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SPECIFIC COMMENTS TO AUTHORS

The manuscript is grammatically clean, logically coherent, and clinically instructive. This
"step-up" treatment algorithm largely follows the current consensus on "down-staging,
conversion, and maintenance" for BCLC-C, Child-Pugh A/B huge hepatocellular

carcinoma with portal vein tumor thrombosis and obstructive jaundice. The manuscript

provides ample imaging evidence before and after therapy, demonstrating its efficacy.

“HAIC + targeted therapy * immunotherapy” has emerged as one of the most

rapidly evolving and impressively data-backed strategies for huge hepatocellular
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carcinoma (commonly defined as a single lesion 210 cm or >50% hepatic tumor burden)
over the past three years, with efficacy clearly surpassing any single-modality approach.
The present manuscript provides a case in which this HAIC + targeted +
immunotherapy regimen successfully prolonged survival in a patient with huge HCC;
nevertheless, several minor shortcomings remain, as follows:

1.Was there any pathological evidence confirming the diagnosis of hepatocellular
carcinoma before treatment was initiated? If histopathologic confirmation exists,
inclusion of the corresponding microscopic images would further strengthen the case
report.

2.Genomic testing should have been performed to support the use of targeted
therapy before it was initiated; however, the article does not describe the methodology
or results of such testing.

3.Are panels B and C in Figure 1 definitely from the same phase? If they are, please
adjust the window width and level so that images B and C appear identical.

4 Hepatocellular carcinoma imaged with gadoxetic acid-enhanced MRI typically
shows brisk arterial enhancement, washout on portal/venous phase, and no contrast
uptake on the hepatobiliary phase. Could the authors add a portal-phase image? In
addition, panels E and F in Figure 1 should preferably be swapped.

5.After the first appearance of "magnetic resonance imaging" in the text, the
abbreviation MRI should be added in parentheses; thereafter, only "MRI" should be used,
as is done in the legend to Figure 1.

6.The manuscript mentions obstructive jaundice and third-order bile-duct dilatation.
Could the authors provide pre- and post-treatment MRCP images so that readers can

visually appreciate the improvement in biliary obstruction?
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This manuscript is a case report for the treatment of advanced HCC. The beginning of
the treatment and its process are explained. Then, the results are presented. I have the

following comments about this version:
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Please edit all subsections of “CASE PRESENTATION” and provide more details for the

reader.
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Please state your purpose for presenting this report in detail. What is innovative about
it?

*

Please avoid repeated statement in different section of the manuscript.

For example, see “Hepatocellular carcinoma (HCC) is the most common primary liver
malignancy.”

*

It is best to present the information given in Section “Laboratory examinations” in a
table.

*

During the treatment process, you said that one TIPS procedure was performed due to
variceal bleeding. Please explain to the reader how this occurred during the treatment
and whether it was normal or abnormal.

*

Please interpret and provide your own impressions about the results given in Table 1 as
“Laboratory test results of each cycle during HAIC treatment”, so that the reader can
better compare them.

*

Please move some of the facts stated in Section "DISCUSSION" to the Introduction
section. Because some of them are scientific facts and in this section either refer to them
or adapt them from the newly given Introduction.

*

In the conclusion section, please elaborate on the facts you have learned that could have
a greater impact on future treatments to motivate further research.

*

As you stated in the conclusion, more research is needed to evaluate the effectiveness of
8
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the procedure. Please include this fact implicitly in the section of the text where you
have provided information about effectiveness of the proposed strategy.

*

Minor comments:

Check the language of the manuscript, for example, “the combination of ... has
demonstrated synergistic effects, not only modulating the immune microenvironment
but also enhancing immune cell”; also, please inters space between text and references,

for example, “is relatively uncommon[1-3]”, “drainage[19]”, “PVTT[23-25]".
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