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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 
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VERSION 1 - REVIEW 

REVIEWER Kristine Hommel 
Department of nephrology,  
Herlev Hospital,  
Denmark 

REVIEW RETURNED 17-Nov-2015 

 

GENERAL COMMENTS It was a pleasure to read this well written and easy read paper. 
Never the less, I have some comments and suggestions.  
 
Key words: 'gastrointestinal bleeding' would be appropriate and is 
lacking.  
 
Running title  
Page 1, lines 44-45: UGI should be replaced by upper 
gastrointestinal bleeding.  
 
Abstract:  
Page 2, line 27: please put 'stage 3-5'.  
Page 2, line 56 'aHR' should be replaced by 'adjusted HR'.  
Page 3, line 7: 'it is not clear what subdistribution aHR' is.  
Page 3, lines 22-24: 'adjusted for confounders' should be deleted 
and replaced by 'adjusted for age, sex, comorbidity and use of 
NSAIDS, aspirin, clopidogrel and warfarin'.  
 
Key words  
Page 3, lines 28-29: 'mortality' is missing.  
 
Introduction  
Page 4, lines 15-16: What about use of aspirin, platelet inhibitors 
and anti-coagulant medication?  
Page 4, lines 35-36: Also, GI-bleeding is associated with severe 
uremia and thus just a sign of severely impaired renal function.  
 
Materials and methods  
Sub headings would improve readability.  
Page 5, lines 12-13: replace 'analyzed' by 'included'.  
Page 5, lines 35-36: how is lower GI-bleeding excluded? Why not 
replace UGIB by GI (gastrointestinal bleeding)?  
Page 5, lines 44-45: please do write 'coronary artery disease (CAD)'.  
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Page 5, lines 53-54: Use of oral anti-diabetic medication?  
Page 6, lines 24-25: Were measurements performed within 3 
months before enrollment in the study?  
Page 7, line 33: please replace p by p-value.  
 
Results  
Page 8, lines 4-19: Please, replace redundant text with more general 
phrases as all numbers are presented in table 1.  
Page 8, lines 26-29: Total number of patients in table 1 and 2 is not 
the the same. How come?  
Page 8, lines 29-30: Please replace 'rate' by 'proportion starting'.  
Pages 8-9, lines 38-56 and 4-25: Please replace redundant numbers 
in text and table 2 with general phrases.  
Page 9, lines 33-54: do. text and table 3.  
Page 10: also age is  
Table 4: please remove * P<0.05' as it is redundant information.  
 
Discussion  
Page 11, lines 22-23: please add 'and mortality as competing 
endpoint'.  
Page 11, lines 22-23: please replace 'confounders' by 'age, sex, 
comorbidity and use of NSAIDs, aspirin, clopidogrel and warfarin'.  
Page 11 and 12: please remove references for Results section eg. 
(Table 3) etc.  
Page 11, lines 42-43: Please comment on the fact that GI-bleeding 
is a sign of severe uremia, role of aspirin, clopidogrel and warfarin.  
Page 11, lines 45-56: Causality or association of the protective effect 
of inhibitors of the RAS system on GI-bleeding in CKD? Couldn't 
RAS inhibitors be surrogate markers of higher eGFR as RAS 
inhibitors are discontinued in patients with rapidly decreasing renal 
function.  
Page 12, line 30: please comment on the surprising fact that higher 
age was associated with lower risk of chronic dialysis. 

 

REVIEWER Shayan Shirazian 
Winthrop University Hospital  
Attending Nephrologist  
USA 

REVIEW RETURNED 04-Jan-2016 

 

GENERAL COMMENTS In their paper, “Upper gastrointestinal bleeding increases risk of 
dialysis and all-cause mortality in patients with chronic kidney 
disease,” Liang et al. examine the risk of chronic HD and all-cause 
mortality in patients with stage 3-5 CKD that have had an episode of 
upper GI bleeding. This is an important topic, and, according to the 
authors, their findings are novel. I, however, have several concerns 
about the paper. The competing risk multivariable analysis is 
missing proteinuria, an important predictor of chronic dialysis and all 
cause mortality in patients with CKD. I would like to see proteinuria 
included in both analyses (mortality and chronic dialysis). I can think 
of several mechanisms linking proteinuria to ugi bleed and dialysis, 
including the use of steroids for treatment of glomerulonephritis. 
Additionally, in their cohort of patients with advanced CKD 
approximately 5-times as many patients progress to HD rather than 
die over 2-3 years. These numbers are different than other cohort 
studies of patients with advanced CKD in which patients are more 
likely to die than progress to HD. This should at least be explained in 
the discussion section. Finally, the article would benefit from 
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extensive language editing. Many of the sentences are difficult to 
understand, and verb tenses are misused.  
 
Abstract  
- Objective: lower renal function should be changed to impaired 
renal function. There should be no mention of the statistical analysis 
used in this section  
 
- There should be some mention of the population selected  
 
Introduction  
 
Para 1 - The effects of UGI bleeding should be described in the 
present tense  
 
Para 1 - last sentence: “The increased all-cause mortality associated 
with UGIB is usually explained by the worsen comorbid conditions 
caused by UGIB.” Is there a reference that supports this?  
 
Para 2 - first sentence: Patients with CKD that required HD after ugi 
bleed would likely be those that had ischemic-atn. Pre-renal 
etiologies would readily reverse with intravascular volume repletion.  
 
Para 2 - last sentence: A discussion of the statistical methods used 
does not belong in the last sentence of the introduction  
 
Methods  
 
Para 1 - please describe the outpatient CKD program in further 
detail. Number of physicians, hospital-affiliated, fellows?  
 
This section should be divided into outcomes (chronic HD and 
mortality) and predictors (including the primary predictor- UGI 
bleed).  
 
How were the outcomes (death and chronic HD) determined? Chart 
review? Please explain in further detail  
 
What kind of study was this? My impression is observational. If so, 
how are labs measured at study enrollment and 3 months after?  
 
Please define what confounders were used in the multi-variable 
analyses and why those confounders were used.  
 
Why is proteinuria not included as a confounder? See above  
 
Results  
 
Was median follow-up 1.9 years or 2.8 years as stated in the 
abstract. Please clarify.  
 
Para 1: proteinuria and prednisone use should be included  
 
Table 1 and Table 2 missing descriptor for variables. For example 
are the egfr results, mean +/- SD. This is not clear.  
 
Discussion  
 
Paragraph 1, sentence 2: take out the word remarkable  
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Include a discussion of why you believe the risk of chronic dialysis 
was higher than the risk of mortality for patients with advanced CKD 
in your study. This different from the findings of previous studies.  
 
Paragraph 2 sentence 2: please provide a reference.  
 
Paragraph 2 sentence 3: I do not understand this sentence, please 
re-word  
 
Paragraph 3 sentence 1: were is the verb wrong tense.  
 

 

REVIEWER Hocine Tighiouart 
Tufts Medical Center  
Boston, MA, USA 

REVIEW RETURNED 07-Jan-2016 

 

GENERAL COMMENTS Have some major concerns about the statistical analysis and data 
presented. My comments are below  
 
1) Would exclude stage 5 CKD patients from the analysis as these 
are imminent dialysis patients  
2) The 2 patients with pre-emptive transplant should be part of 
dialysis outcome as these would have reached dialysis if transplant 
was not observed first  
3) Also not clear why patients who dialyzed < 3 months or those who 
discontinue dialysis because of recovery of kidney function were 
also excluded, should they have been censored at the occurrence of 
dialysis? Aren't they also at risk of chronic dialysis after 
discontinuation of the first dialysis treatment? In addition, when 
planning the study, we would not know who these cases are since 
ascertainment of the outcome is in follow-up. It's probably not 
appropriate to exclude patients based on the outcome analyzed.  
Consider using eGFR MDRD since these are CKD patients  
4) I would suggest that the authors focus only on baseline UGIB as 
the exposure and accounts for confounding by multivariable 
adjustment. Using time-varying UGIB opens the issue of time-
dependent confounders (eGFR is probably one of them) and 
adjusting for the other time-varying confounders may not be enough 
to account for all the bias due to confounding. There are well-
described statistical methods for handling time-varying confounders 
when analyzing a time-varying exposure (for example marginal 
structural models).  
5) Does UGIB status changes from positive to negative, or once it's 
positive it remains always so?  
6) In addition to using the sub-distribution hazard for the competing 
risk analysis, please provide cause-specific hazard ratios for 
comparison  
7) Table 1: Please provide 3 columns (total, UGIB and no UGIB with 
p-values for comparison, UGIB should status should be based on 
baseline UGIB). Why is the sum across the causes of kidney 
disease not equal 100%?  
8) The distribution of follow-up time for the whole cohort reported in 
the abstract does not match the one in the result section  
9) Page 8, line 26, please do not show the mean (SD) follow-up time 
by UGIB groups as the follow-up time is censored and so the p-
value here is not appropriate  
10) Page 8, line 32, please explain how the rate of chronic dialysis 
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and death were calculated (at what follow-up time?), these rates 
should be derived from the cumulative incidence curves and 
calculated at a fixed follow-up time (say 1-year, 2-year, 3-year...). It 
is incorrect to just calculate the crude percentage for a survival 
outcome  
11) Page 8, line 38: Competing risk analysis should be used 
whenever there is a competing event for the outcome of interest, 
and the statement that mortality rate was higher in UGIB group 
implies justification for using competing risk analysis is not correct  
12) Table 2: it seems that this table was divided by UGIB status 
using baseline and follow-up UGIB, however, all variables are 
baseline variables. Would recommend that you show baseline 
characteristics by baseline UGIB only (table 1) and remove table 2. 
Also in table 2, the sum of the sample sizes for the 2 columns is 
n=3126, but the sample size analyzed is 3163  
13) eGFR is shown as median (p25, p75) in table 1, but using mean 
(sd) in table 2? Was the distribution of eGFR skewed?  
14) The sum of male from table 2 across the two columns is 1691, 
but according to table 1, there are 1714 male  
15) Page 8, line 47 according to table 2, the % of diabetes as 
primary cause is 44.7% and not 55.6%  
16) Please provide only one global p-value for categorical variables 
when comparing two groups (for example for cause of kidney 
disease, there should be only 1 global p-value shown)  
17) Table 3: if you decided to perform competing risk analysis, then 
the covariates effects on mortality should be derived from the 
competing risk model as well. So you should provide the sHR for 
each outcome (death, dialysis) for each covariate  
18) Table 4: It's confusing to have both UGIB and history of UGIB in 
the same model, if a patient has history of UGIB and the UGIB 
should be also present all the time., so these two variables are 
highly correlated  
19) Figure 1: It's hard to interpret a cumulative subhazard, better 
show cumulative incidence probabilities, also figure should show 
adjusted curves  
20) In table 4, the HR's for age in univariate analysis is incorrect if 
the 95% CI are correct, the midpoint of the 95% CI on the natural log 
scale is 0.048 and if exponentiated gives a HR of 1.05 which is quite 
different than the reported HR of 0.95 

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

It was a pleasure to read this well written and easy read paper. Never the less, I have some 

comments and suggestions.  

 

Key words: 'gastrointestinal bleeding' would be appropriate and is lacking.  

Response to the comment: Thank you. We had added ‘gastrointestinal bleeding’ to the list as 

suggested.  

Running title  

Page 1, lines 44-45: UGI should be replaced by upper gastrointestinal bleeding.  

Response to the comment: Thank you. We had replaced UGI with upper gastrointestinal bleeding  

 

Abstract:  

Page 2, line 27: please put 'stage 3-5'.  
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Response to the comment: Thank you. We had added stage 3-5 after CKD  

Page 2, line 56 'aHR' should be replaced by 'adjusted HR'.  

Response to the comment: Thank you. We had replaced ‘aHR’ with ‘adjusted HR’  

Page 3, line 7: 'it is not clear what subdistribution aHR' is.  

Response to the comment: Thank you. We had corrected the error.  

Page 3, lines 22-24: 'adjusted for confounders' should be deleted and replaced by 'adjusted for age, 

sex, comorbidity and use of NSAIDS, aspirin, clopidogrel and warfarin'.  

Response to the comment: Thank you. We changed the sentence as suggested.  

Key words  

Page 3, lines 28-29: 'mortality' is missing.  

Response to the comment: Thank you. We added mortality in the list.  

Introduction  

Page 4, lines 15-16: What about use of aspirin, platelet inhibitors and anti-coagulant medication?  

Response to the comment: Thank you for the comment. CKD patients are associated increased risk 

of cardiovascular disease. Aspirin, platelet inhibitors, and anti-coagulant may be beneficial in CKD 

patients. In our previous study (reference 1), we did not find association of GI bleeding and aspirin, 

plavix, and warfarin. To avoid confusion, we focused on the association of gastrointestinal bleeding 

and GFR decline CKD in this paragraph.  

 

Page 4, lines 35-36: Also, GI-bleeding is associated with severe uremia and thus just a sign of 

severely impaired renal function.  

Response to the comment: Thank you for the comment. Severe impaired renal function is associated 

with increased risk of bleeding because of platelet dysfunction. The increased risk of bleeding is not 

limited to GI bleeding. UGIB patients started chronic dialysis after a median of 1.1 (interquartile range: 

0.7-1.3) years. Uremic coagulopathy associated UGIB may not be the uremic symptoms that required 

dialysis in these patients.  

 

Materials and methods  

Sub headings would improve readability.  

Response to the comment: We added headings as suggested.  

Page 5, lines 12-13: replace 'analyzed' by 'included'.  

Response to the comment: We had replaced “analyzed” with “included”.  

Page 5, lines 35-36: how is lower GI-bleeding excluded? Why not replace UGIB by GI 

(gastrointestinal bleeding)?  

Response to the comment: Thank you. The UGIB was confirmed by endoscopy of the upper digestive 

tract. We are not able to replace UGIB with GI bleeding because patients with GI bleeding caused by 

angiodysplasia that is relatively common were not included in this study.  

Page 5, lines 44-45: please do write 'coronary artery disease (CAD)'.  

Response to the comment: Thank you. We had corrected the abbreviation.  

Page 5, lines 53-54: Use of oral anti-diabetic medication?  

Response to the comment: Thank you. We had corrected the expression as suggested.  

Page 6, lines 24-25: Were measurements performed within 3 months before enrollment in the study?  

Response to the comment: Thank you. The measurements were performed after enrollment and we 

had corrected the sentence.  

Page 7, line 33: please replace p by p-value.  

Response to the comment: We had corrected the expression as suggested.  

Results  

Page 8, lines 4-19: Please, replace redundant text with more general phrases as all numbers are 

presented in table 1.  

Response to the comment: Thank you. We removed the redundant text as suggested.  

Page 8, lines 26-29: Total number of patients in table 1 and 2 is not the the same. How come?  

Response to the comment: Thank you. We had corrected the number.  
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Page 8, lines 29-30: Please replace 'rate' by 'proportion starting'.  

Response to the comment: We replaced “rate” by “proportion”.  

Pages 8-9, lines 38-56 and 4-25: Please replace redundant numbers in text and table 2 with general 

phrases.  

Response to the comment: We rewrote the paragraph as suggested.  

Page 9, lines 33-54: do. text and table 3.  

Response to the comment: We rewrote the paragraph as suggested.  

Page 10: also age is  

Response to the comment: We corrected the sentence as suggested.  

Table 4: please remove * P<0.05' as it is redundant information.  

Response to the comment: Thank you. We removed “*P < 0.05”  

Discussion  

Page 11, lines 22-23: please add 'and mortality as competing endpoint'.  

Response to the comment: We added the sentence as suggested.  

Page 11, lines 22-23: please replace 'confounders' by 'age, sex, comorbidity and use of NSAIDs, 

aspirin, clopidogrel and warfarin'.  

Response to the comment: We corrected the sentence as suggested.  

 

Page 11 and 12: please remove references for Results section eg. (Table 3) etc.  

Response to the comment: We removed the references as suggested.  

 

Page 11, lines 42-43: Please comment on the fact that GI-bleeding is a sign of severe uremia, role of 

aspirin, clopidogrel and warfarin.  

Response to the comment: We added more sentences about the GI-bleeding is a sign of uremia in 

the first paragraph of the discussion. We added more discussions about steroids, aspirin, clopidogrel 

and warfarin in the 2nd paragraphy.  

Page 11, lines 45-56: Causality or association of the protective effect of inhibitors of the RAS system 

on GI-bleeding in CKD? Couldn't RAS inhibitors be surrogate markers of higher eGFR as RAS 

inhibitors are discontinued in patients with rapidly decreasing renal function.  

Response to the comment: Thank you for the comment. We agreed with the reviewer that a small 

number of patients has elevated serum creatinine levels after RAS inhibitors. Our patient had RAS 

inhibitors for more than 3 months and RAS inhibitors were suggested in the KDIGO guideline for CKD 

patients. Chronic dialysis started 1.2 years after UGIB episodes in this study, the UGIB is not likely to 

be one of the uremic symptoms that required dialysis in this study.  

Page 12, line 30: please comment on the surprising fact that higher age was associated with lower 

risk of chronic dialysis.  

Response to the comment: Thank you. The association of age and risk of chronic dialysis was seen in 

multivariable but not in univariable analysis. As this is not the major finding of our study, Cox 

regression with adjustments for age, eGFR, gender was used to investigate the association of UGIB 

and risk of chronic dialysis. In our clinical observation, the lower risk of dialysis in older patients may 

be explained by the low metabolic rate and lifestyle (low physical activity and low protein diet) 

associated with advancing age.  

Reviewer: 2  

In their paper, “Upper gastrointestinal bleeding increases risk of dialysis and all-cause mortality in 

patients with chronic kidney disease,” Liang et al. examine the risk of chronic HD and all-cause 

mortality in patients with stage 3-5 CKD that have had an episode of upper GI bleeding. This is an 

important topic, and, according to the authors, their findings are novel. I, however, have several 

concerns about the paper. The competing risk multivariable analysis is missing proteinuria, an 

important predictor of chronic dialysis and all cause mortality in patients with CKD. I would like to see 

proteinuria included in both analyses (mortality and chronic dialysis). I can think of several 

mechanisms linking proteinuria to ugi bleed and dialysis, including the use of steroids for treatment of 

glomerulonephritis. Additionally, in their cohort of patients with advanced CKD approximately 5-times 
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as many patients progress to HD rather than die over 2-3 years. These numbers are different than 

other cohort studies of patients with advanced CKD in which patients are more likely to die than 

progress to HD. This should at least be explained in the discussion section. Finally, the article would 

benefit from extensive language editing. Many of the sentences are difficult to understand, and verb 

tenses are misused.  

Response to the comment: We added steroids, proteinuria in the model as suggested. We also 

discussed the high prevalence of chronic dialysis in our cohort in the 2nd paragraph of discussion.  

 

Abstract  

- Objective: lower renal function should be changed to impaired renal function. There should be no 

mention of the statistical analysis used in this section  

Response to the comment: We changed lower to impaired as suggested. The statistical analysis was 

removed.  

- There should be some mention of the population selected  

Response to the comment: We changed the sentence as suggested.  

Introduction  

 

Para 1 - The effects of UGI bleeding should be described in the present tense  

Response to the comment: We changed the tense as suggested.  

Para 1 - last sentence: “The increased all-cause mortality associated with UGIB is usually explained 

by the worsen comorbid conditions caused by UGIB.” Is there a reference that supports this?  

Response to the comment: We added the references as suggested.  

Para 2 - first sentence: Patients with CKD that required HD after ugi bleed would likely be those that 

had ischemic-atn. Pre-renal etiologies would readily reverse with intravascular volume repletion.  

Response to the comment: We agreed with the reviewer that patients with pre-renal acute kidney 

injury usually recovered kidney function after intravascular volume repletion. In some CKD-ND 

patients, chronic dialysis may be needed if the kidney function is not recovered. We excluded patients 

with recovered kidney function.  

Para 2 - last sentence: A discussion of the statistical methods used does not belong in the last 

sentence of the introduction  

Response to the comment: We removed the sentence as suggested.  

 

Methods  

 

Para 1 - please describe the outpatient CKD program in further detail. Number of physicians, hospital-

affiliated, fellows?  

Response to the comment: We added mode details about the CKD program as suggested.  

This section should be divided into outcomes (chronic HD and mortality) and predictors (including the 

primary predictor- UGI bleed).  

Response to the comment: We changed the section as suggested.  

How were the outcomes (death and chronic HD) determined? Chart review? Please explain in further 

detail  

Response to the comment: The outcomes were recorded in a computerized case-management 

system and the CKD nurse updated the data every 6 months. A research nurse reviewed the medical 

records to confirm the outcomes.  

What kind of study was this? My impression is observational. If so, how are labs measured at study 

enrollment and 3 months after?  

Response to the comment: This is an observational study but the CKD program was supported by the 

National Health Insurance (NHI) Taiwan and the NHI set the labs measurements as a component of 

the CKD program.  

Please define what confounders were used in the multi-variable analyses and why those confounders 

were used.  
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Response to the comment: We added the definition of possible confounders in the method. Factors 

that were significantly different in patients with and without UGIB and risk factors of chronic dialysis 

were considered as possible confounders.  

Why is proteinuria not included as a confounder? See above  

Response to the comment: We added urine albumin/creatinine ratio and protein/creatinine ratio in the 

analysis as suggested.  

Results  

 

Was median follow-up 1.9 years or 2.8 years as stated in the abstract. Please clarify.  

Response to the comment: Thank you. We corrected the error.  

Para 1: proteinuria and prednisone use should be included  

 

Table 1 and Table 2 missing descriptor for variables. For example are the egfr results, mean +/- SD. 

This is not clear.  

Response to the comment: We modified the Tables as suggested.  

 

Discussion  

 

Paragraph 1, sentence 2: take out the word remarkable  

Response to the comment: We removed “remarkable” as suggested.  

Include a discussion of why you believe the risk of chronic dialysis was higher than the risk of 

mortality for patients with advanced CKD in your study. This different from the findings of previous 

studies.  

Response to the comment: We added discussion about the high risk of dialysis in our study in the 2nd 

paragraph of discussions.  

 

Paragraph 2 sentence 2: please provide a reference.  

Response to the comment: we added the reference as suggested.  

 

Paragraph 2 sentence 3: I do not understand this sentence, please re-word  

Response to the comment: We rewrote the sentence as suggested.  

 

Paragraph 3 sentence 1: were is the verb wrong tense.  

Response to the comment: We corrected the sentence.  

 

Reviewer: 3  

have some major concerns about the statistical analysis and data presented. My comments are below  

 

1) Would exclude stage 5 CKD patients from the analysis as these are imminent dialysis patients  

Response to the comment: The median time was 1.3 (0.6-3.2) years from the enrollment of the CKD 

program to the initiation of dialysis in 1162 patients with CKD-ND stage 5. Of 1162 patients, 184 

patients had UGIB. The enrollment of CKD 5 patients fits our aim of study.  

 

2) The 2 patients with pre-emptive transplant should be part of dialysis outcome as these would have 

reached dialysis if transplant was not observed first  

Response to the comment: These two patients had living related kidney transplant and the timing of 

kidney transplant was not related to uremic symptoms. We therefore excluded these two patients.  

 

3) Also not clear why patients who dialyzed < 3 months or those who discontinue dialysis because of 

recovery of kidney function were also excluded, should they have been censored at the occurrence of 

dialysis? Aren't they also at risk of chronic dialysis after discontinuation of the first dialysis treatment? 

In addition, when planning the study, we would not know who these cases are since ascertainment of 
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the outcome is in follow-up. It's probably not appropriate to exclude patients based on the outcome 

analyzed.  

Response to the comment: We are interested in chronic dialysis and a recovery of renal function in 3 

months is considered as dialysis for acute kidney injury.  

 

Consider using eGFR MDRD since these are CKD patients.  

Response to the comment: We changed to formula to MDRD as suggested.  

 

4) I would suggest that the authors focus only on baseline UGIB as the exposure and accounts for 

confounding by multivariable adjustment. Using time-varying UGIB opens the issue of time-dependent 

confounders (eGFR is probably one of them) and adjusting for the other time-varying confounders 

may not be enough to account for all the bias due to confounding. There are well-described statistical 

methods for handling time-varying confounders when analyzing a time-varying exposure (for example 

marginal structural models).  

Response to the comment: We changed the statistical method as suggested. The basal eGFR was 

used in the analysis.  

 

5) Does UGIB status changes from positive to negative, or once it's positive it remains always so?  

Response to the comment: The UGIB status was positive and remained so.  

 

6) In addition to using the sub-distribution hazard for the competing risk analysis, please provide 

cause-specific hazard ratios for comparison  

Response to the comment: We did not collected the cause of death and were not able to provide 

cause-specific hazard ratios.  

 

7) Table 1: Please provide 3 columns (total, UGIB and no UGIB with p-values for comparison, UGIB 

should status should be based on baseline UGIB). Why is the sum across the causes of kidney 

disease not equal 100%?  

Response to the comment: We changed Table 1 as suggested. We listed the top 3 causes of primary 

kidney disease in the Table and therefore the sum was not 100%.  

 

8) The distribution of follow-up time for the whole cohort reported in the abstract does not match the 

one in the result section  

Response to the comment: Thank you. We corrected the error.  

9) Page 8, line 26, please do not show the mean (SD) follow-up time by UGIB groups as the follow-up 

time is censored and so the p-value here is not appropriate  

Response to the comment: We corrected this as suggested.  

 

10) Page 8, line 32, please explain how the rate of chronic dialysis and death were calculated (at what 

follow-up time?), these rates should be derived from the cumulative incidence curves and calculated 

at a fixed follow-up time (say 1-year, 2-year, 3-year...). It is incorrect to just calculate the crude 

percentage for a survival outcome  

Response to the comment: We reported the percentage of patients at the primary end-point (chronic 

dialysis or all-cause mortality).  

 

11) Page 8, line 38: Competing risk analysis should be used whenever there is a competing event for 

the outcome of interest, and the statement that mortality rate was higher in UGIB group implies 

justification for using competing risk analysis is not correct  

Response to the comment: We replaced the competing-risks analysis with Cox proportional hazard 

regression.  

 

12) Table 2: it seems that this table was divided by UGIB status using baseline and follow-up UGIB, 
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however, all variables are baseline variables. Would recommend that you show baseline 

characteristics by baseline UGIB only (table 1) and remove table 2. Also in table 2, the sum of the 

sample sizes for the 2 columns is n=3126, but the sample size analyzed is 3163  

Response to the comment: We fixed the error. We removed Table 2 as you suggested. The baseline 

characteristics was used in Table 1.  

 

13) eGFR is shown as median (p25, p75) in table 1, but using mean (sd) in table 2? Was the 

distribution of eGFR skewed?  

Response to the comment: We changed the expression of eGFR as you suggested.  

 

14) The sum of male from table 2 across the two columns is 1691, but according to table 1, there are 

1714 male  

Response to the comment: We fixed the error. Thank you.  

15) Page 8, line 47 according to table 2, the % of diabetes as primary cause is 44.7% and not 55.6%  

Response to the comment: We corrected the number as suggested.  

 

16) Please provide only one global p-value for categorical variables when comparing two groups (for 

example for cause of kidney disease, there should be only 1 global p-value shown)  

Response to the comment: We changed the expression as you suggested.  

 

17) Table 3: if you decided to perform competing risk analysis, then the covariates effects on mortality 

should be derived from the competing risk model as well. So you should provide the sHR for each 

outcome (death, dialysis) for each covariate  

Response to the comment: Thank you. We removed Table 3 and HR for chronic dialysis as well as 

all-cause mortality in Cox regression was used in Table 2.  

 

18) Table 4: It's confusing to have both UGIB and history of UGIB in the same model, if a patient has 

history of UGIB and the UGIB should be also present all the time., so these two variables are highly 

correlated  

Response to the comment: We removed a history of UGIB as you suggested.  

 

19) Figure 1: It's hard to interpret a cumulative subhazard, better show cumulative incidence 

probabilities, also figure should show adjusted curves  

Response to the comment: We changes Figure 1 as suggested.  

 

20) In table 4, the HR's for age in univariate analysis is incorrect if the 95% CI are correct, the 

midpoint of the 95% CI on the natural log scale is 0.048 and if exponentiated gives a HR of 1.05 

which is quite different than the reported HR of 0.95  

Response to the comment: We changed the Tables and re-calculated the HRs as you suggested. 

 

VERSION 2 – REVIEW 

REVIEWER Kristine Hommel 
Department of Nephrology  
Herlev Hospital  
Denmark 

REVIEW RETURNED 14-Feb-2016 

 

GENERAL COMMENTS Abstract:  
 
P-values are redundant information where 95% confidence intervals 
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are present.  
 
Materials and methods:  
 
Please move the following paragraph to the end of the Materials and 
methods section under subheading 'Ethical considerations'.: 'Internal 
review board approval (DMR 99-IRB-301) was obtained for the 
review of medical records, and the need for informed consent was 
waived.'  
 
Please rephrase with appropriate subheadings the 'Definition of 
predictors' and 'Measurements of parameters' sections as UGIB is 
the exposure and the other variables predictors.  
 
Results  
 
Please rephrase patient characteristics section: ....the UGIP+ 
patients were significantly older, more often had diabetes, lower 
eGFR, P-albumin and hemoglobin at study start but similar use of 
anti-koagulants, NSAIDS and steroids.  
 
Please rephrase subheading 'Outcomes and characteristics of 
patients with UGIB' to 'Mortality and risk of chronic dialysis in 
patients with upper gastrointestinal bleeding'.  
Do not refer to statistical tests in results section (chi square).  
Please decide on present or past tense.  
Do remove information on patient characteristics to the section 
'Patient characteristics'.  
 
Instead of using Cox regression models with +/- predictory variables 
and risk of dialysis or mortality. Table 2 should contain Cox 
regression models with +/- UGIP and risk of dialysis or mortality and 
then include explanatory variables one at a time in the model and 
finally adjust for all variables or those with significant impact on 
outcome.  
 
In Table 1 please remove to a separate table 'Follow-up, Chronic 
dialysis and Mortality' as they relate to outcome and not baseline/ 
predictor variables.  
 
Please rephrase heading of Table 2: Mortality and risk of chronic 
dialysis in patients with upper gastrointestinal bleeding.  
 
Discussion:  
 
Please do not mention statistical methods.  
 
Please put reference for this statement: 'angiotensionogen 
converting enzyme inhibitor (ACEi) or angiotensin II receptor blocker 
(ARB) may protect from UGIB in this scenario'.  
 
The study needs language editing. 

 

REVIEWER Shayan Shirazian 
Winthrop University Hospital, USA 

REVIEW RETURNED 20-Feb-2016 

 

GENERAL COMMENTS The authors addressed all my concerns and greatly improved the 
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manuscript. 

 

REVIEWER Hocine Tighiouart 
Tufts Medical Center  
USA 

REVIEW RETURNED 07-Mar-2016 

 

GENERAL COMMENTS Accept 

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: 1  

Abstract:  

P-values are redundant information where 95% confidence intervals are present.  

Response to the comment: We removed the p-values as suggested.  

 

Materials and methods:  

 

Please move the following paragraph to the end of the Materials and methods section under 

subheading 'Ethical considerations'.: 'Internal review board approval (DMR 99-IRB-301) was obtained 

for the review of medical records, and the need for informed consent was waived.'  

Response to the comment: We moved the sentence to the end of the materials and methods.  

 

Please rephrase with appropriate subheadings the 'Definition of predictors' and 'Measurements of 

parameters' sections as UGIB is the exposure and the other variables predictors.  

Response to the comment: We changed the subheading into “Definition and measurements”.  

 

Results  

 

Please rephrase patient characteristics section: ....the UGIP+ patients were significantly older, more 

often had diabetes, lower eGFR, P-albumin and hemoglobin at study start but similar use of anti-

koagulants, NSAIDS and steroids.  

Response to the comment: We had rephrase the sentence as you suggested.  

 

Please rephrase subheading 'Outcomes and characteristics of patients with UGIB' to 'Mortality and 

risk of chronic dialysis in patients with upper gastrointestinal bleeding'.  

Response to the comment: We rephrased the subheading as suggested.  

 

Do not refer to statistical tests in results section (chi square).  

Response to the comment: We removed the statistical tests.  

 

Please decide on present or past tense.  

Response to the comment: We fixed the error.  

 

Do remove information on patient characteristics to the section 'Patient characteristics'.  

Response to the comment: We moved the information to the section “patient characteristics”.  

 

Instead of using Cox regression models with +/- predictory variables and risk of dialysis or mortality. 

Table 2 should contain Cox regression models with +/- UGIP and risk of dialysis or mortality and then 

include explanatory variables one at a time in the model and finally adjust for all variables or those 

with significant impact on outcome.  
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Response to the comment: We changed the presentation of Cox regression as suggested.  

 

In Table 1 please remove to a separate table 'Follow-up, Chronic dialysis and Mortality' as they relate 

to outcome and not baseline/ predictor variables.  

Response to the comment: We remove this part to Table 2 as suggested.  

 

Please rephrase heading of Table 2: Mortality and risk of chronic dialysis in patients with upper 

gastrointestinal bleeding.  

Response to the comment: We added the heading of Table 2 as suggested.  

 

Discussion:  

 

Please do not mention statistical methods.  

Response to the comment: We removed the part about statistical methods in the discussion.  

 

Please put reference for this statement: 'angiotensionogen converting enzyme inhibitor (ACEi) or 

angiotensin II receptor blocker (ARB) may protect from UGIB in this scenario'.  

Response to the comment: We added the reference.  

 

The study needs language editing.  

Response to the comment: The article was read and edited by a native English speaker. 

VERSION 3 - REVIEW 

REVIEWER Kristine Hommel 
Department of Nephrology  
Herlev Hospital  
Copenhagen  
Denmark 

REVIEW RETURNED 08-Apr-2016 

 

GENERAL COMMENTS Please state strengths of the study instead of study conclusion in the 
section 'Strengths and limitations'.  
 
Introduction:  
Page 4, lines 15-16: please delete 'at baseline'.  
Page 4, lines 24-25: please put 'worsened' instead of 'worsen'.  
 
Methods:  
Page 5, lines 24-25: please put 'a' before kidney transplant.  
Page 6, lines 15-16: please put 'diabetic nephropathy' instead of 
'diabetes'.  
Page 6, lines 18-19 and: please put 'hypertensive nephropathy' 
instead of 'hypertension' and likewise use consistently 
'glomerulonephritis' instead of 'glomerular nephritis'.  
In the Methods section: please explain the timing of UGIB and 
inclusion in the study or start.  
 
Results:  
Page 9, lines 26-27: please put 'started' instead of 'start'. Be sure to 
keep verbs in the same tense.  
Table 1: remove outcomes 'Chronic dialysis' and 'Mortality' from this 
baseline table.  
Table 1: write out all abbreviations or explain in footer of the table.  
Table 3: Please change name of table e.g.: Risk of Chronic dialysis 
and mortality in patients with chronic kidney disease and upper 
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gastrointestinal bleeding.  
Table 3: It is very unclear which is the reference in the analyses! I 
guess you have performed Cox analyses with +/- UGIB and either 
chronic dialysis or mortality as outcome and then one at a time 
adjusted for confounders. If this is the case, you should state the 
reference UGIB- compared to UGIB+. The first row should be 
unadjusted and not 'UGIB'. aHR should be HR. Why is 
antikoagulants missing? Why diabetes?  
Page 9, lines 23-24: Please remove the paragraph: 'The times of 
follow-up....'. to the section 'Patient characteristics'. Please 
rearrange and group results regarding to risk of mortality and chronic 
dialysis under headings: 'Upper gastrointestinal bleeding and risk of 
mortality' and 'Upper gastrointestinal bleeding and risk of chronic 
dialysis'. 

 

VERSION 3 – AUTHOR RESPONSE 

Reviewer: 1  

Introduction:  

Page 4, lines 15-16: please delete 'at baseline'.  

Response to the comment: We deleted 'at baseline’ as suggested.  

 

Page 4, lines 24-25: please put 'worsened' instead of 'worsen'.  

Response to the comment: We corrected the word as suggested.  

 

Methods:  

Page 5, lines 24-25: please put 'a' before kidney transplant.  

Response to the comment: We corrected the word as suggested.  

 

Page 6, lines 15-16: please put 'diabetic nephropathy' instead of 'diabetes'.  

Response to the comment: We corrected the word as suggested.  

 

Page 6, lines 18-19 and: please put 'hypertensive nephropathy' instead of 'hypertension' and likewise 

use consistently 'glomerulonephritis' instead of 'glomerular nephritis'.  

Response to the comment: We corrected the words as suggested.  

 

 

In the Methods section: please explain the timing of UGIB and inclusion in the study or start.  

Response to the comment: We added the timing of UGIB recorded in the method section.  

 

Results:  

Page 9, lines 26-27: please put 'started' instead of 'start'. Be sure to keep verbs in the same tense.  

Response to the comment: We corrected the word as suggested.  

 

Table 1: remove outcomes 'Chronic dialysis' and 'Mortality' from this baseline table.  

Response to the comment: We removed ‘chronic dialysis’ and ‘mortality’ from Table 1.  

 

Table 1: write out all abbreviations or explain in footer of the table.  

Response to the comment: Thank you. We added all abbreviations in the footer.  

 

Table 3: Please change name of table e.g.: Risk of Chronic dialysis and mortality in patients with 

chronic kidney disease and upper gastrointestinal bleeding.  

Response to the comment: We changed the title as suggested.  

Table 3: It is very unclear which is the reference in the analyses! I guess you have performed Cox 
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analyses with +/- UGIB and either chronic dialysis or mortality as outcome and then one at a time 

adjusted for confounders. If this is the case, you should state the reference UGIB- compared to 

UGIB+. The first row should be unadjusted and not 'UGIB'. aHR should be HR. Why is antikoagulants 

missing? Why diabetes?  

Response to the comment: According to the comments of other reviewers who suggested that only 

variables associated with the outcomes should be listed in Table 3, the HRs showed in the Table 

were the results of multivariable Cox regression and therefore should be aHRs. Diabetes was not 

associated with the risk of dialysis. Anti-coagulants were not associated with both dialysis and all-

cause mortality. Therefore, the aHRs were not showed.  

 

Page 9, lines 23-24: Please remove the paragraph: 'The times of follow-up....'. to the section 'Patient 

characteristics'. Please rearrange and group results regarding to risk of mortality and chronic dialysis 

under headings: 'Upper gastrointestinal bleeding and risk of mortality' and 'Upper gastrointestinal 

bleeding and risk of chronic dialysis'.  

Response to the comment: Thank you for the suggestion. We changed the sub-headings as 

suggested. 
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