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VERSION 1 - REVIEW 

REVIEWER Daniel Sjöberg 
Department of Medical Sciences  
Uppsala University  
Sweden 

REVIEW RETURNED 01-Aug-2014 

 

GENERAL COMMENTS The present study is well written with good result presentation. It 
provides valuable data in the area of gastroenterological 
epidemiology.  
However, there are some limitations that ought to be addressed:  
1) Hospitalization for IBS is rare and the majority of cases are 
diagnosed and treated in an outpatient setting. UC and CD are also 
diseases usually treated in outpatient clinics and the need for 
hospitalization is low. This presents a problem in generalizing the 
results to the whole population and this should be addressed in the 
discussion.  
2) Even if the present study does not aim for incidence rates of the 
respective diseases in the target population, cultural differences in 
health care utilization including hospital admission compared to 
outpatient visits should be discussed.  
3) UC and CD are mutually exclusive diagnoses, but it is not unusual 
that one preliminary diagnosis is changed to the other over time. 
How is this addressed in the present study, i.e. can a patient with 
both UC and CD diagnosis be part of respective disease result?  
4) The finding that IBS is more common in Other White subgroup 
compared to White Scottish population is interesting and could be 
discussed briefly in the discussion. Genetic differences and 
environmental factors could not be the explanation.  
5) The conclusion that the high risk for appendicitis and diverticulitis 
in the White subgroup suggest low dietary fiber intake is 
unsupported since no dietary data is collected. Page 17, line 12-13 
and page 19, line 12 are therefore speculative and should be 
modified.  
Additionally, there are some minor corrections that should be 
addressed:  
Page 6, line 1. “Ulcerative colitis” should be replaced with 
“inflammatory bowel disease”  
Page 8, line 7. The ICD 10 code for CD is K50, not K51. 
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REVIEWER Raghib Ali 
University of Oxford, UK. 

REVIEW RETURNED 07-Aug-2014 

 

GENERAL COMMENTS Due to the multiple comparison across ethnic groups and diseases, I 
think 99 % CIs should be used. 
 
A very interesting and well written paper.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer Name Daniel Sjöberg 

Institution and Country Department of Medical Sciences  

Uppsala University  

Sweden 

 

The present study is well written with good result presentation. It provides valuable data in the area of 

gastroenterological epidemiology.  

Thank you. 

However, there are some limitations that ought to be addressed:  

1) Hospitalization for IBS is rare and the majority of cases are diagnosed and treated in an 

outpatient setting. UC and CD are also diseases usually treated in outpatient clinics and the need 

for hospitalization is low. This presents a problem in generalizing the results to the whole 

population and this should be addressed in the discussion.  

This is a good point that applies to all the diagnoses, excepting appendicitis.  We have discussed this 

in page 15-see response to comment 2. 

2) Even if the present study does not aim for incidence rates of the respective diseases in the target 

population, cultural differences in health care utilization including hospital admission compared to 

outpatient visits should be discussed. 

We touched on this point in the first paragraph of the section “The findings in the context of the 

scientific literature”. We have now strengthened this paragraph; incorporating the nuance conveyed 

by the referee and consideration of the first point.  The inserted text reads ” With the exception of 

appendicitis, most cases will be treated in primary care and in outpatients. Some patients may never 

go to hospital, and would be missed in our study. Imaging and minor procedures may, however, take 

place in day case hospitalisation (no overnight stay), which is included in our database. There may be 
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differences by ethnic group in behaviour in relation to the options for health care. This possibility could 

explain some of the ethnic variations we observed. In considering the importance of this, it is 

noteworthy that in Scotland all health care, including prescriptions for drugs, is free at the point of 

delivery, and that law, strategy and health care planning (including free translation services) promote 

equity in health care across ethnic groups.
29

“  

3) UC and CD are mutually exclusive diagnoses, but it is not unusual that one preliminary diagnosis 

is changed to the other over time. How is this addressed in the present study, i.e. can a patient 

with both UC and CD diagnosis be part of respective disease result?  

This is an interesting point that we had not considered before.  If, as the referee postulates a 

diagnosis of UC was made on a hospital admission, and recorded in the discharge summary, we 

would count that as one outcome (irrespective of future admissions for the same diagnosis). If the 

patient is then admitted at a later date with CD this would be counted as a new first outcome for CD.  

The first diagnosis of UC may have been genuine or a misdiagnosis.  We cannot distinguish between 

these possibilities.  We have clarified this in the methods page 8 with this text: 'A patient being 

admitted with one gastrointestinal diagnosis (e.g. Crohn's disease), but readmitted for another one 

(e.g. ulcerative colitis), would be counted again. The outcomes include both inpatient and day-case 

(no overnight stay in hospital) data.' We do not think this interesting point is likely to alter our 

conclusions. 

4) The finding that IBS is more common in Other White subgroup compared to White Scottish 

population is interesting and could be discussed briefly in the discussion. Genetic differences and 

environmental factors could not be the explanation. 

We have now placed more emphasis on the IBS results for the Other White British group as follows: 

“The findings in Other White British people show the potential importance of disaggregating White 

subgroups. The higher risk is unlikely to relate to genetic factors. To study whether the higher risk 

relates to differences in health care utilisation or differences in dietary or other potentially causal 

factors requires community surveys and primary care consultation data.“  

We trust this new emphasis is appropriate. 

5) The conclusion that the high risk for appendicitis and diverticulitis in the White subgroup suggest 

low dietary fiber intake is unsupported since no dietary data is collected. Page 17, line 12-13 and 

page 19, line 12 are therefore speculative and should be modified.  
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Our comments on the fibre hypothesis are indeed speculative.  We have deleted the offending 

sentences. 

Additionally, there are some minor corrections that should be addressed:  

Page 6, line 1. “Ulcerative colitis” should be replaced with “inflammatory bowel disease”  

Corrected. 

Page 8, line 7. The ICD 10 code for CD is K50, not K51. 

Corrected.  

 

Reviewer Name Raghib Ali 

Institution and Country University of Oxford, UK. 

Please state any competing interests or state „None declared‟: None declared 

 

Due to the multiple comparison across ethnic groups and diseases, I think 99 % CIs should be used. 

There are strengths and weaknesses in each potential cut-off value for Cis. 

SHELS has published about 12 empirical research papers, on a variety of outcomes, and all of them 

used 95% confidence intervals. No previous referee suggested 99% confidence intervals.  95% Cis 

are widely used and well understood.  We do, however, accept the reasoning behind the 

recommendation. 

 

The issue of multiple comparisons is a contentious one but SHELS subscribes to the view of one of 

the most senior teachers of epidemiology, Prof Kenneth Rothman (previous editor of Epidemiology), 

that the important thing is to state the comparisons that were made so that interpretation of the results 

can be open. He and many other teachers emphasise that the cut-off points used in confidence 

intervals are arbitrary, and some epidemiologists recommend 90% confidence intervals. Most people 

accept that 95% confidence intervals are a good compromise. This said, we agree that the data 

should be interpreted cautiously in the light of the number of comparisons made and we have 

addressed that further in the methods and discussion. In the methods we have added “We calculated, 

by ethnic group and sex, first-hospitalisation/death age-adjusted relative risks (RRs) with 95% 

confidence intervals (CIs) multiplied by 100 so the White Scottish reference population had a 

RR=100“. This information was already in the abstract but clearly should also have been in the 
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methods. We have also added to the methods “The analysis presented is the analysis planned and 

disclosed so the reader can interpret the confidence intervals in the light of the number of 

comparisons made.” 

In the discussion on page 15 we have added “This approach reduces the risk of reaching conclusions 

that result from type I statistical error.  It would be perfectly appropriate given the principles underlying 

confidence intervals, however, to also examine the other results. Whatever approach is taken the 

interpretation requires knowledge of the number of tests done. For our primary (age adjusted) 

analysis shown in tables 1-5 we have made 67 comparisons of specific ethnic groups against the 

White Scottish reference population. The work followed the prior analysis plan. In 5% of instances, by 

chance, we would expect the 95% confidence intervals not to include 100 on about 3/4 occasions. 

The results should be interpreted cautiously given the limits of the methodology, the underlying data 

and the number of comparisons made.
29

 “ 

 

A very interesting and well written paper. 

Thank you. 

 

Postscript: 

Since the paper was submitted we have had another look at the age-specific rates for appendicitis, in 

the light of the previous work by Matheson et al in Scotland. The age-specific rates were never 

disclosed-the numbers of outcomes are small in age-specific subgroups. Given the hypotheses 

generated by Matheson et al we thought, nonetheless, a sentence in parentheses would be 

appropriate on this matter as follows on pages 17/18: 

“(Our age-specific results were not disclosed because of small numbers of outcomes and the risk of 

inadvertent disclosure of identity but the ethnic group variations were similar across 0-9 , 10-19 and 

all age groups combined.)” 

We trust this small insertion adds value to the paper and does not detract from it. However, if BMJ 

Open disagrees we will remove it. 
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VERSION 2 – REVIEW 

REVIEWER Daniel Sjöberg, MD 
Department of Medical Sciences  
Uppsala University  
Sweden 

REVIEW RETURNED 20-Aug-2014 

 

- The reviewer completed the checklist but made no further comments. 
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