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Dear Editors,

We would like to thank the Editorial Board of the World Journal of Gastrointestinal Oncology for
considering the transfer of our manuscript (No. 114339) and for providing us the opportunity to
revise it in response to the reviewers’ insightful comments.
We are also sincerely grateful to the reviewers for their careful evaluation and constructive
suggestions, which have been invaluable in improving the quality and clarity of our work.
Our detailed, point-by-point responses to each reviewer’s comment are provided below. All
corresponding changes have been incorporated into the revised version of the manuscript, with
modifications highlighted for ease of reference.

Reviewer #1:

Major comments

1. Compared with previous review papers, such as Xiao et al. (J Clin Transl Hepatol. 2025), the
description in this study is not comprehensive, and its innovation needs to be highlighted.

- We appreciate this valuable suggestion. To improve the comprehensiveness and
highlight the innovative aspects of our review, we have substantially expanded the
manuscript describing how fluorescence correlates with tumor differentiation,
microinvasion, and vascular involvement. These insights emphasize the translational
potential of ICG fluorescence beyond simple intraoperative visualization.
Additionally, the Limitations and Future Prospects section has been expanded to
include novel applications such as ICG-guided lymphatic mapping and sentinel lymph
node detection, which represent emerging research frontiers in hepatobiliary surgery.

2. The application of ICG in other tumors should be briefly mentioned to introduce the
potential innovative application directions of ICG in HCC.

- We thank the reviewer for this observation. We have added a comprehensive
overview of ICG applications in non-hepatocyte liver tumors, including colorectal liver
metastases (CRLM), neuroendocrine tumor metastases (NETM), uveal melanoma,
breast cancer, and intrahepatic cholangiocarcinoma (ICC). These additions underline
how ICG imaging may inform the development of new intraoperative strategies for HCC.

3. Add a comparison of the application effects between ICG and other tracers.

- We thank the reviewer for the suggestion. We have included a discussion comparing
ICG with other tracers (such as methylene blue and other near-infrared fluorophores),
highlighting the differences in specificity, tissue penetration, and clinical practicality.



4. Include more detailed application comparisons (robotic, laparoscopic, and open surgery)
and discuss advanced integration such as 3D reconstruction, machine learning, and
predictive models.

- We thank the reviewer for highlighting this issue. We expanded the section on ICG
fluorescence in minimally invasive and robotic liver surgery, providing a detailed
comparison of outcomes among open, laparoscopic, and robotic approaches.
Furthermore, we now discuss the integration of 3D reconstruction, artificial intelligence,
and predictive risk models that may enhance intraoperative guidance.

5. Discuss short- and long-term patient benefits (radical resection rate, prognosis,
complications, etc.)

- We have integrated recent studies demonstrating that ICG-guided surgery is associated
with higher R0 resection rates, reduced intraoperative blood loss, and shorter
operative times. We also discuss evidence linking ICG use to improved recurrence-free
survival and long-term prognosis.

6. Add a schematic diagram and expand on the limitations and future research directions.

- We have added a schematic figure summarizing the evolution and workflow of ICG-
guided liver surgery research (Figure 1). The figure summarizes the major milestones,
current applications, and future perspectives of ICG fluorescence imaging in liver
surgery, illustrating its transition from hepatic function testing to advanced
intraoperative navigation and lymphatic mapping.

7. Update references with recent studies (past 1–3 years).

- We appreciate this helpful suggestion. In response, we have carefully reviewed and
updated the reference list to include multiple recent studies (2022-2025) reflecting the
latest advances in ICG fluorescence imaging and its clinical translation.



Reviewer #2:

1. Suggestion for improving the structure of the Introduction section. The current manuscript
lacks an introduction section. It is recommended to supplement a brief description of the
core principles and clinical advantages of indocyanine green (ICG) fluorescence technology.

- We thank the Reviewer for this valuable suggestion. In the revised manuscript, we have
added a dedicated Introduction section that outlines the core biological principles of
ICG uptake and excretion in hepatocytes, as well as its advantages in intraoperative
localization and detection of small or subcapsular lesions. This section now provides a
clearer conceptual framework and ensures a smooth transition to the subsequent
sections describing clinical applications.

2. Suggestion for enhancing the timeliness of references. Add 2–3 high-quality papers from
2025 (preferably Q1 journals or multicenter studies).

- We appreciate this thoughtful recommendation. We have updated the reference list by
adding several recent studies, including publications in Q1-ranked journals and
multicenter clinical research. These additions strengthen the evidence base and ensure
that the review reflects the most up-to-date developments in ICG fluorescence-guided
liver surgery.

3. Suggestion for optimizing the organization of the section “Indocyanine Green (ICG)
Fluorescence Patterns and Tumour Characteristics”.

- We thank the Reviewer for this insightful observation. The section has been
substantially reorganized to improve readability and logical flow. We merged short
single-sentence paragraphs into cohesive thematic blocks, providing a clearer
progression from molecular mechanisms to fluorescence pattern classifications and
clinicopathological correlations.

4. Suggestion for supplementing and improving the Conclusion section with “limitations and
future prospects.”

- We completely agree. A new Conclusion section has been added, which summarizes
the main findings and discusses both limitations of current ICG fluorescence
applications and future perspectives, including lymphatic mapping, integration with 3D
reconstruction, machine learning, and personalized risk stratification models.
This addition enhances the completeness and forward-looking value of the review.



Editorial Office's comments

1. The description of this research is not comprehensive enough, and its innovativeness needs
to be highlighted. It is recommended to supplement a brief description of the core principles
and clinical advantages of indocyanine green fluorescence technology. The manuscript
needs a more in-depth discussion. It is recommended that the author update the references.
The language of the manuscript can also be improved to enhance clarity.

- We sincerely thank the Science Editor for the constructive feedback.
We have substantially revised the manuscript to provide a more comprehensive and in-
depth discussion of indocyanine green (ICG) fluorescence technology, including: a new
subsection describing the core biological principles and mechanisms of ICG uptake and
fluorescence patterns; a more detailed analysis of its clinical advantages and innovation
in minimally invasive hepatobiliary surgery; and an updated reference list incorporating
multiple studies published between 2022–2025, ensuring the review reflects the latest
evidence. In addition, the manuscript has undergone full English language editing to
improve clarity and readability.

2. The “Key Words” do not meet the requirements.

- The keywords have been revised in accordance with the journal’s formatting
requirements.

3. Please provide the latest language certificate after revision.

- The revised manuscript has been professionally edited by a certified English editing
service, and the language editing certificate will be uploaded to the submission system
as requested.

4. Audio Core Tip.

- We will record and submit an Audio Core Tip summarizing the key points of the
manuscript in English, following the guidelines provided.

5. Reference numbers and accuracy.

- All reference formats have been corrected according to the journal’s guidelines.
We have also ensured proper punctuation (e.g., “[10,11]”) and verified each reference
using the Auto-Analyser Tool. PMID numbers and DOIs have been added where
available.



6. Figures and uniform presentation.

- Figures with similar content have been merged for consistency.
Each figure legend now includes definitions of abbreviations at first mention.
The original figure files have been prepared and uploaded as required.
We have also added a new schematic diagram (timeline flow chart) summarizing the
progress of ICG research and future perspectives to enhance the manuscript’s
readability.

7. Use of numbering format and abbreviation definition.

- All lists and sub-items in the main text now follow the numerical format: (1); (2); (3);
etc. Abbreviations are defined at their first appearance in the text, and no separate list
of abbreviations is included.

8. Recommendation for transfer to another BPG journal.

We appreciate the Editors’ suggestion and agree to transfer our revised manuscript to the
World Journal of Gastrointestinal Oncology, as recommended.

Round 2:
The authors have completed most of the revisions in response to the first-round review
comments, and the overall quality of the manuscript has been improved. However, it should be
emphasized that the revision of the fourth comment regarding "research limitations and future
prospects" still fails to meet the requirements of a review article and requires further refinement.
The core purpose of the conclusion section in a review is to systematically summarize the common
problems (limitations) existing in the current research field and put forward constructive
directions for future research based on these limitations. In the revised conclusion section of this
manuscript, the majority of the content still focuses on describing the results of a single study by
other researchers, with only a brief mention at the end that this study needs further verification. It
neither comprehensively analyzes the overall limitations of the current research field nor proposes
specific and feasible suggestions for future research in combination with the development trends
of the field, thus failing to give full play to the summary and guiding role of a review in the
research field. It is suggested that the authors rewrite this section: 1. Based on the current
research status in the field, objectively analyze the core limitations from the perspectives of
research design, research content, and technical methods; 2, Based on the above limitations, put
forward targeted directions for in-depth future research (e.g., expanding the research population,
optimizing research methods, strengthening mechanism research, etc.), ensuring that the
suggestions are constructive and feasible. We look forward to the authors further improving the
manuscript in light of the above suggestions to fully reflect its academic value.

Answer: Thank you for this important recommendation. We have now added a dedicated
conclusion section that includes both the limitations of current ICG fluorescence technology and
the future perspectives for its development. The limitations discuss current technological
constraints. The future prospects highlight ongoing innovations and potential clinical



advancements expected in the coming years. We believe this addition enhances the completeness
and the forward-looking value of the review.


