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ARTICLE DETAILS 
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VERSION 1 - REVIEW 

REVIEWER Dr. Anjan Dhar 
Department of Gastroenterology,  
County Durham & Darlington NHS Foundation Trust & School of 
Medicine and Health, Durham University  
Co. Durham DL14 6AD  
United Kingdom 
 
External Expert to the Diagnostics Advisiory Committee of NICE for 
Faecal Calprotectin Guidance DG11 

REVIEW RETURNED 14-Jan-2016 

 

GENERAL COMMENTS This study is well though of, and addresses an important clinical 
situation arising out fo the NICE guidance for FC testing in Primary 
Care to distinguish between IBS and IBD. The NICE guidance does 
not distinguish high FC from intermediate range as described in this 
paper. There is no literature on the clinical profile and course of 
patients with intermediate FC values.  
 
It would be useful to mention the total number of patients who 
underwnet any investigation for their intermediate range FC result 
(Page 8, lines25-28). The outcome of the colonoscopies should be 
described. 

 

REVIEWER Antonio Tursi 
Gastroenterology Service, ASL BAT  
Italy 

REVIEW RETURNED 20-Jan-2016 

 

GENERAL COMMENTS This prospective study assessed the clinical outcomes in 
intermediate raised fecal calprotectin (FC) results (50-250 µg/g) in 
real file. Authors found that FC testing remains useful in aiding 
diagnosis of organic GI conditions, even if intermediate FC results 
lead to a mixture of diagnoses with an Odds ratio of 0.54 for a new 
IBS diagnosis compared to normal FC.  
From a general point of view, results of this study are interesting. 
The main strenghts of this study are both the a real life view in using 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2016-011041 on 6 June 2016. D

ow
nloaded from

 

http://bmjopen.bmj.com/site/about/resources/checklist.pdf
http://bmjopen.bmj.com/


FC in discriminating between functional and organic gastrointestinal 
diseases both the 12 month clinical follow up data of intermediate 
faecal calprotectin results.  
However, the study suffers from several limits. Some of them have 
been underlined by the authors (in example heterogeneity of data, 
coming from primary and secondary care). But, in my opinion, the 
main limit of this study is that no clinical data are available about 
patients with intermediate FC: why did they undergo to FC 
assessment? Which diagnostic tools were used to study those 
patients after the intermediate FC results? How they were followed-
up? Only by clinical assessment or with instrumental exmination too 
(for example by repeated colonoscopy or by intestinal ultreasound)?  
Hence, the absence of these data greatly limit the importance of the 
results obtained. 
 

 

REVIEWER Dr Jimmy K. Limdi 
The Pennine Acute Hospitals NHS Trust  
Manchester BL97TD  
 
Honorary Senior Lecturer- Institute of Inflammation and Repair  
Manchester Academic Health Sciences Centre  
University of Manchester 

REVIEW RETURNED 30-Jan-2016 

 

GENERAL COMMENTS This is an interesting and novel paper addressing the relevance of 
an intermediate-range faecal calprotectin. There are some areas 
that need further clarification as outlined below:  
 
1) The authors of the report clinical data available from 41 
intermediate results but the breakdown as stated in the results 
section does not add up. The breakdown in numbers needs to be 
presented clearly as it is very confusing for the reader  
2) A flowchart would be very helpful in this respect  
3) The absence of data on NSAID use is an important limitation and 
should be acknowledged as such although understandable in real-
world practice  
4) Materials and Methods: the use of the term " in the wild" wild 
should be replaced by 'real world practice"  
5)Results:The authors should clarify whether the patient mentioned 
in line 21 belonged primary care or secondary care. Again, unless 
explained clearly the numbers do not add up.  
6) The authors describe a number of patients went on to have 
colonoscopy, CT and MRI. it is obvious that some would have had 
one of the imaging realities in addition to colonoscopy and this 
should be clarified.  
7) Line 34: the use of the term indeterminate colitis should be 
replaced by" Inflammatory Bowel Disease Unspecified". 
Indeterminate colitis is now used for pathological specimens and not 
idiopathic inflammatory bowel disease with undefined phenotype.  
8) What was the phenotype of the patients diagnosed with ulcerative 
colitis?  
9) The data presented between lines 39 and 49 on page 8 in the 
results section are very confusing to the reader and need to be 
clarified.  
10) Results section page 9: lines 8 to 11: the diagnoses made in 
these patients if none would be helpful.  
11) Although this paper deals with intermediate results, you have 
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provided information in line 21 in your discussion section for 37% 
patients with raised results. What other diagnoses were reached in 
these patients?  
 
Please address the above concerns and in particular provide 
flowcharts to understand patient distribution and allocation as 
described above.  

 

REVIEWER Emeritus Professor Karna Dev Bardhan 
Consultant Physician & Gastroenterologist  
Rotherham Hospital  
The Rotherham NHS Foundation Trust 
 
Thank you for asking me to review this paper. I am happy to do so 
provided you feel my association with some of the authors does not 
constitute a significant conflict of interest.  
 
I have known Prof Nwokolo for many years, in fact since his registrar 
days at the Royal Free.  
 
Dr Ramesh Arasaradnam was one of the registrars on the Sheffield 
training scheme; although he did not work directly in my unit, he 
always maintained close links and I have helped with his career 
choices and development. Later we began working closely in 
another area, related to gut fermentation and volatiles.  
 
Both Ramesh and our group have a shared interest in faecal 
calprotectin (FCP) but our approaches have been different, he and 
his colleagues more to recognition of raised levels to aid clinical 
decision making, whilst ours has focused more on establishing true 
"negative" FCP which would then identify the much larger clinical 
"lookalike" group, irritable bowel syndrome.  
 
I have frequent discussions with Ramesh on a range of matters. 
Nevertheless, I feel that I am able to offer impartial assessment and, 
where necessary, constructive advice. 

REVIEW RETURNED 10-Feb-2016 

 

GENERAL COMMENTS Abbreviations 
FCP Faecal calprotectin (mcg/g); for convenience I have omitted 
the units 
IBD Inflammatory bowel disease 
IBS Irritable bowel syndrome 
 
 
Thank you for asking me to review this interesting and informative 
report on the clinical use of FCP. 
 
Overview 
I have taken the liberty of viewing the study slightly differently – so 
hope the investigators forgive me! 
 
As they indicate, the NICE guidelines for FCP cut-off values reliably 
distinguish between the “black” of IBD (>250) and the “white” of IBS 
(<50). Here the investigators have explored the “grey zone” of 
intermediate-range results: by linking the laboratory values with 
long-term clinical outcomes they have in effect attempted to define 
“shades of grey”. This is a demanding task, an exploration that is set 
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to run for years by this group and others. They have indeed 
achieved their stated objective: showing how FCP is used in primary 
and in secondary care, the “real world”. 
 
I congratulate the authors. 
 
 
Confession – and suggestion! 
I have been – and still am – guilty of writing something and 
assuming that because it is clear to me, it is equally so to others – 
until I learn that it is otherwise! 
 
Having some familiarity with the FCP field, I can follow the paper. 
The BMJ Open is by its nature “open to all”, hence not restricted to 
gastroenterologists. 
 
May I therefore respectfully suggest the authors might consider 
asking one or two of their friends, preferably non-
gastroenterologists, to read the paper and to then ask if they got the 
message in a single reading or had to re-read to try and work it out? 
 
I think certain areas may then emerge which might benefit 
clarification. 
 
Examples: 

 Abstract, page 2, line 25: ‘41 patients (of 48)’ gives a better 
feel of the context than 41 alone. 
 

 Introduction, page 4, lines 8 & 9: I am uncertain of precisely 
when and where in the chain of events the neutrophils are 
activated. For recognition of gut injury or inflammation, 
however, a key concept is that once within the mucosa, 
neutrophils are active or activated, entrapped, die within a 
few days, and shed into the lumen, releasing calprotectin 
along its journey (for as I understand it, the protein has anti-
microbial properties). Thus, calprotectin levels in faeces rise 
above basal values and provide a near real-time signal of 
the degree of inflammation. Hence the value of FCP in 
clinical practice to differentiate IBD from lookalike IBS, and 
to then manage IBD. 
 

 Introduction, page 4, line 23: “- - - the cut-off” (not ‘of’) 
 

 Introduction, page 4, lines 23-54: Forgive me, please, but it 
is my personal weakness that I struggle to take in several 
numerical values when packed within the text! Thus, I sense 
what is implied rather than being totally clear. 
 

Suggestion: Might a table of the numerical data and a light 
sprinkling of numbers in the text better suit? But, as 
admitted, I may be the odd man out – so leave the matter to 
the authors to consider.  

 
And so on. 
 
 
Specific items 
 
Page 6: Materials and Methods 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2016-011041 on 6 June 2016. D

ow
nloaded from

 

http://bmjopen.bmj.com/


 

 Lines 14-18: “495 patients - - -  - -  (>250mcg/g).” Might this 
section be better placed in Results? 
 

 Line 22: “in the wild”. I take the point but, respectfully, ask if 
‘in the real world’ – as in the title (and in Discussion) – might 
be better? 
 

 Lines 43-45: Might this be better placed in Results? 
 

Comments 
I have been “told off” many times, by editors and colleagues, for 
starting a sentence with a numerical value. Frankly, I still cannot see 
why. Is it simply a “dress code”? Hence, I am delighted to see the 
authors starting several of the sentences in Results with numerical 
values! 
 
It has been a pleasure to read this paper, from which I have learned 
much. I am now better informed! Thank you. 
 
 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1 Dr. Anjan Dhar  

 

This study is well thought of, and addresses an important clinical situation arising out of the NICE 

guidance for FC testing in Primary Care to distinguish between IBS and IBD. The NICE guidance 

does not distinguish high FC from intermediate range as described in this paper. There is no literature 

on the clinical profile and course of patients with intermediate FC values.  

 

1) It would be useful to mention the total number of patients who underwent any investigation for their 

intermediate range FC result (Page 8, lines25-28).  

Thank you for your comment. We have hopefully clarified this for you:  

Only 8 patients out of the 41 did not undergo any investigations. These patients were those who were 

not referred to secondary care and remained in primary care.  

 

2) The outcome of the colonoscopies should be described.  

 

Thank you. This is outlined in Table 1 – Essentially 19% with new diagnosis of IBD, 5% known IBD 

diagnosis, 15 % with organic cause (e.g. Diverticulosis etc.), 27% with normal colonoscopic findings.  

 

Reviewer: 2  

Antonio Tursi  

From a general point of view, results of this study are interesting. The main strenghts of this study are 

both the a real life view in using FC in discriminating between functional and organic gastrointestinal 

diseases both the 12 month clinical follow up data of intermediate faecal calprotectin results. -  

But, in my opinion, the main limit of this study is that no clinical data are available about patients with 

intermediate FC:  

 

1)why did they undergo to FC assessment?  

Patients underwent FC testing due to altered bowel habit as per local published guidelines. See newly 

added figure 1.  
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2) Which diagnostic tools were used to study those patients after the intermediate FC results?  

Diagnostic tests include colonoscopy as first line and cross sectional imaging (CT or MRI per local 

protocol). Further clarified to Reviewer 3 – point 6.  

 

3) How they were followed-up? Only by clinical assessment or with instrumental exmination too (for 

example by repeated colonoscopy or by intestinal ultreasound)?  

All patients were followed up either in primary or secondary care as described in section 2.2. The final 

diagnosis at 12 months is reported here.  

 

Reviewer: 3 Dr Jimmy K. Limdi  

 

1) The authors of the report clinical data available from 41 intermediate results but the breakdown as 

stated in the results section does not add up. The breakdown in numbers needs to be presented 

clearly as it is very confusing for the reader  

Thank you. We have reworded the results section to hopefully make this clearer.  

 

2) A flowchart would be very helpful in this respect  

Included. Please see Figure 2  

 

3) The absence of data on NSAID use is an important limitation and should be acknowledged as such 

although understandable in real-world practice  

Thank you. We have amended the text to explicitly state about NSAIDs:  

A limitation in this study is the heterogenous clinical data, which comprised both primary and 

secondary care data, which, resulted in incomplete clinical details such as symptoms and 

medications, including Non Steroidal Anti Inflammatory drugs, across all FC ranges.  

 

4) Materials and Methods: the use of the term " in the wild" wild should be replaced by 'real world 

practice"  

We have amended the manuscript  

 

5)Results:The authors should clarify whether the patient mentioned in line 21 belonged primary care 

or secondary care. Again, unless explained clearly the numbers do not add up.  

We apologies for the lack of clarity. This is in reference to patients not referred to secondary care i.e. 

within primary care.  

 

6) The authors describe a number of patients went on to have colonoscopy, CT and MRI. it is obvious 

that some would have had one of the imaging realities in addition to colonoscopy and this should be 

clarified  

Thank you. We have altered the manuscript to hopefully make this clearer:  

29 (71%) of patients with an intermediate FC result went on to have a colonoscopy, with 8 (20%) also 

undergoing a CT scan and a further 7 (17%) also undergoing an MRI. This would suggest that an 

intermediate result does not reduce the number of colonoscopies or imaging investigations being 

done.  

 

7) Line 34: the use of the term indeterminate colitis should be replaced by" Inflammatory Bowel 

Disease Unspecified". Indeterminate colitis is now used for pathological specimens and not idiopathic 

inflammatory bowel disease with undefined phenotype.  

Thank you. Changed as requested.  

 

8) What was the phenotype of the patients diagnosed with ulcerative colitis?  

Thank you. We have included these in the results section.  

 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2016-011041 on 6 June 2016. D

ow
nloaded from

 

http://bmjopen.bmj.com/


9) The data presented between lines 39 and 49 on page 8 in the results section are very confusing to 

the reader and need to be clarified.  

Thank you. We have altered the manuscript to hopefully make this section clearer:  

The diagnoses of intermediate FC results were:  

• 8 new cases of IBD diagnosed within the 41 patients (19%; SE6.1%) with FC levels ranging from 81 

to 218mcg/g. All underwent colonoscopies.  

o 3 (7.3%) were diagnosed with Crohn’s Disease (Montreal Classification: 1 L2 (colonic); 2 L3 

(ileocolonic)  

o 3 (7.3%) were diagnosed with UC (Montreal Classification: 2 E1 (proctitis); 1 E2 (left sided)  

o 2 (4.7%) with IBD unspecified .  

• 6 (15%) were diagnosed with other organic GI conditions, including bile salt malabsorption, 

diverticular disease and carcinoid.  

• 11 (27%; SE 7%) were diagnosed with IBS.  

• 14 (34%) remained undiagnosed, however, 8 (19%) of these 14 were not referred to secondary care 

by their GP. The reasons for this are unknown, their symptoms may have settled spontaneously or 

the patient themselves may have declined referral.  

o Of the 6 undiagnosed patients (15%) who were referred to secondary care:  

 3 (7.3%) were discharged after investigation with no cause found for the raised FC, with their 

symptoms having resolved  

 3 (7.3%) were still under investigation for other causes of the intermediate FC result e.g. small 

bowel bacterial overgrowth.  

 

10) Results section page 9: lines 8 to 11: the diagnoses made in these patients if none would be 

helpful.  

Thank you. We have added the following to hopefully clarify:  

38% of <100mcg/g and 35% of >100mcg/g groups did not receive a formal diagnosis.  

 

11) Although this paper deals with intermediate results, you have provided information in line 21 in 

your discussion section for 37% patients with raised results. What other diagnoses were reached in 

these patients?  

Thank you. We did not include these resuls in the main manuscript as we wished to focus on the 

intermediate results. However the other diagnoses can be found in table 1. Also listed below:  

New IBD 37%  

Known IBD 22%  

New IBS 8%  

Other organic 4%  

Undiagnosed 27%  

 

Please address the above concerns and in particular provide flowcharts to understand patient 

distribution and allocation as described above. Thank you. We have addressed these points in turn.  

 

Reviewer 4; Prof Bardhan  

1) Abstract, page 2, line 25: ‘41 patients (of 48)’ gives a better feel of the context than 41 alone.  

Thank you. We have made this amendment  

 

2)Introduction, page 4, lines 23-54:  

Suggestion: Might a table of the numerical data and a light sprinkling of numbers in the text better 

suit?  

Thank you. We have summarised this in separate table – appendix 1  

 

3)Page 6: Materials and Methods  

Lines 14-18: “495 patients - - - - - (>250mcg/g).” Might this section be better placed in Results?  
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Thank you. Moved as suggested.  

 

4) Lines 43-45: Might this be better placed in Results?  

Thank you. Moved as suggested.  

 

5)Line 22: “in the wild”. I take the point but, respectfully, ask if ‘in the real world’ – as in the title (and in 

Discussion) – might be better?  

Thank you. Changed as suggested 

VERSION 2 – REVIEW 

REVIEWER Antonio Tursi 
Gastroenterology Service, ASL BAT, Andria  
Italy 

REVIEW RETURNED 02-Mar-2016 

 

GENERAL COMMENTS Authors replied successfully to each question.  
Manuscript is now suitable for acceptance. 

 

REVIEWER Jimmy K. Limdi 
The Pennine Acute Hospitals NHS Trust  
Manchester BL97TD  
 
Honorary Senior Lecturer- Institute of Inflammation and Repair  
Manchester Academic Health Sciences Centre  
University of Manchester  
UK 

REVIEW RETURNED 04-Mar-2016 

 

GENERAL COMMENTS Please ensure that any sentences beginning with numbers use 
figures rather than numericals  
Congratulations on a novel piece of work.  

 

REVIEWER Prof K D Bardhan 
Rotherham Hospital  
The Rotherham NHS Foundation Trust 

REVIEW RETURNED 08-Mar-2016 

 

GENERAL COMMENTS The four reviewers’ suggestions and comments have been fully 
addressed and as a result the revised paper is very much better. 
Studies addressing the difficult area of ‘intermediate range results’ 
for faecal calprotectin are few, hence the paper now will serve as a 
landmark to help guide others to shape their own protocols or 
individual practice.  
 
As indicated, I have recommended ‘Accept’.  
 
Finally, allow me to add a personal comment, please. I have learnt 
much from the paper but also a great deal on the ‘skills and art’ of 
reviewing from the other reviewers’ comments. Thank you for giving 
me this opportunity to continue learning and improving. 
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