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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.   
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VERSION 1 - REVIEW 

REVIEWER Karagiozoglou- Lampoudi Thomai 
Nutrition/ Dietetics Dept  
Technological Education Institute Thessaloniki 

REVIEW RETURNED 05-Feb-2016 

 

GENERAL COMMENTS This is a very interesting study offering a valuable insight of celiac 
disease associated serology in a pediatric population with scarce 
opportunities to be exposed to gluten.  
The study design, by including HLA typing for DQ2 and DQ8 not 
only of the anti-tTG positive children but also of a proportion of 
negative ones, is addressing efficiently the objectives.  
Minor comments  
1.In the abstract section:" The parents of 2,045 children agreed to 
participate in the study. Eighty-four children (4%) were excluded 
according to the exclusion criteria. Finally, " can be omitted in my 
opinion.  
2. In the methods section: In my opinion in children with IgA 
deficiency IgG EMA testing should be preferable, but since the 
choice of the authors testing for IgG anti tTg is also supported by the 
ESPGHAN guidelines its OK .The authors just have to add this 
specific reference (I think nr 2)at the end of the paragraph on line 45  
3. In the results section:The flow chart can't be seen.  
I would suggest instead a table showing the demographics of the 
whole sample (1961 children) describing (in numbers and 
percentage) data concerning gender and age distribution, presence 
of IgA deficiency, chronic disease, autoimmune disease, 
gastrointestinal complaints, failure to thrive, gluten containing food 
consumption as well as Ig A anti tTg, EMA, and specific HLA 
positivity.  

 

REVIEWER Klaus Giersiepen 
Bremen University Dept Public Health  
Germany 

REVIEW RETURNED 06-Feb-2016 
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GENERAL COMMENTS Page 6 of 21 lines 5-10  
“Considering a 99% confidence interval and a precision of 0.5%, the 
estimated sample size was 1,976.“  
 
These needs clarification and a reference by which methods this 
was calculated: a 99% confidence interval yields a precision of 99 % 
equivalent to an alpha error of 1%. Or do the authors mean 0,5% 
lying above the upper confidence boundary and 0.5 % below the 
lower boundary?  
 
Quote from page 8: Twenty percent of the children (387/1961) 
complained of gastrointestinal  
symptoms (266 of recurrent abdominal pain, 87 anorexia, 58 
diarrhoea). One  
hundred and twenty-eight others were being worked-up because of 
failure to  
thrive."  
 
May be it is worthwhile to check whether CD is more prevalent in 
this subgroup than in the total sample. I admit that you might run into 
precision problems but you could check this question with an Alpha 
of 5 % and a power of 80 or 90%.  
If you find a higher prevalence in that Group this could be because 
symptoms correspond to CD.  
 
I am not a clinician. My previous contact with Celiac Disease 
Research was limited to epidemiological advise. I am not a 
laboratory - scientist/Train in CD diagnosis! So you may need other 
referies for judgement. 

 

REVIEWER Siba Paul 
Yeovil District Hospital, UK 

REVIEW RETURNED 08-Feb-2016 

 

GENERAL COMMENTS It was a pleasure to review your work entitled "A cross-sectional 
study of coeliac autoimmunity in a population of Vietnamese 
children"  
 
Although as you suggest that this is the first paediatric study on 
coeliac autoimmunity from Vietnam, the study would have better 
done if endoscopies were the end point with a confirmation of 
coeliac disease in a number of children with positive tTG titres.  
 
As you have selected your study population from a selected cohort 
of children visiting NHP of Hanoi, this was not blinded at the first 
place and would have better if a firm diagnosis was established as 
aim for any screening test is to prevent morbidity from the condition 
and not confirming the diagnosis defeats the purpose of screening 
and the study becomes more of academic interest than of clinical 
significance.  
 
In the methodology section you mention that the recruitment to the 
study was done over a month but actually it was less than 2 weeks 
(2/2/15 - 14/2/15), this needs proper clarification.  
 
You have highlighted the importance of increasing awareness 
regarding coeliac disease amongst health professionals in the 
country however if you have not established the diagnosis (not sure 
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whether this was due to lack of paediatric endoscoscopy facilities in 
your centre!) being the second largest children's hospital I am not 
sure how smaller centres even with increased awareness can 
establish the diagnosis and thus make a difference.  
 
The introductory section is too long and you have already mentioned 
your results in this section which may not be appropriate!  
 
It is surprising none of the children who had tTG positive actually 
had a positive EMA result which raises the suspicion whether there 
was a defect in the EMA assay used!  
 
Again how did you choose your controls for HLA DQ2 or DQ8 
testing, this is not clear as it's quite high for your population and if 
your controls consisted of diabetics, thyroiditis, may be in the 
autoimmune spectrum and hence contributed to higher HLA 
prevalence  
 
You have chose children with Nephrotic syndrome, asthma, etc. just 
wondered whether none of them were on steroids and hence would 
have been excluded from the study as per your inclusion and 
exclusion criteria!  
 
Also it is surprising that 96% of the study population were 
consuming gluten containing food items less than once per week 
and 8/21 of these children had a positive tTG titre which makes me 
think whether they actually have coeliac disease but do not get overt 
manifestations of the condition due to limited exposure to gluten 
containing foods.  
 
Also if 96% of your study population were consuming gluten less 
than once per week were they the correct representatives of the 
population risk for Vietnamese children for coeliac autoimmunity.  
 
You also suggest that a number of children had stunted growth and 
came for assessment to your centre, would a coeliac screen not be 
considered necessary in such cases especially when NHP of Hanoi 
is one of the largest children's hospital and children are likely to be 
provided specialist opinion and care.  
 
The discussion section is rather too detailed and does not discuss 
what only is relevant to this study e.g. timing of gluten introduction 
and breast feeding is not part of your study objectives!  
 
Your conclusion is slightly anecdotal and not what you described as 
limitations of your study population being minimally exposed to 
gluten which possibly is one of the primary reasons behind this low 
prevalence of coeliac autoimmunity in the study population.  
 
There are multiple grammatical inaccuracies which needs 
addressing along with sentence construction.  
 
May I kindly suggest that you review the paper and seek opinion for 
all the authors (n=>15) and decide how you best can present the 
data considering the major limitations highlighted above.  
 
Hope you will find the suggestions useful and would consider 
incorporating these while revising the paper. 
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VERSION 1 – AUTHOR RESPONSE 

Response to reviewer n.1  

We thank the reviewer for the kind words about our work. We tried hard to design a complete study 

and are glad that the efforts were appreciated.  

 

Minor comments  

1. We omitted the sentence as suggested.  

2. The reference was added  

3. The flow chart responds to the requests of Point 13 of the Strobe checklist that clearly recommends 

to: (a) Report numbers of individuals at each stage of study—eg numbers potentially eligible, 

examined for eligibility, confirmed eligible, included in the study, completing follow-up, and analysed.  

 

We respectfully disagree on the usefulness of a table showing the demographics of the whole sample. 

We believe that it would be cumbersome and would not add any useful piece of information. 

Complete information on the children positive for anti-tTG is presented in table 1.  

 

Response to reviewer n.2  

 

A precision of 0.5% indicates a margin of error of ±0.005 around the estimated prevalence, that is a 

confidence interval width of 0.01.  

The sample calculation is based on the hypothesis of a 0.0075 expected prevalence. Setting the 

confidence level to 99%, that means that with a confidence of 99% the real prevalence is included in 

the confidence interval, and the confidence interval width at 0.01, that is a variation of ±0.005 around 

the prevalence estimation, the sample size results 1975.5.  

The formula for the sample size calculation is obtained from that of the confidence interval for a 

proportion p:  

p ± z_α*sqrt((p*(1-p))/n)  

where precision = margin of error = d = z_α*sqrt((p*(1-p))/n)  

thus n≥ (z_α)^2 *p*(1-p)/d^2  

Reference G. Cicchitelli (2008). “Statistica. Principi e metodi”. Pearson Paravia Bruno Mondadori.  

 

As suggested by the reviewer we checked whether CD was more prevalent in the subgroup with 

gastrointestinal symptoms and failure to thrive than in the total sample. We added 7 patients with 

steatorrhea and compared the patients with some kind of gastrointestinal problem or failure to thrive 

with the entire population examined. We found that only one child had positive anti tTG in the former 

group as compared to 21/1961  

The results are 1/394=0.0025 vs 21/1961=0.0107. The difference is not statistically significant but in 

any case does not suggest a relationship between the symptoms and CD.  

 

 

Reviewer n. 3  

 

Being the comments of rev n.3 more numerous and long, we have left the questions and written in 

capital letters the answers in order to distinguish better between questions and answers  

 

 

 

 

 

It was a pleasure to review your work entitled "A cross-sectional study of coeliac autoimmunity in a 

population of Vietnamese children"  
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Although as you suggest that this is the first paediatric study on coeliac autoimmunity from Vietnam, 

the study would have better done if endoscopies were the end point with a confirmation of coeliac 

disease in a number of children with positive tTG titres.  

 

As you have selected your study population from a selected cohort of children visiting NHP of Hanoi, 

this was not blinded at the first place and would have better if a firm diagnosis was established as aim 

for any screening test is to prevent morbidity from the condition and not confirming the diagnosis 

defeats the purpose of screening and the study becomes more of academic interest than of clinical 

significance.  

THE LABORATORY TECHNICIAN WAS BLIND TO THE IDENTITY OF ALL CHILDREN AND OF 

REASON FOR BLOOD DRAWING. INDEED THE PURPOSE OF OUR WORK WAS NOT A 

CLINICAL SCREENING, BUT A CROSS SECTIONAL STUDY TO VERIFY THE COELIAC 

AUTOIMMUNITY MEASURED SEROLOGICALLY IN A POPULATION OF VIETNAMESE 

CHILDREN. IN ANY CASE NONE OF THE CHILDREN WERE POSITIVE TO TWO TESTS 

ACCORDING TO THE LITERATURE, THE EMA TEST IS AS SENSITIVE AS, BUT MORE SPECIFIC 

THAN, ANTI-TTG. WE HAVE ADDED RECENT GUIDELINES THAT UNDERLINE THE 

SPECIFICITY OF EMA. IN ANY CASE, ONLY TWO HAD A PERMISSIVE HLA AND A HIGH LEVEL 

OF ANTI-TTG, BUT NOT EMA.  

 

 

In the methodology section you mention that the recruitment to the study was done over a month but 

actually it was less than 2 weeks (2/2/15 - 14/2/15), this needs proper clarification. THE REVIEWER 

IS CORRECT. INDEED THE RECRUITMENT WAS DONE OVER 2 WEEKS, A PERIOD OF TIME 

SHORTER THAN WE HAD EXPECTED. (CORRECTION ON PAGE 6, PARAGRAPH 2) DURING 

THE SUBSEQUENT TWO WEEKS SERUM SAMPLES WERE EXAMINED IN DUPLICATE AT THE 

NHP LABORATORY FOR IGA ANTI-TTG USING AN ELISA ASSAY.  

 

You have highlighted the importance of increasing awareness regarding coeliac disease amongst 

health professionals in the country however if you have not established the diagnosis (not sure 

whether this was due to lack of paediatric endoscopy facilities in your centre!) being the second 

largest children's hospital I am not sure how smaller centres even with increased awareness can 

establish the diagnosis and thus make a difference. INCREASING AWARENESS IS A STEPWISE 

PROCESS. COELIAC DISEASE IS NOT CONSIDERED A PROBLEM IN VIETNAM AND 

THEREFORE THERE IS NOT YET THE EXPERTISE NECESSARY TO PERFORM A DUODENAL 

ENDOSCOPY AND TO INTERPRET THE HISTOLOGICAL PICTURE IN THE APPROPRIATE WAY. 

IN RESPONSE TO YOUR COMMENTS OUR VIETNAMESE CO-AUTHORS WROTE: “IN NHP WE 

CAN NOT PERFORM THE ENDOSCOPY OF THE INTESTINE AND OUR PATHOLOGISTS ARE 

NOT FAMILIAR WITH CD. FOR THE DOCTOR CD IS KNOWN ONLY THEORETICALLY AND IN 

PRACTICE WE COULD NOT MAKE THE DIAGNOSIS OF THIS DISEASE. OUR CHILDREN EAT 

FEW AMOUNT OF GLUTEN ESPECIALLY THOSE WHO LIVE IN THE VILLAGES AND I THINK 

THAT THE DATA WE HAVE COLLECTED IN THIS STUDY ARE REPRESENTATIVE FOR THE 

POPULATION. I BELIEVE THAT WE WOULD NOT HAVE CONDUCT SUCH KIND OF RESEARCH 

IN OUR HOSPITAL.SO I TOTALLY AGREE WITH YOUR WRITING. SO I TOTALLY AGREE WITH 

YOUR WRITING”  

OUR IDEA WAS (AND STILL IS) THAT SPEAKING ABOUT THE PROBLEM AND LOOKING FOR IT 

WILL INCREASE THE KNOWLEDGE AND THE NECESSARY KNOW-HOW TO SUSPECT AND 

MAKE THE DIAGNOSIS. THE IDEA THAT CD COULD BE RESPONSIBLE FOR SOME OF THE 

PROBLEMS OF GROWTH RETARDATION AND ABDOMINAL PAIN HAS NOW FOUND ITS WAY 

IN THEIR MINDS AND WILL IN THE FUTURE BECOME PART OF THEIR CLINICAL APPROACH.  

 

The introductory section is too long and you have already mentioned your results in this section which 

may not be appropriate! WE HAVE DELETED THE SENTENCES THE REVIEWER REFERS TO 
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(PAGE 5 LAST TWO LINES OF PARAGRAPH)  

 

It is surprising none of the children who had tTG positive actually had a positive EMA result which 

raises the suspicion whether there was a defect in the EMA assay used! WE HAVE A GREAT 

EXPERIENCE IN PERFORMING THE EMA TEST AND FEEL QUITE CONFIDENT THAT OUR 

RESULTS ARE CORRECT.  

 

Again how did you choose your controls for HLA DQ2 or DQ8 testing, this is not clear as it's quite high 

for your population and if your controls consisted of diabetics, thyroiditis, may be in the autoimmune 

spectrum and hence contributed to higher HLA prevalence. THE CHILDREN WERE SELECTED BY 

MEANS OF A COMPUTATIONAL RANDOM NUMBER GENERATOR. ONLY 4 CHILDREN 

OVERALL HAD DIABETES AND BY CHANCE NONE OF THEM WAS TESTED FOR HLA. 

THYROIDITIS WAS THE PRESENTING DIAGNOSIS FOR ONE CHILD AND HIS HLA WAS OTHER 

THAN DQ2/DQ8.  

 

You have chose children with Nephrotic syndrome, asthma, etc. just wondered whether none of them 

were on steroids and hence would have been excluded from the study as per your inclusion and 

exclusion criteria! NO CHILD ON STEROIDS WAS INCLUDED AMONG THE 1961 STUDIED FOR 

ANY OF THE PARAMETERS, AS INDICATED AMONG THE EXCLUSION CRITERIA. NEITHER 

NEPHROTIC SYNDROME NOR ASTHMA ARE CONSIDERED TO BE ASSOCIATED TO COELIAC 

DISEASE, THEREFORE EXCLUDING THEM SHOULD NOT REPRESENT A BIAS.  

 

Also it is surprising that 96% of the study population were consuming gluten containing food items 

less than once per week and 8/21 of these children had a positive tTG titre which makes me think 

whether they actually have coeliac disease but do not get overt manifestations of the condition due to 

limited exposure to gluten containing foods. AS A MATTER OF FACT, EXPOSURE TO GLUTEN 

WAS REPORTED BY 88% OF THE PATIENTS’ PARENTS; THEREFORE 12% WERE NEVER 

EXPOSED TO GLUTEN AND ONLY 56% OF THE CHILDREN EXPOSED ATE GLUTEN LESS 

THAN ONCE A WEEK, THE IDEA THAT NOT EATING MUCH GLUTEN PROTECTS FROM 

DEVELOPING OVERT COELIAC DISEASE WAS IN FACT AT THE BASIS OF OUR REASONING 

WHEN WE DECIDED TO STUDY THE VIETNAMESE POPULATION  

 

Also if 96% of your study population were consuming gluten less than once per week were they the 

correct representatives of the population risk for Vietnamese children for coeliac autoimmunity. WE 

BELIEVE THAT OUR SAMPLE IS REPRESENTATIVE OF THE VIETNAMESE POPULATION, 

BECAUSE OF ITS SIZE AND OF THE VARIED REASONS FOR COMING TO THE OUTPATIENT 

CLINIC. HOWEVER, AS MENTIONED ABOVE, ONLY 56% OF THE CHILDREN ATE GLUTEN 

LESS THAN ONCE A WEEK.  

 

You also suggest that a number of children had stunted growth and came for assessment to your 

centre, would a coeliac screen not be considered necessary in such cases especially when NHP of 

Hanoi is one of the largest children's hospital and children are likely to be provided specialist opinion 

and care. As mentioned above COELIAC DISEASE IS (WAS) NOT CONSIDERED A PROBLEM IN 

VIETNAM. THE IDEA THAT CD COULD BE RESPONSIBLE FOR SOME OF THE PROBLEMS OF 

GROWTH RETARDATION AND ABDOMINAL PAIN HAS NOW FOUND ITS WAY IN THE MINDS 

OF OUR VIETNAMESE COLLEAGUES. IN THE FUTURE IT WILL PROBABLY, THEREFORE, 

BECOME PART OF THEIR CLINICAL APPROACH.  

 

 

The discussion section is rather too detailed and does not discuss what only is relevant to this study 

e.g. timing of gluten introduction and breast feeding is not part of your study objectives! WE HAVE 

DELETED THE SENTENCES RELATIVE TO THE ROLE OF BREAST FEEDING. HOWEVER 
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TIMING OF GLUTEN INTRODUCTION APPEARS TO BE CRUCIAL IN VIETNAMESE CHILDREN 

WHO ARE MAINLY WEANED WITH RICE. AS INDICATED IN THE CONCLUSIONS, THE MEDIAN 

AGE OF CHILDREN WAS 5 YEARS, AND WE DO NOT KNOW IF CD AUTOIMMUNITY WILL 

DEVELOP WITH PASSING YEARS.  

 

Your conclusion is slightly anecdotal and not what you described as limitations of your study 

population being minimally exposed to gluten which possibly is one of the primary reasons behind this 

low prevalence of coeliac autoimmunity in the study population.  

 

INDEED, OUR CONCLUSION IS THAT THE LOW AMOUNT OF GLUTEN INTRODUCED BY THE 

POPULATION OF CHILDREN EXAMINED (THAT WE AND OUR VIETNAMESE COLLEAGUES 

BELIEVE TO BE REPRESENTATIVE OF THE NORTH VIETNAMESE POPULATION) COULD BE 

AT THE BASIS OF THE LOW PREVALENCE OF CD. ALSO WE DO NOT KNOW IF CD 

AUTOIMMUNITY WILL DEVELOP WITH PASSING YEARS.  

 

 

There are multiple grammatical inaccuracies which needs addressing along with sentence 

construction. THE PAPER HAS BEEN READ AND REVIEWED BY A PROFESSIONAL NATIVE 

SPEAKER SPECIALIZING IN SCIENTIFIC LITERATURE.  

 

May I kindly suggest that you review the paper and seek opinion for all the authors (n=>15) and 

decide how you best can present the data considering the major limitations highlighted above. WE 

HAVE DISCUSSED THE ARTICLE AND THE REVIEWERS’ CRITICISMS WITH OUR VIETNAMESE 

COAUTHORS AND THE ANSWERS THAT WE OFFER ARE THE RESULT OF THE OPINION OF 

ALL OF US.  

 

Hope you will find the suggestions useful and would consider incorporating these while revising the 

paper.  

 

THANK YOU VERY MUCH FOR THE INSIGHTFUL CRITICISMS THAT WE ARE CERTAIN HAVE 

IMPROVED OUR WORK. 

VERSION 2 – REVIEW 

REVIEWER Karagiozoglou- Lampoudi Thomai 
Nutrition /Dietetics Dept , Technological Education Institute, 
Thessaloniki, Greece 

REVIEW RETURNED 23-Feb-2016 

 

GENERAL COMMENTS Some minor comments  
In the STRENGTHS section immediately after the abstract  
1. "The amount of gluten introduced... " would be better rephrased " 
A detailed questionnaire was used to collect quantitative information 
about gluten consumption to the best possible accuracy" because a 
questionnaire can never provide "quite precise estimation of the 
amount"... of any food.  
2. I'm not sure the next statement about celiac awareness is 
appropriate.It seems quite arbitrary, because awareness 
assessment was not among the outcome measures and no data are 
provided about this  

 

REVIEWER Klaus GIERSIEPEN 
Bremen University, Dept of Public Health  
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Germany 

REVIEW RETURNED 29-Feb-2016 

 

GENERAL COMMENTS the points I have raised in my previous comment have been 
considered appropriately. As I stated before, I am not clinician to 
judge on CD diagnostics.  
 
There are still a few typographical errors and the paper needs 
review by a native speaker.  

 

REVIEWER Siba Paul 
Torbay Hospital, Torquay (UK) 

REVIEW RETURNED 08-Mar-2016 

 

GENERAL COMMENTS Thanks for revising the paper, however, I have still concerns about it 
usefulness and validity.  
 
In addition to the concerns highlighted previously I add a few more.  
 
1) There has been minimal effort made to improve the methodology 
and results section except a cursory removal of few sentences from 
the discussion section  
 
2) My main concern is that a significant proportion of children in the 
study were not exposed to gluten adequately which itself invalidates 
your results and defeats the objectives of defining coeliac disease 
autoimmunity in the population. 12% of children had no exposure to 
gluten and another 56% of 88% children (i.e. 63%) who ate gluten 
containing food were exposed to it less than once per week. Actually 
in total 75% of included children i.e. 1470 children did not even 
qualify for the study and is better being excluded which with proper 
explanation will actually highlight the main objective of your study i.e. 
coeliac disease autoimmunity.  
 
3) Parasitic infections and giardiasis can slightly raised tTG titres 
and hence this may have caused its rise in a number of cases!!  
 
4) Your ethical approval for such screening is questionable as 
unless you can modify the disease pathway what is the purpose of 
screening someone. I am surprised that parents actually consented 
to such study where they knew well that their child may have a 
lifelong condition but there would be no further investigations 
available neither would they receive any management for it!!  
 
5) You cite lack of histopathologist in Vietman who can interpret 
biopsies for coeliac disease but this problem could have been easily 
overcome by transporting the slides to Italy the collaborative partner 
in the project to read the histology slides. You did transport blood 
samples from Vietnam to Italy (for coeliac serology testing) so where 
would be the difficulty in transporting histology slides!!  
 
6) If paediatric endoscopy services are not available in the NHP 
being the second largest paediatric hospital in South East Asia, what 
would be the situation in smaller less sophisticated centres!! In any 
case how are you going to achieve the management for coeliac 
disease and just by raising awareness will not serve the purpose.  
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7) Being a clinician and closely involved in investigating and 
managing children with coeliac disease I am still unsure what 
purpose this study will serve and this publication which will possibly 
have limited readership amongst physicians in Vietnam improve 
awareness and even if does so what's the next step?  
 
8) This study was completed >1 year ago, hope you have 
implemented some changes in your centre e.g. starting facilities for 
paediatric endoscopies, outsourcing of histology slides maybe to you 
collaborative partners in Italy, etc. kindly clarify. This is important 
because you rightly highlight the issue of raising awareness and this 
should start from the centre where the study originated from, 
apologies for taking the liberty to say "Leading by example".  
 
9) My suggestion is with a flow diagram of exclusion and inclusion, 
you exclude 1470 of 1961 child who had minimal exposure to gluten 
and then present your data, in that case t might make some sense of 
the study and provide the right intended message of coeliac disease 
autoimmunity. What I am sure you don't want is for clinicians to start 
testing tTG for all sort of reasons in Vietnam, find mild rise in tTG 
titres and children being started on a gluten free diet as endoscopic 
facilities aren't available. Gluten free foods are not cheap and 
parents will not adhere to it if there is any doubt in diagnosis in the 
absence of biopsy confirmation!  
 
10) My suggestion is write a Letter to Editor explain the prevalence 
coeliac disease autoimmunity in 491 children who had exposure to 
gluten >once per week and explain how many of them had raised 
tTG titres and HLA DQ2/8 positive. Kindly back it up with a small 
discussion and limitations and a few (upto 5) references. A detailed 
explanation is making the paper lose it focus and purpose.  
It would rather be useful to write a review paper on paediatric coeliac 
disease in a national level medical journal from the region 
highlighting findings from your study, about signs and symptoms of 
coeliac disease and ESPGHAN management pathway for 
diagnosing coeliac disease in children. In any case that is likely to 
have a bigger impact for your desired goal - increase awareness.  
 
Hope you will find my suggestions of use and revise the paper as a 
Letter to Editor accordingly. 

 

 

VERSION 2 – AUTHOR RESPONSE 

Reviewer: 1  

WE FOLLOWED THE REVIEWER’S SUGGESTIONS AND MODIFIED THE TEXT ACCORDINGLY  

 

Reviewer: 2  

CHECKED AGAIN BY PROFESSIONAL NATIVE SPEAKER  

 

Reviewer: 3  

 

1) There has been minimal effort made to improve the methodology and results section except a 

cursory removal of few sentences from the discussion section  

 

THIS WAS YOUR COMMENT TO THE METHODOLOGY, FOLLOWED BY OUR ANSWER. WE 
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HAVE TROUBLE UNDERSTANDING WHAT YOU WERE EXPECTING FROM US.  

IN THE METHODOLOGY SECTION YOU MENTION THAT THE RECRUITMENT TO THE STUDY 

WAS DONE OVER A MONTH BUT ACTUALLY IT WAS LESS THAN 2 WEEKS (2/2/15 - 14/2/15), 

THIS NEEDS PROPER CLARIFICATION.  

THE REVIEWER IS CORRECT. INDEED THE RECRUITMENT WAS DONE OVER 2 WEEKS, A 

PERIOD OF TIME SHORTER THAN WE HAD EXPECTED. (CORRECTION ON PAGE 6, 

PARAGRAPH 2) DURING THE SUBSEQUENT TWO WEEKS SERUM SAMPLES WERE 

EXAMINED IN DUPLICATE AT THE NHP LABORATORY FOR IGA ANTI-TTG USING AN ELISA 

ASSAY.  

 

2) My main concern is that a significant proportion of children in the study were not exposed to gluten 

adequately which itself invalidates your results and defeats the objectives of defining coeliac disease 

autoimmunity in the population. 12% of children had no exposure to gluten and another 56% of 88% 

children (i.e. 63%) who ate gluten containing food were exposed to it less than once per week. 

Actually in total 75% of included children i.e. 1470 children did not even qualify for the study and is 

better being excluded which with proper explanation will actually highlight the main objective of your 

study i.e. coeliac disease autoimmunity.  

THE PAPER IS AN EPIDEMIOLOGICAL STUDY ON THE AUTOIMMUNITY TO GLUTEN IN A 

POPULATION THAT DOES NOT USE GLUTEN OFTEN BUT WHERE HLA DQ2/8 IS AS 

FREQUENT AS ELSEWHERE IN THE WORLD. THEREFORE THERE IS NO RATIONAL IN 

STUDYING ONLY THE CHILDREN WHO HAD GLUTEN IN THEIR DIETS.  

THE SCREENING OF CELIAC AUTOIMMUNITY HAS BEEN PERFORMED IN A POPULATION 

THAT EATS VARIOUS AMOUNTS OF GLUTEN FOR SOCIAL AND CULTURAL REASONS. THE 

RESULTS OBTAINED WITH RIGOROUS AND SPECIFIC METHODS THAT INCLUDE ANTIBODIES 

AND GENETICS CAN INDEED BE EXPLAINED BY A LOW CONTENT OF GLUTEN IN THE DIET.  

 

 

3) Parasitic infections and giardiasis can slightly raised tTG titres and hence this may have caused its 

rise in a number of cases!!  

WE HAVE ADDED A SENTENCE ABOUT THIS IN THE DISCUSSION  

 

4) Your ethical approval for such screening is questionable as unless you can modify the disease 

pathway what is the purpose of screening someone. I am surprised that parents actually consented to 

such study where they knew well that their child may have a lifelong condition but there would be no 

further investigations available neither would they receive any management for it!!  

AGAIN, THIS WAS AN EPIDEMIOLOGICAL STUDY ON CELIAC AUTOIMMUNITY. TWO ETHICAL 

COMMITTEES, AFTER CAREFUL ANALYSIS OF THE PROTOCOL, APPROVED THE STUDY, IN 

ITALY AND IN VIETNAM. INCREASING THE AWARENESS OF THE MEDICAL COMMUNITY IS 

THE FIRST STEP TO RECOGNIZE AND, IF NECESSARY, IMPLEMENT DIAGNOSTIC AND 

THERAPEUTIC MEASURES.  

 

5) You cite lack of histopathologist in Vietman who can interpret biopsies for coeliac disease but this 

problem could have been easily overcome by transporting the slides to Italy the collaborative partner 

in the project to read the histology slides. You did transport blood samples from Vietnam to Italy (for 

coeliac serology testing) so where would be the difficulty in transporting histology slides!!  

 

6) If paediatric endoscopy services are not available in the NHP being the second largest paediatric 

hospital in South East Asia, what would be the situation in smaller less sophisticated centres!! In any 

case how are you going to achieve the management for coeliac disease and just by raising 

awareness will not serve the purpose.  

 

7) Being a clinician and closely involved in investigating and managing children with coeliac disease I 
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am still unsure what purpose this study will serve and this publication which will possibly have limited 

readership amongst physicians in Vietnam improve awareness and even if does so what's the next 

step?  

AWARENESS IS IMPORTANT TO PRODUCE CHANGES AS RECOMMENDED BY THE WORLD 

GASTROENTEROLOGY ORGANIZATION AND THE ASIAN PACIFIC ASSOCIATION OF 

GASTROENTEROLOGY.  

 

8) This study was completed >1 year ago, hope you have implemented some changes in your centre 

e.g. starting facilities for paediatric endoscopies, outsourcing of histology slides maybe to you 

collaborative partners in Italy, etc. kindly clarify. This is important because you rightly highlight the 

issue of raising awareness and this should start from the centre where the study originated from, 

apologies for taking the liberty to say "Leading by example".  

 

9) My suggestion is with a flow diagram of exclusion and inclusion, you exclude 1470 of 1961 child 

who had minimal exposure to gluten and then present your data, in that case t might make some 

sense of the study and provide the right intended message of coeliac disease autoimmunity. What I 

am sure you don't want is for clinicians to start testing tTG for all sort of reasons in Vietnam, find mild 

rise in tTG titres and children being started on a gluten free diet as endoscopic facilities aren't 

available. Gluten free foods are not cheap and parents will not adhere to it if there is any doubt in 

diagnosis in the absence of biopsy confirmation! SEE ANSWER TO COMMENT 2  

 

10) My suggestion is write a Letter to Editor explain the prevalence coeliac disease autoimmunity in 

491 children who had exposure to gluten >once per week and explain how many of them had raised 

tTG titres and HLA DQ2/8 positive. Kindly back it up with a small discussion and limitations and a few 

(upto 5) references. A detailed explanation is making the paper lose it focus and purpose.  

It would rather be useful to write a review paper on paediatric coeliac disease in a national level 

medical journal from the region highlighting findings from your study, about signs and symptoms of 

coeliac disease and ESPGHAN management pathway for diagnosing coeliac disease in children. In 

any case that is likely to have a bigger impact for your desired goal - increase awareness. 
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