Dear Reviewer and Editors,

We appreciate your letter and the thoughtful comments provided for our manuscript titled
"Predictive Value of Angiopoietin-Like Protein 8 for Metabolic Dysfunction-Associated Fatty Liver
Disease and its Progression: A Case-Control Study" (ID 89342). Your insights have proven
invaluable in refining our work and have significantly contributed to the overall quality of our

research.

In response to the feedback, we have meticulously revised the manuscript. The revised/added
content has been highlighted in yellow for your convenience. We are submitting the revised
manuscript for your reconsideration of its suitability for publication, accompanied by detailed

point-by-point responses to the reviewers' comments, as outlined below.

We hope these revisions align with your expectations and look forward to receiving your

feedback at your earliest convenience.

Sincerely,
Zhe Dai

Response: Thanks for your review and comments.

Response:

Thanks for your review and comments.We underscore the clinical significance of ANGPTL8
for several compelling reasons.

Firstly, while liver biopsy is considered the gold standard for diagnosing MAFLD, its
limitations, including high cost, inaccurate sampling, invasive procedures, and low acceptability,
warrant exploration of alternative diagnostic markers. Imaging techniques such as Magnetic
Resonance Imaging Proton Density Fat Fraction (MRI-PDFF) and Magnetic Resonance
Spectroscopy (MRS) also have limitations and are not widely employed in clinical practice [1].
Previous studies have established a close association between ANGPTL8 and MAFLD, positioning
it as a potential new marker capable of detecting MAFLD progression [2,3]. Animal experiments
additionally indicate that gene knockout or inhibition of ANGPTL8 expression effectively inhibits
hepatic steatosis [4]. Numerous studies have reported up-regulated expression of ANGPTLS in



MAFLD patients [5]. Therefore, we assert that serum ANGPTLS8 can serve as a simple reference
marker for early prediction and timely management of MAFLD, thereby enriching the available
non-invasive assessment methods in clinical settings.

Secondly, the detection method for serum ANGPTL8 is simple, reproducible, and
well-received by patients. Hospital laboratories possess the requisite equipment and technology
for its implementation.

Lastly, monitoring changes in ANGPTL8 levels facilitates early detection of liver fibrosis
associated with MAFLD, enabling prompt intervention strategies to delay disease progression and
reduce mortality risk. In our manuscript's conclusion, we have succinctly summarized the guiding
significance of ANGPTLS for clinical practice, highlighted in yellow for emphasis.
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Additionally, we acknowledge your perspective that serum ANGPTL8 is not a routine test.
The detection of serum ANGPTL8 was conducted using ELISA, and accurate detection
necessitates specific kit requirements. Notably, there are no special requirements for automatic
enzyme labeling instruments. With the prevalence of automatic enzyme labeling instruments in
hospital laboratories, these instruments have become commonplace, facilitating effective serum
ANGPTL8 detection technology. Therefore, serum ANGPTL8 detection can be incorporated into
routine clinical examination methods.

Response: Thanks for your review and comments. We have already made changes in the
corresponding parts of the manuscript.



Response:

Thanks for your review and comments. we readily accepted your comments and
suggestions.

When analyzing a variable in isolation, it is more informative to report the specific p-value
for better understanding. However, when multiple variables are analyzed together, listing the
p-value of each variable may make the sentence excessively long and hinder reading
comprehension. Therefore, we believe that when multiple variables are found to be either
insignificant or significant, they can be uniformly described as P > 0.05 or P < 0.05 respectively.
However, specific p-values can still be referred to in the corresponding table.

Revised sentences for amendments:

a) Original: "while the AST level did not significantly differ between the 2 groups (P > 0.05)"

Revised: "while there was no significant difference observed in AST levels between the two
groups (P =0.181)"
b) Original: "while HDL-C was significantly lower in the MAFLD group than in the non-MAFLD
group (P <0.05)"

Revised: "while HDL-C levels were significantly lower in the MAFLD group compared to those in
the non-MAFLD group (P = 0.015)"

We have added this information to the revised manuscript. Thanks again for your review and

comments!

Response: Thanks for your review and comments. The revised manuscript has been edited by a
professional scientific editor.

Response: Thanks for your review and comments. We have modified it according to the basic
rules of the abbreviation and highlighted it in yellow.



Response: Thanks for your review and comments.



