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Thank you for the opportunity to submit a revised version of our manuscript entitled “Beyond the
Score: Diet and Exercise as Modifiers of Inflammation-Based Prognosis in Lenvatinib-Treated
HCC”. The authors thank the reviewers for their thoughtful comments and suggestions on our
manuscript. We have considered all of the comments and incorporated them into the revised
manuscript. Changes to the original document are highlighted as track changes, and an itemized
point-by-point response to the reviewers’ comments is presented below.

COMMENTS FROM REVIEWER #1

Comment 1

This article is a critical editorial commenting on the research by Wu et al., discussing the dynamic
and modifiable nature of the prognostic score based on inflammation/nutrition in patients with
hepatocellular carcinoma (HCC) treated with lenvatinib, and proposing the concept of improving
prognosis through lifestyle interventions (diet and exercise). The article has a novel theme, clear
clinical significance, and is highly consistent with the current trend of individualized and precise
cancer supportive treatment. The article has a clear structure, definite arguments, and abundant
citations, and is written fluently. As an editorial, it successfully achieves its main goals of
presenting viewpoints, triggering thoughts, and indicating future directions, and this is well
accomplished. This editorial presents a highly insightful and clinically relevant viewpoint. The
authors have successfully linked the complex pathophysiological mechanisms (inflammation,
immunity, muscle metabolism) with practical supportive care strategies (diet, exercise), and have
drawn a blueprint for future clinical research and practice transformation. It is expected to provide
important insights and inspiration for the readers of the "World Journal of Gastroenterology".
Although the overall quality of the article is very high, there are still some details that can be
further improved to enhance its rigor and clarity.

Response 1: We sincerely thank Reviewer #1 for the overall appreciation of our manuscript. We
are honored that the manuscript was received so positively, and we thank the reviewer for the
insightful feedback provided and for the time and effort invested in reviewing our work.

Comment 2

As a editorial article, the core tip should more prominently highlight the main argument of this
article. It is suggested to make some revisions to emphasize the main theme of the editorial, which
is "The score is dynamic and can be modified through lifestyle intervention."

Response 2: response to the reviewer’s suggestion, the Core Tip was revised to more explicitly
emphasize the central argument of the editorial. It now states (page 3, lines 63-71), “highlighting
the prognostic nutritional index (PNI) as a powerful predictor of survival in patients with



hepatocellular carcinoma treated with lenvatinib. Beyond its prognostic performance, the key
message is that PNI reflects a dynamic and potentially modifiable state integrating nutrition,
inflammation, and immune competence. Unlike static tumor characteristics, PNI may be improved
through targeted lifestyle, nutritional, and supportive-care interventions. This perspective
reframes inflammation-based scores from passive risk stratifiers to actionable clinical tools,
supporting a more proactive and personalized approach to patient management, alongside
systemic therapy.”

Comment 3
There are several instances of duplicated text in the document. It is necessary to carefully review
and eliminate the redundant entries.

Response 3: We thank the reviewer for this comment. The manuscript was carefully reviewed,
and duplicated text was removed to improve clarity and conciseness.

Comment 4

The article presents an intervention framework (adequate protein intake, anti-inflammatory diet,
resistance exercise), but lacks specific details on the implementation (such as the recommended
protein intake of 1.2-1.5 g/kg/day? How should the frequency and intensity of resistance exercise
be adjusted based on the Child-Pugh classification or the risk of portal hypertension? ). It would
be more practical and credible if specific recommendations from the AASLD/ESPEN guidelines
could be appropriately cited as footnotes or brief explanations.

Response 4: We thank the reviewer for this valuable comment. To address this point, we have
added a concise paragraph in the section “Nutrition and Physical Activity as Biological Modifiers
of Prognostic Scores” specifying guideline-based implementation targets. This includes
recommended protein intake (1.2-1.5 g/kg/day), meal distribution, and resistance exercise
frequency and intensity, with explicit adjustment according to Child—Pugh class and portal
hypertension risk. These clarifications are explicitly anchored to AASLD and ESPEN guidance,
reinforcing the clinical applicability of the proposed framework while maintaining the editorial
nature of the manuscript.



COMMENTS FROM REVIEWER #2

Comment 1

This editorial centers on the modifiability of inflammation based and nutritional scores in patients
with HCC treated with Lenvatinib. Building upon the original research by Wu et al., the article
expands the clinical interpretation of these prognostic scores, proposing that they should be viewed
as dynamic and actionable biomarkers rather than static labels. It systematically outlines the
theoretical foundations and practical pathways for nutrition and physical activity as potential
modifiers. The structure is clear, arguments are well-supported, and the article possesses clear
academic value and clinical relevance. I recommend acceptance after minor revisions.

Response 1: We sincerely appreciate Reviewer #2’s overall appreciation for our manuscript. We
are honored that the manuscript was received so positively, and we thank the reviewer for the
insightful feedback provided and for the time and effort invested in reviewing our work.

Comment 2

While the proposed lifestyle interventions are promising, the direct evidence for the Mediterranean
diet or structured resistance training specifically in lenvatinib-treated HCC patients remains
limited. To avoid overstatement, key sentences describing these interventions should employ
cautious language such as "may," "preliminary evidence suggests," or "requires further validation."

Response 2: To avoid overstatement and accurately reflect the current level of evidence, key
statements describing dietary and exercise interventions were revised to employ cautious language.
Expressions such as “may,” “preliminary evidence suggests,” and “requires further validation”
were introduced, particularly in the section Nutrition and Physical Activity as Biological Modifiers
of Prognostic Scores, to emphasize the indirect and extrapolated nature of the available data in
lenvatinib-treated HCC.

Comment 3

A brief discussion on the safety and practical implementation of these interventions is advised.
Patients with advanced HCC often present with complex comorbidities like cirrhosis and portal
hypertension. A short comment on the necessity of risk assessment and the principles of
individualizing exercise and nutrition plans would significantly enhance the manuscript's practical
utility for clinicians.

Response 3: In response to the reviewer’s comment, a new paragraph was added (pages 9-10,
lines 260-272), “However, implementation in advanced HCC requires careful risk stratification,
as patients frequently present cirrhosis-related complications such as portal hypertension, ascites,
sarcopenia, renal dysfunction, or hepatic encephalopathy. Lifestyle interventions should therefore
be individualized following a structured assessment of liver function, recent decompensation
events, bleeding risk, frailty, and functional capacity[49]. Exercise prescriptions should prioritize
low-to-moderate intensity, progressive and resistance-focused modalities, favoring supervised or
hybrid/home-based programs when appropriate, while avoiding high—intra-abdominal-pressure
maneuvers in patients at high risk of variceal bleeding. Nutritional strategies should be symptom-
adapted and feasibility-driven, emphasizing adequate protein and energy intake, small frequent
meals, late-evening snacks, and escalation to oral supplementation when intake is insufficient,



under specialist supervision[50]. Continuous monitoring and multidisciplinary coordination are
essential, as clinical status may change rapidly during systemic therapy”.

Comment 4

The details regarding the implementation of "dynamic monitoring" could be elaborated. While the
concept is introduced, the manuscript does not sufficiently specify the monitoring frequency, the
tools to be used (e.g., for muscle mass assessment), or how multidisciplinary collaboration should
be coordinated.

Response 4: In response to the reviewer’s comment, additional details were added to elaborate on
the practical implementation of dynamic monitoring (pages 8-9, lines 230-243), “From an
implementation standpoint, dynamic monitoring can be pragmatically aligned with routine
oncology follow-up schedules. In clinical practice, inflammatory and immunonutritional indices
(e.g., NLR, PLR, SII, PNI, CONUT) could be reassessed at baseline and at regular intervals
coinciding with imaging or treatment review (e.g., every 4—8 weeks during the early treatment
phase, then at longer intervals in stable patients)[44]. Muscle mass assessment may leverage
routinely acquired cross-sectional imaging complemented, where imaging is unavailable, by
bedside or outpatient tools such as bioelectrical impedance analysis, handgrip strength, or gait
speed. Coordination across disciplines is essential: oncologists and hepatologists define
monitoring time points, dietitians interpret nutritional trajectories and initiate escalation
strategies, and physical exercise professionals tailor and adapt physical exercise prescriptions in
response to functional decline[45]. Such structured yet flexible pathways enable dynamic scores
to inform timely supportive-care intensification rather than serving solely as retrospective
prognostic markers.”

Comment 5

Some technical aspects require polishing. The abbreviation style for journal names in the reference
list is inconsistent; for instance, "J Hepatol" and "Journal of Hepatology" both appear. It is
recommended to unify the reference format strictly according to the target journal's guidelines.

Response 5: The reference list has been carefully revised, and all journal titles have been
standardized to ensure consistent abbreviation style throughout, in strict accordance with the target
journal’s reference formatting guidelines.

Comment 6
The authors are advised to carefully review the grammar and spelling throughout the manuscript.
For example, in the Conclusion section, "neccesary" should be corrected to "necessary".

Response 6: The manuscript has been carefully revised to correct grammatical and spelling errors
throughout the text. In addition, the misspelling “neccesary” in the Conclusion section has been
corrected to “necessary”.



