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VERSION 1 - REVIEW 

REVIEWER Junmei Miao Jonasson 
Department of Public Health and Community Medicine  
Institute of Medicine  
The Sahlgrenska Academy at the University of Gothenburg 
Sweden 

REVIEW RETURNED 04-Feb-2015 

 

GENERAL COMMENTS The major limitation is there is no detail information on anti-diabetic 
drugs since different drug could related to the cancer risk differently. 
When is the end of data collection for the study? In the data sources, 
CPRD was from January 1987 to October 2013, ONS was from 
January 1998 to January 2012. There is no detail info on control. Are 
they having some disease or not? The estimation of duration of 
diabetes should be started from the diagnosis, not from the first ADD 
prescription since early stage diabetes could be treated by life-style 
modification. Which time scale was used in the COX proportional 
hazard models? No info on the test of the proportional hazard. 

 

REVIEWER Zhou-Jun SHEN 
Department of Urology  
Shanghai Ruijin Hospital  
School of Medicine  
shanghai Jiaotong University  
China 

REVIEW RETURNED 16-Feb-2015 

 

GENERAL COMMENTS The manuscript, Risk of bladder cancer in patients with diabetes: a 
retrospective cohort study is a well writen paper clarifing relationship 
between bladder cancer and diabetes.  
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Department of Endocrinology and Internal Medicine  
Aarhus University Hospital  
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GENERAL COMMENTS This is a well written paper, which is important in spite of the neutral 
associations presented. The statistics are performed properly and 
the conclusions are sound.  
The authors assessed the risk of bladder cancer in diabetes patients 
compared to non-diabetes patients and report neither an increased 
risk of bladder cancer nor an increased risk of dying.  
 
I have some comments:  
1) Is it possible to exclude patients with polycystic ovary disease as 
these may be treated with metformin and actually represent the non-
diabetic population but may be misclassified as diabetes patients in 
the study.  
2) How valid are the type 1 and type 2 diabetes classification? You 
exclude individuals with both a type 1 and a type 2 diagnosis, but 
how many? Numbers are given for other excluded groups.  
3) The mean follow up is 6 years. It should be discussed if this 
period is sufficient to examine the risk of UBC.  
4) Does the ADD Group also include GLP-1 receptor agonists?  
5) Page numbers should be added to the strobe checklist.  
 
Minor  
1) There are a few formatting and grammatical errors: The first part 
of the result section is formatted differently than the rest. And for 
instance you give a wald test with p=0,054 it should be 0.054 and 
the comma is missing in some positions. 

 

VERSION 1 – AUTHOR RESPONSE 

The major limitation is there is no detail information on anti-diabetic drugs since different drug could 

related to the cancer risk differently.  

We are aware of the possible influence of different ADD on the risk of bladder cancer. Metformin 

could have a protective effect and pioglitazone could induce an increased risk of bladder cancer. 

However, this was beyond the scope of this manuscript. (line 282)  

 

When is the end of data collection for the study? October 2013 for risk of bladder cancer, January 

2012 for bladder cancer mortality (added in line 153)  

In the data sources, CPRD was from January 1987 to October 2013, ONS was from January 1998 to 

January 2012. There is no detail info on control. Are they having some disease or not?  

Controls could have any disease as long as they were non-diabetic patients and they were matched 

by year of birth, sex and practice. (line 126)  

 

The estimation of duration of diabetes should be started from the diagnosis, not from the first ADD 

prescription since early stage diabetes could be treated by life-style modification.  

 

GPs in the UK follow the NICE guidelines and are monitored by the Quality and Outcome Framework 

(QOF) of the NHS. The read code for diabetes will not be used till patient is on medication. So 

medication and diagnosis of diabetes are linked. Before diagnosis of diabetes and start of ADD, 

patient can be diagnosed with Impaired Glucose Tolerance (IGT) as mentioned in the International 

Diabetes Federation (IDF) Diabetes Atlas (added line 260-270)  

Which time scale was used in the COX proportional hazard models? No info on the test of the 

proportional hazard.  

As time scale we used time since first ADD use. We tested the proportional hazard assumption by 

comparing diabetes patients to non-diabetes controls. The assumption was not violated. (line 165)  

 

I have some comments:  
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1) Is it possible to exclude patients with polycystic ovary disease (PCOS) as these may be treated 

with metformin and actually represent the non-diabetic population but may be misclassified as 

diabetes patients in the study.  

We were aware of the use of metformin in patients with polycystic ovarian syndrome. We discussed 

this issue extensively. These patients are younger than 45 years and female.  

12,841 women were diagnosed with PCOS. None of them developed UBC. The sensitivity analysis 

showed exactly the same results (added line 271-273)  

2) How valid are the type 1 and type 2 diabetes classification? You exclude individuals with both a 

type 1 and a type 2 diagnosis, but how many? Numbers are given for other excluded groups.  

Consulting rates for diabetes in the CPRD have been compared with equivalent data from the 4th 

National Morbidity Survey in General Practice confirming the validity of the morbidity data in the 

CPRD (added line 257)  

Patients are classified in type 1 and type 2 diabetes based on  

1) Diagnosis as mentioned in the CPRD  

2) By excluding all patients for whom there could be doubt whether they were type 1 are type 2 

diabetes patients.  

3) Patients diagnosed with type 1 and 2 diabetes at baseline (7,614), and patients without diagnosis, 

using insulin only at baseline and 30 years or older (10,178) were not included in our analysis.(line 

186-187)  

3) The mean follow up is 6 years. It should be discussed if this period is sufficient to examine the risk 

of UBC.  

We did not find an increased risk of bladder cancer due to diabetes. We saw that the first year after 

diabetes diagnosis there was an increase of the incidence of bladder cancer which could be explained 

by detection bias. Other studies also reports this increase during the first years of diagnosis (Larson 

2008). Nearly 50 % of the patients had a follow-up of more than five years and only 40 % of the 

bladder cancers were diagnosed after these five years, while only 10 % was diagnosed after 10 

years. So, we can conclude that having diabetes for more than five years did not alter the risk of UBC.  

 

 

(added line 197 and 241-246)  

4) Does the ADD Group also include GLP-1 receptor agonists?  

Yes, particularly exenatide (byetta), liraglutide (Victoza)  

5) Page numbers should be added to the strobe checklist.  

Done  

Minor  

1) There are a few formatting and grammatical errors: The first part of the result section is formatted 

differently than the rest.  

Done  

 

2) And for instance you give a wald test with p=0,054 it should be 0.054 and the comma is missing in 

some positions.  

Done 

Reviewer Name jUNMEI mIAO jONASSON 

Institution and Country Department of Public Health and Community Medicine  
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Sweden  

 Please state any competing interests or state ‘None declared’: none declared 

 

Please leave your comments for the authors below 

The major limitation is there is no detail information on anti-diabetic drugs since different drug could 

related to the cancer risk differently.  

We are aware of the possible influence of different ADD on the risk of bladder cancer. Metformin 

could have a protective effect and pioglitazone could induce an increased risk of bladder cancer. 

However, this was beyond the scope of this manuscript. (line 282) 

 

When is the end of data collection for the study? October 2013 for risk of bladder cancer, January 

2012 for bladder cancer mortality (added in line 153) 

In the data sources, CPRD was from January 1987 to October 2013, ONS was from January 1998 to 

January 2012. There is no detail info on control. Are they having some disease or not?  

Controls could have any disease as long as they were non-diabetic patients and they were matched 

by year of birth, sex and practice. (line 126) 

 

The estimation of duration of diabetes should be started from the diagnosis, not from the first ADD 

prescription since early stage diabetes could be treated by life-style modification.   

 

GPs in the UK follow the NICE guidelines and are monitored by the Quality and Outcome Framework 

(QOF) of the NHS. The read code for diabetes will not be used till patient is on medication. So 

medication and diagnosis of diabetes are linked. Before diagnosis of diabetes and start of ADD, 

patient can be diagnosed with Impaired Glucose Tolerance (IGT) as mentioned in the International 

Diabetes Federation (IDF) Diabetes Atlas (added line 260-270) 

Which time scale was used in the COX proportional hazard models? No info on the test of the 

proportional hazard.  

As time scale we used time since first ADD use. We tested the proportional hazard assumption by 

comparing diabetes patients to non-diabetes controls. The assumption was not violated.  (line 165) 

 

 

Reviewer Name Zhou-Jun SHEN 

Institution and Country Department of Urology  

Shanghai Ruijin Hospital  

School of Medicine  
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shanghai Jiaotong University  

China 

Please state any competing interests or state ‘None declared’: None declared 

 

Please leave your comments for the authors below 

The manuscript, Risk of bladder cancer in patients with diabetes: a retrospective cohort study is a well 

writen paper clarifing relationship between bladder cancer and diabetes. 

 

 

Reviewer Name Jakob Starup-Linde 

Institution and Country Department of Endocrinology and Internal Medicine  

Aarhus University Hospital  

Denmark 

Please state any competing interests or state ‘None declared’: None declared 

 

Please leave your comments for the authors below 

This is a well written paper, which is important in spite of the neutral associations presented. The 

statistics are performed properly and the conclusions are sound.  

The authors assessed the risk of bladder cancer in diabetes patients compared to non-diabetes 

patients and report neither an increased risk of bladder cancer nor an increased risk of dying.  

 

I have some comments:  

1) Is it possible to exclude patients with polycystic ovary disease (PCOS) as these may be treated 

with metformin and actually represent the non-diabetic population but may be misclassified as 

diabetes patients in the study. 

We were aware of the use of metformin in patients with polycystic ovarian syndrome. We discussed 

this issue extensively. These patients are younger than 45 years and female. 

12,841 women were diagnosed with PCOS. None of them developed UBC. The sensitivity analysis 

showed exactly the same results (added line 271-273) 

2) How valid are the type 1 and type 2 diabetes classification? You exclude individuals with both a 

type 1 and a type 2 diagnosis, but how many? Numbers are given for other excluded groups. 

Consulting rates for diabetes in the CPRD have been compared with equivalent data from the 4th 

National Morbidity Survey in General Practice confirming the validity of the morbidity data in the 

CPRD (added line 257) 
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Patients are classified in type 1 and type 2 diabetes based on  

1) Diagnosis as mentioned in the CPRD 
2) By excluding all patients for whom there could be doubt whether they were type 1 are type 2 

diabetes patients. 
3) Patients diagnosed with type 1 and 2 diabetes at baseline (7,614), and patients without 

diagnosis, using insulin only at baseline and 30 years or older (10,178) were not included in 
our analysis.(line 186-187) 

3) The mean follow up is 6 years. It should be discussed if this period is sufficient to examine the risk 

of UBC.  

We did not find an increased risk of bladder cancer due to diabetes. We saw that the first year after 

diabetes diagnosis there was an increase of the incidence of bladder cancer which could be explained 

by detection bias. Other studies also reports this increase during the first years of diagnosis (Larson 

2008). Nearly 50 % of the patients had a follow-up of more than five years and only 40 % of the 

bladder cancers were diagnosed after these five years, while only 10 % was diagnosed after 10 

years. So, we can conclude that having diabetes for more than five years did not alter the risk of UBC.  

 

(added line 197 and 241-246) 

4) Does the ADD Group also include GLP-1 receptor agonists? 

Yes, particularly exenatide (byetta), liraglutide (Victoza) 

5) Page numbers should be added to the strobe checklist. 

Done 

Minor 

1) There are a few formatting and grammatical errors: The first part of the result section is 
formatted differently than the rest.  

Done 

 

2) And for instance you give a wald test with p=0,054 it should be 0.054 and the comma is 
missing in some positions. 

Done 

 

 

VERSION 2 – REVIEW 

REVIEWER Jakob Starup-Linde 
Department of Endocrinology and Internal Medicine, Aarhus 
University Hospital, Denmark 

REVIEW RETURNED 23-Apr-2015 

 

GENERAL COMMENTS The revisions improved the manuscript.  
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