Re: Revision for “Relationship of non-alcoholic fatty liver disease to colorectal

adenomatous and hyperplastic polyps” (ESPS Manuscript NO: 34420)

Dear Editors,

We thank you and the reviewers for giving us the opportunity to revise our manuscript.
We have carefully studied the comments raised by the reviewers and editors, and
revised the paper accordingly. The following are point-by-point responses to the
editors’ and reviewers’ comments. All the modifications have been highlighted

in yellow in the revised manuscript.

Should you have any questions, please contact us without any hesitation.

We look forward to your favorable decision.

Yours truly,

Jian-Sheng Wu, MD

The First Affiliated Hospital of Wenzhou Medical University
Wenzhou 325000

China

Tel: (86) 577-55578033

E-mail: wenzhouwujs@163.com



Reviewer #1

Reviewer’s code: 00058403

COMMENTS TO AUTHORS

This is a retrospective study with large sample loss. The p values are not shown in
Tables 1 and 2. There is no identification of how confounding variables were selected,

why not BMI?

Response

Thank you very much for reviewing and your comments. The p values have been
added into Table 1 and Table 2 in accordance to your advice. In this study, model C
consisted of all potential confounding factors to validate that NAFLD is an
independent risk factor for colorectal adenomatous and hyperplastic polyps. All
covariates included in the model C meet the criteria for confounders and have
possibility to affect the outcome. For this study, adjustment was made to control for
NAFLD, gender, age, smoking, alcohol and MS. Health-related behaviors are
represented by smoking, alcohol consumption, while metabolic risk factor are
represented by MS that including hyperlipemia, glucose intolerance, hypertension and
central obesity (BMI > 25). The detailed presentation of how confounding variables
were selected has been added into the methods (page 11, line 11-12). Furthermore, a
Korea population-based study also has performed a cross-sectional-designed
observation to explore the relationship between NAFLD and colorectal polyps. This

study also selected similar confounding variables (such as age, sex, smoking, NAFLD,



MS but not BMI) and published in the Journal of Gastroenterology and Hepatology!™.

Other studies also published using the similar methods *.

Reviewer #2

Reviewer’s code: 03477256

COMMENTS TO AUTHORS

The current manuscript investigated features of the metabolic syndrome (presence of
NAFLD) and incidence of adenomatous and hyperplastic polyps. However, there is
one relevant limitation: in none of the patients diagnose of NAFLD was not
biopsy-proven. | personally do expect a higher incidence of polyps in patients with

NASH as compared to simple steatosis in sense of NAFLD.

Response

Thank you for your constructive advice. The most accurate diagnosis of NAFLD was
derived by histological information. However, our study was a retrospective clinical
research that derived from a routine health check-up database and it is difficult to
acquire the histological information from participants. In this study, the diagnosis of
fatty live was based on ultrasound imaging with 94% sensitivity and 84% specificity™.
Although it may introduce certain bias, we believe that appropriate diagnosis could be
established. The presentation of this limitation also has been already added into
discussion (page 18, line 11-13). Furthermore, the further prospective study from our

center has been established and the biopsy-proven validation would be completed in
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the future.
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