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The manuscript has been improved according to the suggestions of reviewers and Editor. 
1. Format has been updated

2. Revisions according to reviewer’s comments have been made (see below)
Comments on study design

(1) p.7, 1st partial paragraph: while fecal calprotectin has been extensively studied in inflammatory bowel disease, its use to screen asymptomatic subjects is not well established. Can a reference be provided for this use? The referee is right, because much of the literature about faecal calprotectin refers to its use for diagnosis in symptomatic patients or for evaluating disease progression, especially as concerned IBD. However, it is also used as a marker to predict relapse in asymptomatic patients (see for example Kallel L, Ayadi I, Matri S, Fekih M, Mahmoud NB, Feki M, Karoui S, Zouari B, Boubaker J, Kaabachi N, Filali A Fecal calprotectin is a predictive marker of relapse in Crohn's disease involving the colon: a prospective study. Eur J Gastroenterol Hepatol. 22 (2010) 340-345). In addition, a review by Gisbert et al. (Gisbert JP, McNicholl AG. Questions and answers on the role of faecal calprotectin as a biological marker in inflammatory bowel disease, Dig. Liv. Dis. 41 (2009) 56–66) also reported the use of fecal calprotectin to screen asymptomatic healthy subjects, in particular to demonstrate a high prevalence of subclinical intestinal inflammation in asymptomatic first-degree relatives of patients with CD (Thjodleifsson B, Sigthorsson G, Cariglia N, Reynisdottir I, Gudbjartsson DF, Kristjansson K, et al. Subclinical intestinal inflammation: aninherited abnormality in Crohn’s disease relatives? Gastroenterology 124 (2003) 1728–1737) or with UC (Montalto M, Curigliano V, Santoro L, Armuzzi A, Cammarota G, Covino M, et al. Fecal calprotectin in first-degree relatives of patients with ulcerative colitis. Am J Gastroenterol 102 (2007) 132–136). The last two references have been added to the manuscript (p.15, Refs 33 and 34): “Application of calprotectin tests for screening asymptomatic subjects has also been reported[33.34].”
(2) p.8, Subjects: please provide a reference or describe the diet of the International Space Station. As requested, a reference (Ref 17) describing the diet of the International Space Station has been added: Perchonok M, Bourland C. NASA food systems: past, present, and future. Nutrition 2002; 18: 913–920.
(3) p.13, H2-BT results: if I understand correctly, these tests were performed by the crew members themselves. Was there an assessment of intra- and interobserver reliability and validity? As a necessary requisite of all the experiments, the H2-BT was designed and optimized to be self-performed by the crewmembers without any external assistance. The crewmembers were trained before the beginning of the simulation and test performance was always observed by experts in the mission control (which, however, cannot provide advice to the crewmember). To confirm the results of the measurements, breath sampling was performed in duplicate and one sample was immediately transferred outside the simulator to be analyzed with a second H2-breath analyzer (no materials could be introduced into the closed chamber during the mission simulation, but biological samples were continuously transferred outside the simulator for analysis and/or long-term storage).
(4) p.13: faecal calprotectin test. Faecal calprotectin depends primarily on neutrophil content of the lower intestinal tract, which hypothetically may be affected by the study agents or diet. In there any evidence for interactions between any of these motility tests and fecal calprotectin? Are there additional clinical details available in terms of more comprehensive GI evaluation after the completion of space simulation? The experimental results didn’t show any evidence of interaction between BTs and levels of faecal calprotectin. Except for the third experimental session, BTs and faecal calprotection tests were well separated (in the first experimental session the faecal calprotectin test was performed about 30 days after the BTs, while in the second experimental session the calprotectin test was performed 20 days before the BTs). Nevertheless, highly positive results were obtained in all the faecal calprotectin test sessions during the mission simulation. As regards possible GI disorders, no pathologies were revealed during tests performance and through the whole experiment.
Comments on manuscript style
(1) p.6, 1st full paragraph: could this paragraph be shortened? As requested, this paragraph has been shortened as follows: “In this work, we present an integrated approach to the non-invasive monitoring of GI motility and inflammation state that was optimized in the frame of the MARS-500 project. This project was realized by the State Scientific Center of the Russian Federation – Institute of Biomedical Problems of the Russian Academy of Sciences (IBMP), under the auspices of Roscosmos and the Russian Academy of Sciences and in collaboration with the European Space Agency (ESA) and other space agencies and institutions from all over the world. The project consisted of several isolation experiments, including a final 520-day isolation (the longest spaceflight ground simulation ever conducted) designed to simulate a round-trip manned mission to Mars. The project aimed at obtaining useful information about physical and psychological problems that astronauts might face during a long stay onboard an interplanetary space vehicle and to set up technologies for monitoring their health status with possible application in real space mission.”
(2) p.13, H2-BT for orocaecal transit time: is there literature to suggest that inulin H2-BT is affected by a closed chamber situation? To our knowledge, no data have been reported in the literature about the use of inulin H2-BT in closed chamber (i.e., in confined pressurized environments) or even in real spaceflights. Other H2-BT (especially the lactulose H2-BT) have been used in experiments performed during NASA Shuttle and ISS expeditions, but data collection was performed only in pre- and post-flight periods.
(3) Overall, there were numerous awkward grammatical errors and sometimes mistaken word choices, but the intent of the authors is still clear. The manuscript has been revised by American Journal Experts (AJE, see certificate attached).
3. Revisions according to Editor’s comments have been made (see below)
(1) Please write a comment for your article. A comment for the article has been provided following the format of the file “Format of Original Articles“.
(2) All references need PubMed citation numbers and DOI citation to the reference list. They can be found at… References have been corrected; for each reference both PubMed and DOI citation numbers have been provided, except when one of them was not available. For references (3 and 5) not indexed by PubMed, the first page of the full reference is attached to this letter.
(3) Please add ‘descomposable’ figure of this picture which will be easy for typesetting. A ‘descomposable’ version of Figure 1 has been inserted in the manuscript in addition to the original image version.
4. References and typesetting were corrected.
Thank you again for publishing our manuscript in the World Journal of Gastroenterology.

Sincerely yours,

[image: image3.emf]
Aldo Roda, PhD             


Dept. of Chemistry “G. Ciamician                         


University of Bologna – Alma Mater Studiorum                       


Via Selmi 2, I-40126 Bologna, Italy                             


Tel/Fax: +39-051-343398                          


E-mail: aldo.roda@unibo.it
Ref. 3 - Afonin BV, Goncharova NP. Secretory activity of the stomach during modeling of enhanced filling of abdominal veins. Hum Physiol 2011; 37: 832–835 [DOI 10.1134/S0362119711070036]
[image: image1.png]




Ref. 5 - Afonin BV, Noskov VB, Polyakov VV. The state of digestive organs during long-term spaceflights. Hum Physiol 2003, 29: 561–565 [DOI 10.1023/A:1025807715472]
[image: image2.emf]
