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Dear Editor and Reviewers,
We sincerely appreciate your insightful, constructive comments and valuable suggestions on our
manuscript. These comments have significantly helped us improve the rigor, clarity and academic
quality of our work. We have carefully addressed all the raised issues and made comprehensive
revisions to the manuscript in accordance with your requirements. All modifications are marked
and reflected in the revised version, and the detailed point-by-point responses are as follows:
Response to Reviewer 1
Comment 1: The novelty of this case needs to be clarified; the core differences from existing
literature should be explicitly explained instead of only emphasizing treatment success.
Response: We fully agree with this comment. We have added a specific statement in the
INTRODUCTION section to highlight the unique clinical features of this case and its differences
from previously reported studies: Unlike previously reported cases of advanced HCC conversion
therapy, this case features a young HBV-infected patient (36 years old) with bilateral multilobular
HCC and HCC-derived biliary tumor thrombus, treated with a sequential regimen of "biliary
drainage → camrelizumab + low-dose apatinib → radiofrequency ablation"—a strategy that
balances efficacy and safety (low-dose apatinib reduces adverse events) while achieving
complete thrombus regression. This revision clearly distinguishes the novelty of the present case
and its clinical reference value for complex HCC subtypes.
Comment 2: The term "cholangiocarcinoma thrombus" is misleading; pathology has ruled out
intrahepatic cholangiocarcinoma, so the term should be uniformly revised to HCC-derived biliary
tumor thrombus throughout the manuscript to avoid diagnostic ambiguity.
Response: We thank the reviewer for this critical correction. We have systematically revised all
inconsistent terminologies in the entire manuscript (including title, abstract, core tip, main text
and figure legends) and replaced "cholangiocarcinoma thrombus" with HCC-derived biliary tumor
thrombus in all positions. In addition, we added a clear explanatory statement in the FINAL
DIAGNOSIS section: To avoid diagnostic ambiguity, the term "HCC-derived biliary tumor
thrombus" is used throughout this manuscript, as intrahepatic cholangiocarcinoma has been
pathologically ruled out, which further clarifies the pathological basis of the terminology and
completely eliminates diagnostic confusion.
Comment 3: The imaging efficacy assessment lacks details; the evaluation criteria (RECIST
1.1/mRECIST) are not specified, and baseline and post-treatment lesion data should be
systematically presented.
Response: We have addressed this issue with two key revisions: ① We added a clear description
of the efficacy evaluation criteria in the CASE SUMMARY section: Comprehensively assessed
alongside imaging manifestations, the therapeutic response was categorized as partial response
(PR) based on the modified Response Evaluation Criteria in Solid Tumors (mRECIST) 1.1, the
standard for HCC efficacy assessment; ② We added Table 1: Baseline and post-treatment
characteristics of target lesions in the TREATMENT section (after the description of efficacy after



5 cycles of treatment), which systematically presents the target lesion location, maximum size,
tumor marker levels (AFP/CA19-9) and liver function grade at baseline and post-treatment, with
clear definition of target lesions in the table note in accordance with mRECIST 1.1 criteria.
Comment 4: The evidence for postoperative maintenance therapy is inappropriate; the cited
Chinese consensus is not applicable to the camrelizumab + apatinib regimen, and it should be
described as a personalized decision rather than an evidence-based standard regimen.
Response: We have revised the relevant content in the CASE SUMMARY section to accurately
frame the maintenance therapy as an individualized clinical decision: This postoperative
maintenance regimen was a personalized decision based on the patient’ s high-risk features
(bilateral multifocal HCC + HCC-derived biliary tumor thrombus) and favorable response to
neoadjuvant therapy, as no strong evidence currently supports this combination as a standard
adjuvant regimen for resected HCC. We have deleted the inapplicable consensus citation and
ensured the rationality of the description consistent with clinical evidence.
Comment 5: The follow-up time is limited (6 months), and the conclusion of "significantly
improving prognosis" is inappropriate; the short-term nature of follow-up should be
acknowledged and the prognosis conclusion should be tempered.
Response: We have made targeted revisions to avoid overinterpretation of the follow-up results:
① We deleted the overstated expression of "significantly improving prognosis" in the Abstract,
CASE SUMMARY and CONCLUSION sections; ② We added a clear statement on the limitation of
short-term follow-up in the OUTCOME AND FOLLOW-UP section: This 6-month follow-up
represents a short-term outcome; long-term prognosis remains to be evaluated, as the 1-year
recurrence risk of advanced HCC post-resection is approximately 40%-50%; ③ We revised the
core tip to accurately reflect the short-term outcome: thereby achieving short-term disease-free
survival (6 months post-surgery) with normal liver function.
Comment 6: The mechanistic discussion lacks patient-specific empirical data; the discussion on
immune microenvironment and abscopal effect is mostly theoretical and should be weakened or
clearly labeled as hypothesis-generating.
Response: We have revised the DISCUSSION section in accordance with the suggestion: ① We
added a clear disclaimer before the mechanistic discussion of biliary tumor thrombus regression:
The following is a hypothesis-generating discussion of potential mechanisms for HCC-derived
biliary tumor thrombus regression, as no direct evidence (e.g., pre- and post-treatment thrombus
biopsy) was available; ② We weakened the absolute expression of mechanistic inferences,
revised all relevant statements to speculative tones (adding modal verbs such as "may"), and
deleted over-interpreted theoretical content without clinical evidence from the case; ③ We
focused the mechanistic discussion on the logical link with the patient’ s treatment process,
avoiding irrelevant theoretical expansion.



Response to Reviewer 2
Comment 1: There is overinterpretation beyond a single case; the discussion extrapolates
conclusions (e.g., conversion rate, response threshold) that exceed the evidentiary weight of a
case report, and such statements should be framed as hypothesis-generating.
Response: We have thoroughly revised the DISCUSSION section to eliminate all overinterpreted
content: ① We deleted the quantitative inferences such as "AFP reduction predicting 50%-60%
resectability" and replaced it with a case-specific objective description: In this case, a 61.5% AFP
reduction after 4 cycles of therapy, combined with partial tumor shrinkage, guided the timing of
subsequent ablation; ② All mechanistic inferences and treatment effect extrapolations are
clearly labeled as hypothesis-generating content, and absolute statements about treatment
efficacy are avoided; ③ We focused the discussion on the clinical experience and practical
insights of the single case, in line with the academic positioning of case reports.
Comment 2: There are methodological and reporting inconsistencies; the reference list contains
invalid citations, and some references supporting mechanistic claims are overstated or
insufficiently substantiated.
Response: We have conducted a comprehensive review and revision of the entire reference list
and in-text citations: ① We deleted the original invalid citation and supplemented DOI/PMID
numbers for all 9 references (the core academic identification required by WJG), ensuring the
validity and traceability of each reference; ② We deleted the overstated quantitative data (e.g.,
"coagulative necrosis rate increase by 20%-25%") in the mechanistic discussion and revised it to a
cautious qualitative description: Immunotargeted therapy may alter the vascular supply pattern
of tumors, which enhances the coagulative necrosis rate of ablated lesions; ③ We verified the
relevance of all references, deleted irrelevant citations, and ensured that the cited literature is
closely consistent with the case content and discussion points.
Comment 3: The manuscript is excessively long with narrative imbalance; it is a hybrid of review
and case report, and the discussion section is disproportionately long with extensive mechanistic
speculation and guideline summaries that dilute the core of the case.
Response: We have made a substantial streamlining and optimization of the manuscript,
especially the DISCUSSION section: ① We deleted about 70% of the redundant review-style
content (e.g., unnecessary guideline summaries, large-scale clinical trial data expansion and
irrelevant theoretical elaboration); ② We compressed the mechanistic speculation part to the
necessary extent, only retaining the hypothesis-generating discussion closely related to the case;
③ We strengthened the narrative focus on the case itself (clinical presentation, treatment
process, efficacy and follow-up), and adjusted the overall structure to make the content more
compact and in line with the writing norms of WJG case reports.
Comment 4: The repeated use of "cholangiocarcinoma thrombus" is misleading; the unified and
clear terminology (e.g., biliary tumor thrombus derived from HCC) should be used throughout
the manuscript.
Response: This issue has been fully addressed in the response to Reviewer 1, Comment 2. We
have unified the terminology to HCC-derived biliary tumor thrombus in the entire manuscript,
added a pathological explanation in the FINAL DIAGNOSIS section, and completely eliminated the
ambiguity of diagnostic terminology.
Comment 5: The 6-month follow-up is short-term, which should be explicitly acknowledged, and
the prognosis conclusion should be correspondingly adjusted to be more prudent.



Response: This issue has been fully addressed in the response to Reviewer 1, Comment 5. We
have revised the relevant prognosis descriptions in all sections, explicitly acknowledged the
short-term nature of the 6-month follow-up, added a statement on the limitation of follow-up
results, and adjusted the conclusion to a prudent expression consistent with the actual follow-up
situation.
General Revision and Additional Optimizations
In addition to addressing the above specific comments, we have also made comprehensive
optimizations to the manuscript for minor issues such as academic norms, format and language
expression to further improve the rigor of the manuscript:
Data correction: We corrected the calculation error of AFP reduction rate in the CASE SUMMARY
section (from 41% to the accurate 62.6%) and verified all clinical data (tumor size, tumor markers,
liver function indicators) to ensure no numerical errors;
Citation standardization: We supplemented the missing citation serial numbers in the main text
(e.g., CARES-310 trial, TRIPLET regimen, abscopal effect and low-dose apatinib efficacy), and
ensured the one-to-one correspondence between in-text citations and reference list;
Format optimization: We revised the non-standard expressions such as unit spacing (< 30 μ

mol/L), number writing (every two treatment cycles) and punctuation in the manuscript; deleted
the invalid garbled link in the Figure Legends section; unified the format of author contributions,
table notes and other parts in accordance with WJG requirements;
Language polishing: We revised the repetitive content in the manuscript, polished the academic
expression, and ensured the fluency and accuracy of the English language while maintaining the
scientific nature of the content.
We believe that all the comments and suggestions of the reviewers have been thoroughly
addressed and fully reflected in the revised manuscript. The revised version has significantly
improved in terms of academic rigor, content focus, terminology standardization and format
norms, and is in line with the publication requirements of the World Journal of Gastroenterology.
We would like to express our sincere gratitude again to the editor and reviewers for their
valuable time and professional guidance. We hope that the revised manuscript can meet your
approval and look forward to your further feedback.
Sincerely yours,
Min Zhang, MD
On behalf of all authors
February 12, 2026


