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Based on the suggestions of the reviewer, we performed revisions. The corresponding changes have been included in the text and are given below. The changes are addressed in a point-by-point fashion.
1. Reviewer – 00504545
1. The variability of the number of duodenal biopsies is a small bias, because for having a good map is necesary to have at least 4 samples/patient and to be stained by CD3 monoclonal antibody in order to perform a good lymph count in the biopsies

We agree with the Reviewer. It would certainly have been desirable for all endoscopies (>4 per subject) to have been performed by a single, qualified endoscopist and for more than four biopsies to have been obtained from each subject. The specific procedure followed in the study has been more precisely described and the Material and Methods section has been supplemented.

2. Reviewer – 00227582

1. Overall this study is of interest and rather thorough. It is reasonably well-written and includes most relevant references. However, I personally would require further information and validation concerning the sensitivity and specificity calculations. I am unsure that the authors’ assumption that all patients lacking seropositivity or questionnaire-based indicators of celiac disease, actually do not have celiac disease. In order to calculate specificity, they need to make this assumption. As far as I know, the only valid way to definitively confirm presence or absence of celiac disease is by endoscopy with biopsy. And if those results are ambiguous, then a gluten challenge may possible be used. The authors’ specificities are very high, something like 99.7%, but might not these result from having undiagnosed celiac patients in their study population? 

We agree with the Reviewer that the calculated sensitivities and specificities that include all study participants, including those who had not undergone biopsy, is not correct.

As the Reviewer has correctly remarked, the sensitivity and specificity have been re-calculated exclusively for subjects who had undergone biopsy. This resulted in a reduced specificity (tTG-IgA 50%, AGA and EMA 71.4%). The corresponding changes have been included in the Results section.
2. The investigators should justify their assumption that patients lacking seropositivity and having questionnaires without indicators of celiac disease can in fact be labeled as not having the disease. Is this done in other study populations by other groups? Is it valid? If not, then I am unsure if they can calculate specificity.

Obtaining biopsies from all 2,157 subjects was not possible given the present study design. Biopsies were performed only in subjects who were either antibody-positive or antibody-negative with positive history. This procedure corresponds to that used in the large population-based study of Roka et al. (n = 2,230), in which only antibody-positive subjects underwent biopsy.

3. I am also wondering why the sensitivity and specificity values are so similar for each of the three antibody tests. Does this result from the small number of actual celiac patients included in the study?

The similar sensitivity and specificity figures for the three test methods result, first, from the small number of subjects with celiac disease and, second, from the fact that, of the eight subjects actually suffering from celiac disease, only five could be definitively considered positive with the three test methods.

4. The authors mention serology as becoming more or less a prevailing method for diagnosing celiac disease. I am not sure that the statement is correct. The authors should justify it.

We agree with the Reviewer that biopsy remains the gold standard in the diagnosis of celiac disease.

5. The authors do not include in their discussion new methods of quantitative analysis for screening of celiac disease using both standard and videocapsule endoscopy. Perhaps they should. See for example:

Ciaccio EJ, Tennyson CA, Bhagat G, Lewis SK, Green PH. Transformation of videocapsule images to detect small bowel mucosal differences in celiac versus control patients. Comput Methods Programs Biomed 2012;108:28-37.

Ciaccio EJ, Bhagat G, Tennyson CA, Lewis SK, Hernandez L, Green PH. Quantitative assessment of endoscopic images for degree of villous atrophy in celiac disease. Dig Dis Sci. 2011;56:805-811.

As recommended by the Reviewer, these studies have been addressed in the discussion.

6. Specific Comments

‘Six subjects were seronegative but reported histories suspicious for celiac disease.’ Describe the histories.

As the Reviewer has recommended, clinical symptoms of all six subjects with positive histories have been included in the results section.

7. ‘The sensitivity for tTGA IgA antibodies was 62.5%, with a specificity of 99.72%.’ But that specificity supposes that all of the others don't have celiac disease. Wouldn’t the only way to confirm it be to take biopsies?

As discussed above, the specificity has been re-calculated: only those subjects that underwent biopsy have been included.

3. Reviewer – 00051757

1. The study design is very confused. The results (text and table/figure) are not clear. 

As the Reviewer has recommended, the Results section has been revised.

2. The lack of the statistical analysis makes impossible to discuss the results, in particular about the sensitivity and specificity of the Ab determination.

Due to the small number of cases, no further statistical analyses could be performed. The sensitivity and specificity have been re-calculated (see response to Reviewer 1).

3. What is the reason why the diagnosis of transient CD in a DQ2 negative patient without histology documentation has been made? 

This patient’s diagnosis was first made in 1985. Antibody titers were consistently negative, both initially and at follow up. The subject was negative for DQ2 and DQ8 at HLA typing. However, she did test positive for DQA1*0101 and DQB1*0501. This HLA typing is found in rare cases in patients with celiac disease. Gluten-free diet during childhood led to improvement in the patient’s symptoms. For several years now, the patient does not report either abdominal complaints or lactose intolerance. Negative antibody titers during gluten exposure and biopsy results without evidence of celiac disease in the patient’s subequent course correpond to the subtype of transient celiac disease. Based on the HLA findings and improvement in symptoms as a result of following a gluten-free diet, this patient has been considered celiac-disease positive despite lack of initial histological findings.

4. Minor point: 
Table 1 is out of the scope of the paper.

The authors believe that table 1 does, in fact, provide a very good overview of the current literature and the prevalence of celiac disease in other countries. This allows the interested reader, who may be less familiar with the corresponding literature, to better understand the results of the present study in the context of results published in other studies. We would, therefore, prefer that this table remain in the manuscript.
4. Reviewer 
1. The study was based in one part of Germany. It is not clear if this city is representative of other areas of Germany.


The study was performed in southwestern Germany and, according to the principles of epidemiology, can be applied directly only to the corresponding population. An automatic application to other regions of Germany, therefore, is limited.

2. The original cohort was recruited to examine Echinococcus multilocularis infection. It is not clear how this population was ascertained in a random fashion. Further, given the nature of this population, could there be a sample bias towards those with GI symptoms?

Subjects were selected in cooperation with the municipal administration of Leutkirch, which, using a randomization generator, selected 4,000 persons from a population of 12,745 residents. A bias toward gastrointestinal diseases is rather unlikely given the question predominantly communicated to the general population. The Methods section has been supplemented and revised.

3. The Abstract and the Methods sections do not make the study design clear. The Abstract suggest that diagnosis was based on serology and a symptom questionnaire with confirmation via a telephone call. These sections should be revised to make this very clear. A flow-chart may assist.

As recommended by the Reviewer, a flow chart has been prepared to provide a better overview and the Abstract has been revised.
4. The Introduction refers to the commencement of GFD and progression of autoimmune disease and quotes a 1997 article. More recent data indicates that the early introduction of GFD does clearly reduce the risk of developing other autoimmune diseases. This section should be revised with reference to more recent reports.

The above-mentioned section has been revised and new literature cited.

5. Subheadings throughout the Methods and Results sections would enhance readability.

As recommended by the Reviewer, subheading have been added in the Methods and Results sections.

6. The Methods section attempts to delineate the study methods. However, these are not at all clear. Further, part of Methods suggests that all members of the EMIL study were sent specific questionnaires: is this correct?

Because no questions specific to celiac disease were posed at the initial survey, a questionnaire with celiac disease specific questions was mailed to all 2,445 subjects.

At the first follow up, dietary habits and celiac disease specific symptoms and disorders associated with celiac disease were assessed in all subjects with positive antibody titers or postive histories.

The Methods section has been revised to make it more understandable.
7. Did the first follow-up assessment also include or consider those individuals with high-risk of developing CD (such as diabetes, Down syndrome etc etc)?

As provided in the study design, the entire study population was contacted. No explicit measures were taken to specifically target subjects at higher risk for celiac disease.
8. The Methods suggest that those individuals undergoing small bowel biopsies had between 1 and 7 biopsies. There is clear evidence that multiple biopsies are required to diagnose (or to exclude) CD. One biopsy is insufficient and does not adequately exclude CD. This needs to be acknowledged.


See response to Reviewer 1
9. The description of the Marsh criteria may not need to be listed in detail here, as it is well established and fully referenced.

As recommended by the Reviewer, the Marsh criteria have been removed for the corresponding passage.

10. The mean age of the subjects is included without reference to the age range (or standard deviation of the mean)


Data on subjects’ age have been augmented.
11. The authors state rates of false negative or false positive findings. It is not clear that these are based upon clear delineation of gold standard results. Further, the authors base sensitivity and specificity calculations upon small numbers, which may alter the usefulness of these. 

The final diagnosis of celiac disease rests on biopsy results. False negative and false positive figures are thus based on the biopsy findings.

As discussed in the response to Reviewer 1, the sensitivity and spcificity have been re-calculated.

12. The authors included an adolescent who was evidently found to have villous atrophy as an infant, with subsequent re-exposure to a gluten-containing diet without any problems (clinical, serological or histological). It is extremely doubtful that this individual actually has CD at all. The initial diagnosis was made at 9 months – an age when a number of other pathologies are well-recognised to cause atrophy (including cow’s milk allergy) – and the person is HLA negative. Further, the initial histology was not able to be re-assessed. This should be reconsidered by the authors.

Please see response to Reviewer 3.
The authors thank the editors and reviewer for the valuable comments.
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