the generalizability of findings.

Thank you for your thoughtful and detailed feedback. We appreciate your recognition of the significance of this study in

addressing a gap in pediatric nephrology. In response, we have made substantial revisions throughout the manuscript to

address all concerns.

Major Concerns:

1.

“Abstract: The abstract is well-structured but could benefit from more specific numerical results to give readers
a clearer picture of the main findings.”

a. Author Response: Numerical results, including graft survival rates, patient survival rates, and results of
the Cox regression analysis outcomes, and key demographic data, have been added to the abstract’s
Results section.

“Introduction: The background is comprehensive, but consider shortening it slightly to focus more on the specific
gaps this study aims to address. While the study aims to assess survival outcomes across BMI classifications, it
lacks explicit hypotheses or research questions. Please clearly state these points, which would strengthen the focus
of the manuscript.

a. Author Response: Thank you for this thoughtful feedback. We have added explicit study aims and
hypotheses to the introduction. We were unable to shorten the background information as we found it
informative to touch upon the biological basis for decreased graft survival associated with CKD and
obesity. We believe these changes overall strengthen the focus and scope of the manuscript.

“Clarify why Class III obese patients were lower than other groups. The relatively low number reduces statistical
power and may limit the generalizability of findings for this subgroup.”

a. Author Response: Thank you for this thoughtful feedback. We agree with the reviewer that the small

number of Class 3 obese patients limits the statistical power of this subgroup and limits the generalizability



5.

of the findings - we have made this clear in the Limitations section of the Discussion. Unfortunately, the
definition for Class 3 obesity (140% of the 95th percentile of children of a particular age or BMI 40)
inherently encompasses a small fracture of the pediatric population. A multi-center study focused on these

patients would be needed to validate findings in this subgroup.

“The retrospective design limits control over confounders such as comorbidities (e.g., hypertension, diabetes) and
management strategies for obese recipients. These factors are acknowledged but not sufficiently addressed in the
analysis. Provide more detail on how confounders like comorbidities were handled and discuss potential biases
introduced by the retrospective design.”

a. Author Response: Thank you for this thoughtful feedback. We agree with the reviewer about the

limitations that come with the retrospective design. We have expanded upon the acknowledgment of the
study design limitations in the Limitations section of the Discussion. In order to strengthen our analysis,
we added multivariate Cox proportional hazards regression models to identify independent predictors of
graft and patient survival. Recipient-specific variables included age, ethnicity (Black, White, Hispanic, or
Other) BMI category, gender, and pre-existing diabetes status. Donor and transplant-specific variables
included the degree of HLA mismatch, cold ischemia time, and transplant era. Hazard ratios (HRs) and
95% confidence intervals (Cls) were calculated for each covariate to quantify their associations with graft
failure and patient mortality. This new data analysis has been added to the Methods, Results, Discussion,

and Conclusion sections.

“Expand on how findings could inform transplant eligibility criteria or public health interventions targeting
childhood obesity.”
a. Author Response: Thank you for this thoughtful feedback. Based on the demographic data in our study,

we recognize the disproportionate impact that childhood obesity has on minority populations and those
with low socioeconomic status. We also recognize the well-documented lower rates of living donors in
Black and Hispanic populations. We have added information to the discussion regarding how these
barriers could be addressed, including financial assistance programs and culturally competent transplant
teams, which have already shown success in pilot programs. Additionally, widespread public health
initiatives, including widening access to fresh food and encouraging exercise via obesity prevention
programs, could further address pre-existing disparities. We have added information about this to the

discussion.

Minor Concerns:

1.

2.

“Typographical Errors: Minor errors such as "January Istt" should be corrected in the methods section.”

a. Author Response: Typos have been addressed

“The manuscript uses terms like "Class I obesity" and "Obese 1" interchangeably. Standardizing terminology

throughout would improve readability.”



a. Author Response: We decided to utilize “Class 1, Class 2, and Class 3 obesity” as the stand terminology
for the paper, which has been edited accordingly.

3. “Although the discussion highlights disparities and ethical considerations, it could benefit from deeper
exploration of potential interventions (e.g., pre-transplant weight management programs or policies to address
socioeconomic barriers).”

a. Author Response: A section on potential interventions has been added to the discussion. This includes
BMI-lowering pre-transplant interventions such as dietary counseling programs, behavioral therapy,
physical activity programs, and bariatric surgery. We also discussed post-transplant interventions,
including regular follow-ups with dietitians and continued physical activity programs. We also mentioned
emerging therapies, including GLP-1 receptor agonists

4. “Figures 3 and 4 provide Kaplan-Meier estimates, they lack detailed annotations or explanations in the text to
guide interpretation.”

a. Author Response: Annotations have been added to Figures 3 and 4 for greater clarity.

Reviewer #2:

Scientific Quality: Grade C (Good)

Language Quality: Grade A (Priority publishing)

Conclusion: Major revision

Specific Comments to Authors:

Dear authors, Thank you for submitting the manuscript titled, "Investigating the Controversial Link Between Pediatric
Obesity and Graft Survival in Kidney Transplantation™. This is a retrospective study evaluating the relationship between
BMI and allograft and patient survival. Overall, the manuscript is succinct, reads well, and the analysis is reasonably
sound given the limitations of a registry study. Importantly, it highlights the complex interplay between ethnic and
socioeconomic considerations and their interplay with BMI, which is relevant to the practice of pediatric transplantation.

Nevertheless, | have a few comments and suggestions that may strengthen and improve the quality of the manuscript.

Thank you for your thoughtful and constructive feedback on our manuscript. We greatly appreciate your recognition of
the importance of our work and acknowledgment of its relevance to pediatric transplantation. Your suggestions have
been valuable in strengthening our manuscript. In response, we have made substantial revisions throughout the

manuscript to address all concerns.

Major Comments:
1. “The authors have rightly identified the limitation of confounders. What would have strengthened the findings
and conclusion significantly would be the inclusion of multivariate regression (e.g., Cox proportional hazard
models), which can inform whether BMI is an independent risk factor for survival outcomes after adjusting for

ethnicity, living vs. deceased donor, CIT, etc.”



a. Author Response: Thank you for this thoughtful feedback. We agree with the reviewer about the
limitations that come with the retrospective design. We have expanded upon the acknowledgment of the
study design limitations in the Limitations section of the Discussion. In order to strengthen our analysis,
we added multivariate Cox proportional hazards regression models to identify independent predictors of
graft and patient survival. Recipient-specific variables included age, ethnicity (Black, White, Hispanic, or
Other) BMI category, gender, and pre-existing diabetes status. Donor and transplant-specific variables
included the degree of HLA mismatch, cold ischemia time, and transplant era. Hazard ratios (HRs) and
95% confidence intervals (Cls) were calculated for each covariate to quantify their associations with graft
failure and patient mortality. This new data analysis has been added to the Methods, Results, Discussion,
and Conclusion sections.

“Allograft survival was not defined - Do the authors refer to all-cause or death-censored survival?”

a. Author Response: Allograft survival has now been defined as “all-cause” survival in the methods section.
“The third paragraph of the Results section should also be tabulated, with relevant p values indicated. This would
help readers in following the results, and also compare the outcomes in the categories not highlighted.”

a. Author Response: Thank you for this thoughtful feedback. The third paragraph of the results section has
now been tabulated with relevant p-values, which were done pairwise between the BMI categories. This
is now Table 3. This new data analysis has been added to the Methods, Results, Discussion, and
Conclusion sections.

“The data covers more than 3 decades of recipients - and there have been considerable advances in both medical
(e.g., immunosuppression, immunologic assessment, etc.) and surgical management of pediatric transplantation.
The impact on transplantation era should be explored as a covariate, where possible.”

a. Author Response: Thank you for this thoughtful feedback. Transplantation era has been added as a

covariate into the Cox regression analysis and has been added to the demographics section in Table 1.

Minor Comments:

1.

“For classification of obesity, e.g., Class 1, 2, 3 or I, II, III, although both numbers and Roman numerals are
accepted, it should be consistent in the manuscript.”
a. Author Response: We decided to utilize “Class 1, Class 2, and Class 3 obesity” as the stand terminology
for the paper, which has been edited accordingly.
“Typographical error in the "Inclusion and Exclusion Criteria" for January "Istt"”
a. Author Response: Typos have been addressed
“Table 1 - There are various superscripted letters, but these are not accompanied by a legend or footnotes. Do
these refer to p-values?”
a. Author Response: Superscripts indicate statistically significant differences between BMI categories
based on pairwise comparisons (p < 0.05). Categories with the same letter or with no letters are not

significantly different from each other. This explanation has been added to Table 1 and Table 3.



4. “Table 1 - The number of decimal places for the percentages should also be consistent.”
a. Author Response: The inconsistencies in the decimal places for percentages have been addressed.
5. “Title - It is not quite clear what the 'controversial link' refers to - this should either be elaborated further, or
removed from the title. Thank you.”
a. Author Response: More information about the controversial nature of this topic has been added to the

introduction in order to further substantiate the title.

Reviewer #3:

Scientific Quality: Grade C (Good)

Language Quality: Grade B (Minor language polishing)

Conclusion: Minor revision

Specific Comments to Authors:

I carefully read and reviewed the paper titled "Investigating the Controversial Link Between Pediatric Obesity and Graft
Survival in Kidney Transplantation™. The study effectively addresses a critical gap in pediatric kidney transplantation
(KT) research by evaluating the impact of BMI on graft survival outcomes in children. Moreover, data from 23,081
pediatric transplant recipients over 35 years is analyzed, so, the study ensures a large and diverse cohort, enhancing the
reliability of its findings. he use of six BMI classifications based on American Academy of Pediatrics guidelines allows
for a nuanced exploration of the effects of varying obesity levels, distinguishing between overweight, Class I, Class I,
and Class I11 obesity. In addition, authors utilized multiple statistical tests (e.g., Kaplan-Meier survival analysis, ANOVA,
Kruskal-Wallis, and Chi-squared tests) and thus ensured robust analysis of graft survival across BMI groups. The authors
identified socioeconomic and racial disparities, such as the higher prevalence of obesity among non-White patients, and

its association with reduced access to living donor transplants and longer cold ischemia times.

Thank you for your detailed and thoughtful review of our manuscript. We appreciate your recognition of the study’s
significance in addressing a gap in pediatric kidney transplant research. We value your acknowledgment of our
methodology and commentary of our identification of socioeconomic and racial disparities. Your insights have been
important in refining our work. In response, we have made substantial revisions throughout the manuscript to address

all concerns.

1. Authors did not elucidate the biological or environmental mechanisms linking obesity to poorer graft survival. -
Background info in intro is not sufficient enough. Both chronic kidney disease (International Journal of
Nephrology 2014;2014: 1-6. DOI: 10.1155/2014/754370), and obesity (Bali Medical Journal 2018;7(3): 650-653.
DOI:10.15562/bmj.v7i3.806) are associated with high burden of inflammation. Could it be a link between high
BMI and graft survival in chronic kidney disease patients? Discuss please.



a. Author Response: We deeply value the suggestion brought forth by the reviewer to discuss the high
burden of inflammation that is shared in both chronic kidney disease and obesity. We have added this
discussion to the introduction.

2. Authors noted socioeconomic disparities, but the study lacks detailed analyses of contributing factors such as
healthcare access and nutrition.

a. Author Response: Thank you for this thoughtful feedback. Based on the demographic data in our study,
we recognize the disproportionate impact that childhood obesity has on minority populations and those
with low socioeconomic status. We also recognize the well-documented lower rates of living donors in
Black and Hispanic populations. We have added information to the discussion regarding how these
barriers could be addressed, including financial assistance programs and culturally competent transplant
teams, which have already shown success in pilot programs. Additionally, widespread public health
initiatives, including widening access to fresh food and encouraging exercise via obesity prevention
programs, could further address pre-existing disparities. We have added information about this to the
discussion.

3. Authors did not extensively explored other comorbidities associated with obesity, such as hypertension or diabetes,
as confounding variables.

a. Author Response: Thank you for this thoughtful feedback. We agree with the reviewer about the
limitations that come with the retrospective design. In order to strengthen our analysis, we added
multivariate Cox proportional hazards regression models to identify independent predictors of graft and
patient survival. Recipient-specific variables included age, ethnicity (Black, White, Hispanic, or Other)
BMI category, gender, and pre-existing diabetes status. Donor and transplant-specific variables included
the degree of HLA mismatch, cold ischemia time, and transplant era. Hazard ratios (HRs) and 95%
confidence intervals (Cls) were calculated for each covariate to quantify their associations with graft
failure and patient mortality. This new data analysis has been added to the Methods, Results, Discussion,
and Conclusion sections. Unfortunately, recipient hypertension is not a well-populated column in the
UNOS data and can instead only be found if hypertension is the listed cause of kidney failure, which is
rare in pediatric patients. This is one of the limitations associated with using this dataset discussed in the
Limitations section.

4. As aretrospective cohort study, the analysis may be subject to selection bias and cannot establish causation. This
point should be elaborated in limitations section.

a. Author Response: Thank you for this thoughtful feedback. We agree with the reviewer about the
limitations that come with the retrospective cohort design. We have expanded upon the acknowledgment

of the study design limitations in the Limitations section of the Discussion.

Editorial Office’s comments. Authors must revise the manuscript according to the Editorial Office’s comments and

suggestions, which are provided below:



(1) Science Editor:

Scientific quality: The authors submitted a study of the controversial link between pediatric obesity and graft survival

in kidney transplantation. The topic is within the scope of the journal.
Classification: Grade B, Grade C and Grade C;

1.

Summary of the Peer-Review Report: The study addresses a critical gap in pediatric nephrology by evaluating
the impact of BMI on kidney transplant outcomes in children, a subject with limited prior research. The use of
the STAR database ensures a robust sample size (23,081 pediatric recipients) spanning multiple decades,
enhancing the generalizability of findings. The abstract is well-structured but could benefit from more specific
numerical results to give readers a clearer picture of the main findings.
a. Author Response: Thank you for your feedback. We have made the above edits as outlined in the
responses to each reviewer
References recommendations: The reviewer requests the authors to cite two references published by him/herself,
which are related to the topic of the manuscript.
a. Author Response: Thank you for your feedback. We have made the above edits as outlined in the
responses to each reviewer
Manuscript Type: After verification, the manuscript type is "Retrospective Cohort Study".
Specific comments
a. (1) Country/Territory of origin: United States.
i.  Author Response: This has been added
b. (2) The language classification is Grade A, Grade B and Grade B.
c. (3) Manuscript Title: Except for capitalization of the first word, all other words are represented in
lowercase (excluding specific words such as Crohn's disease).
I.  Author Response: This has been addressed
d. (4) Author list. Author names (unabbreviated) should be given as first name, middle name initial (with
no period) and family (sur)name, and typed in bold with the first letter of each capitalized. For example:
Vladimir N Nikolenko.
I.  Author Response: This has been addressed
e. (5) Authors and institution(s): Please add the postcode after city. Examples for authors name and
institutions are:
I.  Yi-Fan Chang, Tao Liu, Chong-Qing Wei, Wei-Long Chang, Department of Gastrointestinal
Surgery, The First Affiliated Hospital of Zhengzhou University, Zhengzhou 450052, Henan
Province, China
ii.  Author Response: This has been addressed
f. (6) Please add the “Author contributions”: The ‘Author contributions’ passage describes the specific

contribution(s) made by each author. The author’s names will be listed in the following format: full family



(sur)name, followed by abbreviated first and middle names. For example, Bryan L Copple should be
revised as Copple BL.

I.  Author Response: This has been addressed

. Audio Core Tip: In order to attract readers to read the full-text article, we request that the first author
make an audio file describing the final core tip. This audio file will be published online, along with the
article. The author can invite English language editing company to assist in resolving the language issues
of Audio Core Tip.

i.  Author Response: This has been addressed

Reference numbers in the main text.

I.  The format of in-text citation of references should be [References Number]. Please add the “[ ]”.
Example: The pathophysiology is thought to be due to an increased arterial flow that leads to
secondary hepatocellular hyperplasia[1,2].

ii.  Author Response: This has been addressed
There are issues with the references:

I.  Please provide the PMID numbers (https://pubmed.ncbi.nlm.nih.gov/) to the reference list and list
all authors of the references. If a reference has no PMID and DOI, please provide the source
website address of this reference.

Ii.  Author Response: This has been addressed
lii.  To ensure the accuracy of the references, please use "Edit References by Auto-Analyser"
(https://www.f6publishing.com/Forms/main/ArticleReferenceTool.aspx) to edit the references of

the manuscript.
iv.  Author Response: This has been addressed
(10) Figures. Abbreviations must be defined upon first appearance in the Figure Legends. Do not use
non-standard abbreviations, unless they appear at least two times in the text preceding the first
usage/definition.
I.  Author Response: This has been addressed
Original figure documents. In the meantime, authors should provide the original figure documents.
Please prepare and arrange the figures using PowerPoint to ensure that all graphs or arrows or text portions
can be reprocessed by the editor, and upload it to the file destination of “Image File” in the F6Pubishing
system.
I.  Author Response: This has been addressed
Tables. The title needs to be bolded.
i.  Author Response: This has been addressed
ii.  Abbreviations are not allowed in table titles.
1. Author Response: This has been addressed


https://www.f6publishing.com/Forms/main/ArticleReferenceTool.aspx

iii.  Authors are required to provide standard three-line tables, that is, only the top line, bottom line,
and column line are displayed, while other table lines are hidden. The contents of each cell in the
table should conform to the editing specifications, and the lines of each row or column of the table
should be aligned. Do not use carriage returns or spaces to replace lines or vertical lines and do
not segment cell content.

1. Author Response: This has been addressed
m. Abstract. An informative, structured abstract of no more than 350 words should accompany each
manuscript.
I.  Author Response: This has been addressed

n. Recommendation: Conditional acceptance.

Language Quality: Grade B (Minor language polishing)

Scientific Quality: Grade C (Good)

(2) Company Editor-in-Chief:

I have reviewed the Peer-Review Report, full text of the manuscript, all of which have met the basic publishing
requirements of the World Journal of Nephrology, and the manuscript is conditionally accepted. | have sent the
manuscript to the author(s) for its revision according to the Peer-Review Report, Editorial Office’s comments and the

Criteria for Manuscript Revision by Authors.

Round 2

Thank you for your thoughtful and constructive feedback on our manuscript. We greatly appreciate you taking the time
to re-revise it and are glad that you appreciate the improvements we have made. We have used the STROBE checklist,
made a PDF outlining where each part can be found, and indicated its use on the cover page. Additionally, all of our
authors have signed the copyright agreement. Finally, have taken your additional suggestions. They are outlined below,
and the manuscript with the edits is attached. Reviewer #1: Abstract: "Underweight recipients had lower 10-year patient
survival (81.3%) than healthy-weight recipients.” A p-value should also be included. Author Response: Thank you for
this thoughtful feedback. This has been corrected and clarified with the correct p-value. "Obese patients experienced
longer cold ischemia times (11.6 and 13.1 hours vs. 10.2 hours, P < 0.001)" Which category was 11.6h, and which was
13.1h? Which p value was <0.001 - was it an overall p value? or are both p values <0.001? Author Response: Thank you
for this thoughtful feedback. This has been corrected and clarified with the correct p-values. Results The p values should
be described immediately after the variable, e.g., on page 9, "Log-rank testing, displayed in Table 2, revealed significantly
lower graft survival in Class 2 and 3 obese patients compared to healthy-weight (P = 0.013, P = 0.022, respectively) and

Class 1 Obese individuals (P = 0.033, P = 0.033, respectively)" should be reworded along the lines of "significant lower



graft survival in Class 2 (p=0.013) and Class 3 (p=0.022) obese patients compared to healthy-weight individuals. This
was similar when graft survival of Class 2 (p=0.033) and Class 3 (p=0.033) obese patients were compared to Class I
obese individuals™ Author Response: Thank you for this thoughtful feedback. This has been re-written for clarification
It is generally not necessary to state the chi-squared and df values for multivariable analysis Author Response: Thank
you for this thoughtful feedback. This has been removed. For the multivariable analysis, | would suggest that BMI be
considered a numeric variable rather than categorial (e.g., per unit of BMI). This is because there is no inherent linearity
to the obesity classes. l.e., this assumes that the increased risk for BMI 30-34.9 vs. BMI 35.0-39.9 vs. BMI >40 are
proportional Author Response: Thank you for this thoughtful feedback. The statistical analysis has been updated to
instead go by 1-point increases in BMI. | would also suggest that the multivariate analysis be tabulated and presented as
a table. Obesity, and other significant independent predictors of allograft and patients’ survival, can be highlighted in the
text. Author Response: Thank you for this thoughtful feedback. The analysis has now been added as a table, Table 4 It is
also not necessary to describe the % change in risk if the Hazard Ratio is presented - both convey the same meaning.
Author Response: Thank you for this thoughtful feedback. This has been updated in the results and conclusion sections
More attention should be paid to punctuation, e.g., last line of page 7 of the manuscript "Recipient-specific variables
included age, ethnicity (Black, White, Hispanic, or Other) BMI category, gender, and.." is missing a comma between
‘Other)' and 'BMI' Thank you. Author Response: Thank you for this thoughtful feedback. This has been corrected.



