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April 25th, 2016
Dear Editor,

Please find enclosed the edited manuscript in Word format (file name: 25241-review.doc).

Title: Hypolactasia is associated with insulin resistance in Brazilian patients with nonalcoholic steatohepatitis
Author: Daniel Ferraz de Campos Mazo, Rejane Mattar, José Tadeu Stefano, Joyce Matie Kinoshita da Silva-Etto, Márcio Augusto Diniz, Sebastião Mauro Bezerra Duarte, Fabíola Rabelo, Rodrigo Vieira Costa Lima, Priscila Brizolla de Campos, Flair José Carrilho, Claudia P Oliveira.
Name of Journal: World Journal of Hepatology
ESPS Manuscript NO: 25241
We are grateful to the reviewers for the helpful comments on the original version of our manuscript. We have taken all these comments into account and submit, herewith, a revised version of our paper. We also accepted Jin-Lei Wang (Director, Editorial Office,Baishideng Publishing Group Inc) suggestion to submit the revised version to World Journal of Hepatology.

Please, find below our answers to all the queries. All changes are highlighted in yellow. 
We hope that the revised version of our paper is now suitable for publication in World Journal of Hepatology and we look forward to hearing from you at your earliest convenience.
Sincerely yours,
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Av Dr Eneas de Carvalho Aguiar 255, 9° andar, sala 9159,

São Paulo 05403-000, Brazil

Telephone: +55-11-2661-6447 Fax: +55-11-2661-7830
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1- Reviewer 02861277   

Comments to Authors:
1- Mazo DF and colleagues performed a clinical study aiming to assess the prevalence of the LCT-13910C>T polymorphisms in Brazilian NAFLD as well as NASH patients. Moreover, the authors pointed to investigate the potential use of LCT-13910C>T variant as a predictor of NASH. Even if the study is potentially interesting, however many points should be clarify or deeply revised. 
Comments 
1- Which is the prevalence of this polymorphism in the Brazilian population?  

Response:
Lactase-persistence phenotype (LCT-13910-CT and LCT-13910-TT genotypes) has a prevalence of 43.4% in Caucasian Brazilians. This information was already provided in the Discussion section and was also included in the Introduction section, to improve clarity. 

2- Is there a different prevalence of the polymorphism according to the sex?  

Response:
No. According to published data, no differences in the prevalence of the polymorphism were reported regarding gender. (reference number 12). This information was included in the introduction section. 
3- The patients showing simple steatosis are too few (moreover they were all females) if compared with those suffering from NASH. The former group should be increased. Overall, in the present study about 69% of the patients enrolled were females. According to the table 1 about 65% of the NASH were women conversely in the body text the authors reported that NASH patients “were more often men” (page 10, paragraph of results).  

Response:
We are a tertiary referral hospital center, and this could justify the higher number of NASH patients in relation to steatosis patients in our casuistic. Indeed, the small sample size of the steatosis group is a limitation of our study. This information was included in the discussion section. 
As pointed by the reviewer, all steatosis patients were female. Compared with this steatosis group, the NASH group had, as a consequence, more men analyzed, although the majority of patients were women. We rewrote de sentence to improve clarity.   
2- Reviewer 03468124   

Comments to Authors:

The work from Campos Mazo et al investigates potential association of lactase gene polymorphism with NAFLD with or without steatosis. The authors studied healthy, NAFLD ans steatosis-diagnosed patients. It is a nice, easy to read manuscript with interesting results. The authors reported the genotype regarding lactase (LCT-13910CC, CT or TT) of all the patients studied. They reported insulinemia, glycemia, lipid circulating levels, steatosis state, hepatic proinflammatory parameters and circulating activity of liver enzymes. The authors found that hipolactasia can be a risk factor for patients that have already developed steatosis, increasing the risk for developing insulin resistance. The work is well written and the results, although few positive are relevant and deserve to be published. The Discussion is deep and explores controversial results from other authors. There are some things that need to be adressed before publish.
1- Please revise references, the reviews should be changed for the original work, for example the reference of incretins.
Response:
The information regarding incretins were provided by Visioli et al (reference number 49) in a review article as a hypothetical explanation for the inverse correlation found by Liu et al (Diabetes Care. 2006;29(7):1579-84) between milk and dairy consumption and risk of diagnosed diabetes.
2- Also please provide some mechanistic explanation supported in basic work performed in experimental models.
Response:
A mechanistic explanation was provided based on rat models linking milk fat bioactive compounds with improvement in insulin sensitivity. Milk components such as rumenic acid, vaccenic acid, phytanic acid and its derivated pristanic acid had shown, in different rat models, improvement in insulin resistance thought PPAR signaling activation. These data were included in the discussion section. A recent published review article by Parodi PW (Med Hypotheses. 2016 Apr;89:1-7) was also included in the references.
Thank you again for considering our manuscript for publication in the World Journal of Hepatology.

Sincerely yours,
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