Response to reviewers and editors

1. Response to peer reviewer

Reviewer #1:

Scientific Quality: Grade A (Excellent)

Language Quality: Grade A (Priority publishing)

Conclusion: Accept (General priority)

Specific Comments to Authors: jiang et al, conducted a nationwide study using the
National Inpatient Sample. We compared the characteristics and inpatient outcomes of
patient admitted for Clostridium Difficile Infection (CDI) with the three most common
liver diseases: NAFLD, viral liver disease (VLD, including HBV and HCV hepatitis),
and alcoholic liver disease (ALD). They demonstrated that patients hospitalized with
CDI and coexisting NAFLD had more favorable outcomes when compared to those
with ALD and VLD individually. Moreover, they observed higher rates of intestinal
complications in the CDI with NAFLD group when compared to the CDI with ALD or

VLD groups. The study is written well and organized. I suggest to add to the title "in

patients with chronic liver disease hospitalized with Clostridium Difficile Infection”

Answer: Title was modified based on suggestions in the manuscript file “Nonalcoholic
Fatty Liver Disease is Associated with Worse Intestinal Complications in Patients with

Chronic Liver Diseases Hospitalized for Clostridioides Difficile Infection”

2. Language polishing for revised manuscript - submitted by Native English Speakers
Among the authors of manuscript and revised manuscript, three of them are native
English speakers with MD, DO, MSc, and BA degrees. The English language of this
revised manuscript was reviewed and approved by all the authors including the Native

English Speakers.

3. Abbreviations: Everything was modified based on the requirements.



4. Response to Science Editor

1 Scientific quality: (1) Classification: A Grade A. (2) Summary of the Peer-Review
Report: The manuscript was well organized and well written. (3) Format: There is four
tables and a supplementary table. (4) References: A total of 66 references are cited,
including 26 references published in the last 3 years (5) Self-cited references: There is a
self-cited reference. (6) References recommendations: None. 2 Language evaluation:
Classification: A Grade A. 3 Academic norms and rules: Informed consent was waived.
4 Supplementary comments: None. 5 Issues raised:

(1) This study was interesting, but the association between NAFLD and CDI was

unclear.

With the incidence of nonalcoholic fatty liver disease (NAFLD) and Clostridioides difficile
infection (CDI) on the rise, early intervention is critical for reduction of morbidity and
mortality rates. Gut microbiota dysbiosis has been repeatedly observed in other disease
types of metabolic syndrome (such as type 2 diabetes and obesity), which strongly
intertwined with NAFLD [ll. As such, there is more and more ongoing exploration of
the gut-liver axis. As clinicians, the authors started to raise the question about the
association of the aforementioned two common diseases more and more ongoing
exploration of gut-liver axis. Despite fruitful basic science study results, there are very
few clinical studies that have addressed the association between NAFLD and CDI. This
study addressed the association of NAFLD and CDI by comparing the inpatient
outcomes of CDI in patients with NAFLD, ALD (alcoholic liver disease) and VLD (viral
liver disease). The results of this study are statistically significant and multiple
confounding factors were adjusted during multivariate regression analysis. In the
discussion part, we discussed possible mechanisms of the results and reviewed all
related literature. Although the association or causality between NAFLD and CDI is still
unclear, the authors hope that our study can create a platform for discussion and
stimulate more exploration on the impact of NAFLD on the disease progression and

outcome of CDI.
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(2) The classification of NAFLD or VLD was unclear.

The authors acknowledge that, the histological classification of nonalcoholic fatty liver
disease (NAFLD) is widely accepted based on pathology from liver biopsy. It reflects
the disease progression and helps to identify patients at risk of cirrhosis and liver-
related death [1-21. However, biopsy is not mandatory for the clinical diagnosis of
NAFLD, as demonstration of hepatic steatosis by imaging and exclusion of other
etiologies can be sufficient [3l. In this study, the diagnosis of NAFLD was based on the
International Classification of Diseases-Ninth Edition Revision, Clinical Modification
(ICD-9 CM) codes. The ICD codes assignments were based on physicians’ clinical
judgement and treatment response. The supportive clinical symptoms, signs, diagnostic
labs and pathology results were shared between physicians and coding professionals,
but not included in the National Inpatient Sample database. The authors did not include
the exact histological classification of NAFLD because the percentage of patients
underwent biopsies, and the histology results were not included in the database.
Notably, despite the limitations of the database, significant efforts were made to
evaluate the severity of liver diseases in this study: the percentage of cirrhosis and its
related individual comorbidities, and hepatocellular carcinoma were included for
analysis.

In regard to viral liver disease (VLD), this study used the combination of ICD-9 CM
codes to select chronic liver diseases with positive hepatitis markers. Particularly, we
focused on hepatitis B and hepatitis C virus related liver diseases, as hepatitis B and C
related chronic liver diseases are commonly seen in the inpatient setting [4-3l. The

authors acknowledge that remarkable progress has been made in our understanding of



the natural stages of chronic hepatitis B, which helps with long-term monitoring and
optimal timing of antiviral therapy [¢l. Hepatitis C related chronic liver disease also has
complicated histological classification based on the degree of necroinflammation and
the stage of fibrosis, to help guide treatment and determine prognosis I7l. However, due
to the limitation of the current database, no lab results (such as HBsAg, HBeAg, HBV-
DNA or HCV-DNA levels) or pathology results were available. Therefore, we could not
further determine the clinical or pathological classification of VLD. Despite the
limitation, our study focused on the different clinical phases of VLD: non-cirrhotic liver
disease, cirrhosis, cirrhosis with complications and hepatocellular carcinoma, a
comprehensive analysis was performed on a nationwide sample. The authors believe
that our findings have good generalizability. In the meantime, this study opened the
door for the design of future prospective studies. For example, future studies can
include pathological study stages and classification in the inclusion criteria, and the
possibility of subgroup studies to compare different pathological stages in chronic liver

diseases, etc.
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5. Response to Company Editor-in-chief

(1) Core-tip audio is missing - it was recorded and uploaded.

(2) Please update manuscript format per journal guidelines. - format checked and

modified in the manuscript file.

(3) Please provide Copyright License Agreement and *Conflict-of-Interest Disclosure
Form.

- CLA provided by individual author, COI disclosure uploaded.



