Manuscript ID 201409024 R1
One-Year Mortality Rates in US Children with End-Stage Renal Disease

Dear Dr. Bakris,

Thank you for your letter of September 30, 2014, in which you indicated that you found the data reported in the above-referenced manuscript to be of interest, and that you would be willing to consider a revision that satisfactorily responds to each issue raised by the reviewers. We carefully considered the comments we received, revised the manuscript accordingly, and believe it is improved as a result. Point-by-point responses to each reviewer concern appear below.
Thank you for your interest in our work.

Sincerely,

Blanche M. Chavers, MD
Corresponding Author

Professor of Pediatrics

Division of Nephrology

2450 Riverside Avenue

East Building, 6th Floor, MB 678 

Minneapolis, MN 55455

Telephone, 612-626-2922; Fax, 612-626-2791; chave001@umn.edu 
Reviewer(s)' Comments to Author:

Reviewer: 1

Comments:
I congratulate the authors on a very nice piece of work. Although I have very few comments, I have carefully read the paper, and I'm quite impressed. My comments are as follows....

Thank you.

More expansion of the statistical methods would be nice; although he authors refer to the chi square tests, the statistical methods employed were more extensive.
We describe the analyses used in more detail in the Methods section under “Mortality Rates and Odds of Death,” page 5.

Confounders regarding the assignement of patients to transplant, PD and HD are discussed, but frankly, could be discussed in more detail. Clearly people get transplanted if they can be transplanted, and high risk patients would likely not get kidney transplantation. To a lesser degree, assignment to PD and HD are not random.
We added the following to the Discussion as a study limitation (page 12):

“Third, the factors used to assign treatment modality were not available for this study and are likely non-random. Children who could undergo preemptive transplant were able to avoid a period of dialysis. Selection of dialysis modality for potentially sicker or high-risk patients was likely individualized to fit the needs of the patient and family. Maintenance peritoneal dialysis is the modality most commonly prescribed for infants and small children.”


Reviewer: 2

Comments:
The authors describe the 1-year mortality rates in the USRDS database, and show slightly decreasing death rates over the past decades. This dataset and the authors have a great track record of producing interesting papers.
Thank you.

However, the current paper has, to my opinion, some issues with the methodology which need to be discussed in greater detail. The most important issue is the combined use of incident and prevalent patients. As mortality is not constant over time, this could have affected nearly all analyses, if the cohort changes over time (fe age at start). At the very least the authors should discuss this in greater detail in the discussion section.

The number of incident patients (and number of deaths within that group) was too small to analyze independently. In the Methods section we state (page 4), “we could not analyze incident patients separately because the cohort counts were too small for stable estimates.” The number of incident deaths per year was consistently 10 or less, so we would not be able to report these numbers due to our agreement with CMS. Further, the combined rates (incident and prevalent) are very similar to rates for prevalent patients alone.  
We added this sentence to the limitations section of the Discussion (page 12): “The number of incident patients (and number of deaths within that group) was small enough that (1) these patients could not be analyzed separately and (2) the combined rates (incident and prevalent together) were very similar to rates for prevalent patients alone.”

Furthermore, it is not clear how changes in modality were addressed.
Patients were censored at modality change. This is described at the end of the first paragraph of the Methods section under “Data Sources and Study Design” (page 4) We wrote, “complete Medicare claims coverage was needed to allow for censoring at changes in treatment modality,” and “follow-up continued until the earliest date of death, change in renal replacement therapy, …”. 

Minor comments
-       The results section on trends in one-year mortality. This section could be shortened ; as the results for the HD , PD and Tx patients are fairly similar and presented in the table, they could be summarized and with a highlight of the differences.

The results section on trends in 1-year mortality has been shortened as recommended and the differences have been highlighted.

-       Some of the results are presented in the discussion only and not in the results (page 7, 1st paragraph).

We now emphasize in the section on cause of death in the Results that the data are in Table 1.

-       To a non-US reader the requirement of selecting only patients with Medicare coverage A&B  needs a bit more explanation. Could the authors briefly discuss what type of coverage the  patients have, and what would be covered if having f.e. only Medicare A.

The statement has been revised as follows (page 4): “Eligible patients were required to have full Medicare coverage for medical and physician services.” All patients eligible for Medicare have Part A coverage. We add as a study limitation (page 12), “Our study cohort included only patients with both Part A and Part B Medicare coverage. All patients had Part A coverage. The effect of lack of Part B coverage on mortality in pediatric ESRD patients is unknown.”


-       Also could the authors discuss how the selection of Medicare patients only will have affected their mortality rates.

To our knowledge, prior studies of pediatric mortality rates have not specified whether both Part A and Part B coverage was included. We needed both to have claims data available that show changes in treatment modality.


-       For the transplant patients, please also present the % of patients with a pre-emptive vs non-pre-emptive transplantation, and living vs deceased donor.

These data are not available.

-       It was not clear what factors were adjusted for in the table 3. From the method section it was understood that there was no adjustment for patient-level factors.

We apologize for the confusion. The first paragraph of “Mortality Rates and Odds of Death” describes the unadjusted rates and odds of death. At the end of this paragraph, we had included a sentence stating that we estimated rates separately by each patient characteristic, but we did not adjust for patient characteristics. This has been edited to exclude the clause “but were not adjusted for patient or clinical characteristics” because this is obvious when we call the rates “unadjusted.”
Table 3 is described in the middle of the last paragraph of the Methods section. The adjusted odds of mortality include adjustments for all patient and clinical characteristics listed in Table 3.  
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