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This case report describes a young patient with advanced bilateral multilobular
hepatocellular carcinoma (HCC) complicated by biliary tumor thrombus who
successfully underwent conversion therapy using camrelizumab, low-dose apatinib,
sequential radiofrequency ablation, and biliary drainage, ultimately achieving RO
resection. The case is clinically interesting and addresses a challenging disease entity
with limited curative options. However, despite its potential value, the manuscript in its

current form requires major revision before it can be considered acceptable for
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publication in World Journal of Gastroenterology.

Strengths

The major strength of this manuscript is the clinical scenario itself. Bilateral multilobular
HCC with biliary tumor thrombus represents an advanced-stage disease with poor
prognosis, and reports of successful conversion to radical surgery remain scarce. The
patient’s young age, HBV background, marked biomarker response (AFP and CA19-9),
disappearance of biliary tumor thrombus, and subsequent RO resection make this case
noteworthy. The longitudinal presentation, including imaging, laboratory trends,
pathological confirmation, and follow-up, is generally complete and informative.

The authors also provide a detailed therapeutic rationale, particularly regarding the
synergistic effects of PD-1 blockade, VEGFR inhibition, and local ablation. The
discussion demonstrates familiarity with current Chinese and international guidelines
and recent clinical trials, which strengthens the contextual background.

Major Concerns

Overinterpretation beyond a single case

The Discussion repeatedly extrapolates conclusions that exceed the evidentiary weight
of a case report. Statements implying predictable conversion rates, quantified response
thresholds (e.g., AFP reduction predicting 50%-60% resectability), and mechanistic
certainty (e.g., specific immune cell infiltration into biliary thrombi) are presented with
undue confidence. These assertions should be clearly framed as hypothesis-generating
rather than inferential conclusions.

Methodological and reporting inconsistencies

There is a critical issue in the reference list, including at least one clearly marked invalid
citation, which is unacceptable for a final submission. In addition, some references cited
to support mechanistic claims (e.g., abscopal effect magnitude, coagulative necrosis

increase by 20%-25%) appear overstated or insufficiently substantiated for a case report
4
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and require careful verification or removal.

Excessive length and narrative imbalance

The manuscript reads more like a hybrid review-case report rather than a focused case
presentation. The Discussion is disproportionately long, with extensive mechanistic
speculation, trial-level data, and guideline summaries that dilute the impact of the case
itself. Condensation is necessary to refocus the manuscript on what this single case
uniquely demonstrates.

Terminology and diagnostic clarity

The repeated use of the term “cholangiocarcinoma thrombus” is potentially misleading,
given that pathology ruled out mixed hepatocellular-cholangiocarcinoma. Clear and
consistent terminology such as “biliary tumor thrombus derived from HCC” should be
used throughout to avoid diagnostic ambiguity.

Follow-up duration remains limited

Although acceptable for a case report, the 6-month follow-up should be more explicitly
acknowledged as short-term, and conclusions regarding prognosis should be
correspondingly tempered.

Conclusion

In summary, this case has clear clinical interest and potential educational value, but the
manuscript currently suffers from overinterpretation, excessive mechanistic speculation,
reference integrity issues, and imbalance in structure. These issues are substantial but

correctable.
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SPECIFIC COMMENTS TO AUTHORS

This case is intriguing from a clinical point of view because biliary tumor thrombus is
rare in people with bilateral multifocal HCC and usually means a bad prognosis. The
idea of multimodal conversion therapy is current and important because
immunotherapy is becoming more common in HCC. But the novelty of this is more of a
small step than a big one. There have already been reports of similar methods that use

PD-1 inhibitors, anti-VEGF therapy, and locoregional treatment together in advanced
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HCC. The writers should more explicitly explain what makes this case different from
others in the literature, other than the fact that it is a successful one.

Diagnosis clarity: "cholangiocarcinoma thrombus" versus "biliary tumor thrombus":

The phrase "cholangiocarcinoma thrombus" is used many times in the text, although the
pathology clearly ruled out intrahepatic cholangiocarcinoma and established that HCC
had spread to the bile duct. It should always be "HCC biliary tumor thrombus" instead
of "cholangiocarcinoma thrombus." The title and content as they are now may lead
people to believe that this is a case of mixed HCC-ICC or primary cholangiocarcinoma
involvement, which it is not.

Insufficient clarity on imaging response assessment: The authors indicate that the patient
attained a “partial response (PR)” after five cycles; however, they fail to explain whether
this was evaluated using RECIST 1.1 or mRECIST criteria. This must be made clear
because the response of HCC can vary a lot depending on the criterion employed. The
publication should also include baseline and post-treatment lesion data in a more
organized way, like a table or a fuller explanation of the target lesions.

The justification for maintenance therapy is inadequate:

The authors refer to a Chinese consensus indicating that maintenance therapy
diminishes recurrence risk (HR = 0.67); however, this is not specifically applicable to
camrelizumab combined with apatinib in post-resection HCC. There is currently no
strong evidence that this specific regimen should be used as conventional adjuvant
therapy. The writers should present this as a personalized decision rather than a
standard grounded in evidence.

The period of follow-up is insufficient to assert a significant prognosis:

Six months of living without disease following surgery is a good sign, but it's not
enough to make firm judgments regarding long-term benefit. The authors need to be

more careful when they say that "significantly improving prognosis" and admit that the
9
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chance of recurrence in HCC is still considerable after the first year.

The discussion on immune microenvironment modulation, the abscopal effect, and
VEGF inhibition is predominantly theoretical and lacks direct substantiation from
patient-specific data (e.g., immune profiling, circulating biomarkers, or biopsy pre- and
post-therapy). These sections should be toned down or clearly labeled as

hypothesis-generating rather than proven mechanisms in this case.
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