Reviewer 1IComment:

1.Please edit all subsections of “CASE PRESENTATION” and provide more

details for the reader.

Response:

Thank you very much for the reviewer’s valuable suggestion. In response

to your comment, we have made the following revisions to the manuscript:

1.Personal and family history: We have revised the patient’s medical history to
provide more detailed information regarding alcohol consumption, including
the amount and duration of drinking, as well as the patient’s smoking history,
including the quantity and duration of smoking. (Revised in page 5

paragraph 4)

2.Imaging examinations :We have expanded the description of the imaging
results, offering more detailed information about the liver tumor, including
the intrahepatic bile duct dilation, the specific branches of the portal vein
involved, and a more comprehensive description of the liver cirrhosis.

(Revised in page 6, paragraph 2)

3.Final diagnosis:We provided a detailed explanation of the rationale for
diagnosing primary liver cancer, aiming to help non-experts better
understand the diagnostic process and criteria. (Revised in page 6, paragraph

3)

4 Treatment: We have provided more specific information about the
hepatoprotective treatment regimen, including the drugs used and the
treatment process. We also clarified whether hepatoprotective and antiviral
therapy continued before and after the hepatic artery infusion chemotherapy

(HAIC).(Revised in page 6, paragraph 4 )



We greatly appreciate your thoughtful review, and we believe these

changes have further strengthened the manuscript.

2.Please state your purpose for presenting this report in detail. What is

innovative about it?

Response:

Thank you for the reviewer’s valuable suggestions. In response to your
comments, we have revised the introduction to clarify the purpose and

innovation of the report.

Purpose:This case report presents a patient with advanced hepatocellular
carcinoma (HCC) complicated by portal vein tumor thrombosis (PVTT) and
obstructive jaundice (O]J). It highlights the treatment challenges when biliary
drainage is not possible and explores the effectiveness of combining hepatic
artery infusion chemotherapy (HAIC) with targeted immunotherapy.(Revised

in page 4, paragraph 2)

Innovation:The innovation of this report is the combination of HAIC with
targeted immunotherapy for advanced HCC with PVTT and O]J. Due to the
patient’s severe jaundice, systemic chemotherapy was initially not feasible.
HAIC was chosen to reduce tumor burden and alleviate jaundice, providing
conditions for subsequent targeted immunotherapy.(Revised in page 4,

paragraph 2)

We have made the necessary revisions in the introduction and updated the

manuscript accordingly.

3.Please avoid repeated statement in different section of the manuscript.
For example, see “Hepatocellular carcinoma (HCC) is the most common

primary liver malignancy.”



Response:

Thank you very much for the reviewer’s valuable suggestions. We greatly
appreciate your thorough review.In response to your comments, we have
reviewed the manuscript and found repeated statements in the abstract and
introduction sections. I have made the necessary changes to address these

redundancies.(Revised in page 2, paragraphl)

Once again, we sincerely appreciate your careful review, and we hope these

revisions improve the clarity and flow of the manuscript.

4]t is best to present the information given in Section “Laboratory

examinations” in a table.

Response:

Thank you for your suggestion. We appreciate your valuable input. In
response to your comment, we have reformatted the information in the
"Laboratory Examinations" section into a table for clearer presentation. This
will help readers to easily compare and understand the results.(Revised in

page 6, paragraph 1)

We hope this change enhances the readability and organization of the

manuscript.

5.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.
Response:

Thank you for your careful review and valuable suggestions. The TIPS

procedure was performed due to esophageal variceal bleeding, a complication



of advanced liver disease and portal hypertension secondary to hepatocellular
carcinoma (HCC). As the patient’s cirrhosis progressed and portal vein tumor
thrombosis (PVTT) developed, portal pressure increased, leading to
worsening esophageal and gastric varices that eventually ruptured and
caused bleeding. Although not common, this is a recognized complication in

patients with advanced liver disease and portal hypertension.

Given the patient’s unstable condition and high risk of fatal bleeding, along
with the potential bleeding risks associated with subsequent targeted therapy,
TIPS was performed to reduce portal pressure. This well-established
procedure creates an artificial shunt between the portal and hepatic veins,

effectively controlling bleeding and allowing safer continuation of treatment.

We have updated the manuscript with a more detailed explanation of the
procedure and its clinical significance in managing this patient (Revised on
page 8, paragraph 2). We hope this addition provides greater clarity

regarding the treatment rationale.

6.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.
Response:

Thank you for your valuable suggestions. We greatly appreciate your
careful review.To help the readers better compare the laboratory test results
from each cycle of HAIC treatment, we have provided a detailed analysis and
summary of the key data from Table 1: Laboratory test results of each cycle
during HAIC treatment.The laboratory test results show that during HAIC
treatment, both bilirubin and AFP levels significantly decreased, suggesting
that the treatment had a positive effect. However, in the later stages of

treatment, a slight increase in AFP was observed, which may indicate liver



damage or disease progression. AST and ALT levels significantly increased
after the first cycle of HAIC, but gradually decreased and stabilized in the
subsequent cycles, indicating that while HAIC treatment may cause
short-term liver function impairment, liver function can gradually recover as
the tumor burden decreases. Albumin (ALB) was low at the beginning of
treatment, consistent with liver dysfunction in cirrhotic patients. Although
ALB fluctuated during treatment, it remained relatively stable overall,
suggesting that the liver’s synthetic function was somewhat preserved,

although some degree of damage persisted.

We have clarified this point in the manuscript (Revised in page 7,

paragraph 2).

7 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.

Response:

Thank you for your thorough review and valuable suggestions. Based on
your feedback, we have reviewed the manuscript and moved some of the
scientific facts from the Discussion section to the Introduction. These facts are
fundamental for understanding the treatment background and research
questions, and we believe they should be introduced earlier in the
Introduction to provide sufficient background information for the subsequent

discussion (Revised in page 3, paragraph 2).

In the revised manuscript, the Introduction now includes the relevant
scientific facts and background information, which better set the stage for the
case discussion. We believe this revised structure improves the logical flow

and clarity of the article.



8.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.
Response:

Thank you for your thorough review and valuable suggestions. Based on
your feedback,we have added information about a real-world study that
showed HAIC combined with targeted immunotherapy achieved an objective
response rate (ORR) of 76.7% and a disease control rate (DCR) of 92.2%,
providing a feasible option for conversion therapy in advanced liver cancer.
These findings offer valuable clinical evidence for future treatment

strategies(Revised in page 10, paragraph 2).

Further research is crucial to evaluate the efficacy and long-term outcomes
of this therapeutic strategy in other advanced HCC patients. We believe this
approach could become an important breakthrough in the treatment of

advanced liver cancer.

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

proposed strategy.
Response:

Thank you for your thorough review and valuable suggestions. Based on
your feedback, we have revised the manuscript and seamlessly incorporated
the point regarding "the need for more research" into the section discussing
the effectiveness of the proposed strategy, rather than presenting it separately.
In the conclusion, we have highlighted that while this approach has

demonstrated significant efficacy in this case, further research in larger



patient populations is essential to validate its effectiveness and long-term

outcomes for broader application (Revised in page 10, paragraph 2).

We believe that this revision improves the coherence of the manuscript and

effectively addresses your suggestion.

10.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]".
Response:

Thank you for your thorough review and valuable suggestions on the

manuscript. Based on your feedback, we have made the following revisions:

We have adjusted the language. We have simplified and improved it to
make the expression more concise and academically sound. We have also
added appropriate spacing between the text and references to ensure
compliance with the journal’s formatting requirements.We will also resubmit
the manuscript to a professional English editing company for further

refinement.

We appreciate your careful review and valuable feedback, and these
revisions have contributed to improving the clarity and formatting of the

manuscript.



Reviewer 2 Comment;

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."
Response:

Thank you for your comment. In this case, the diagnosis of hepatocellular
carcinoma (HCC) was made based on imaging studies and elevated
alpha-fetoprotein (AFP) levels, not pathology. According to the Guidelines for

the Diagnosis and Treatment of Primary Liver Cancer:

1.Imaging Studies: HCC is typically diagnosed using imaging techniques
(e.g., CT, MR, ultrasound), which show characteristic features such as

vascular patterns and tumor morphology.

2.AFP Levels: AFP is an important tumor marker for HCC. In this case, the

patient’s elevated AFP further supported the diagnosis.

As per the guidelines, when imaging and AFP findings are consistent with
HCC, pathological confirmation is usually unnecessary. Additionally, biopsy

carries risks such as tumor seeding and bleeding. Therefore, while a biopsy



was performed, the diagnosis was primarily based on imaging and AFP
results. We have clarified this point in the manuscript (Revise in page 6,

paragraph 3).

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.
Response:

Thank you for the suggestion regarding genomic testing. According to the
Guidelines for the Diagnosis and Treatment of Primary Liver Cancer, routine
genomic testing is not recommended for determining targeted therapy in
hepatocellular carcinoma. While genomic testing is important in some cancers
(e.g., breast or lung cancer), it is not part of the standard treatment for HCC.
Treatment decisions for most HCC patients rely on imaging findings, liver

function, and clinical evaluation, rather than genomic results.

In our case, the treatment plan was based on imaging and clinical

assessment, not genomic analysis.

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.

Response:

Thank you for the reviewer’s careful review and valuable feedback.Upon
further verification, we confirm that both panels B and C in Figure 1 are from
the same imaging phase (contrast-enhanced CT, portal venous phase).
However, we did not initially adjust the window width and level, which

caused slight visual differences between them.Following your suggestion, we



have adjusted the window width and level to ensure consistency between
panels B and C in terms of brightness and contrast. The updated images are
now included in the revised figure.We have made the necessary updates to

Figurel.

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.
Response:

Thank you for your valuable suggestion. We appreciate your attention to
the details of the imaging findings.As per your request, we have added a
portal-phase image to Figure 1 to better illustrate the typical features of
hepatocellular carcinoma, including the arterial enhancement and washout on
the portal/venous phase. We believe this addition enhances the clarity of the

imaging progression and provides more comprehensive information.

Additionally, we have swapped panels E and F in Figure 1, as suggested, to

improve the visual consistency and flow of the images.

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.
Response:

Thank you for the reviewer’s suggestion. We have followed your advice
and added the abbreviation "MRI" in parentheses the first time "magnetic

resonance imaging" appears in the text. Subsequently, we only used the



abbreviation "MRI" to ensure consistency with the legend of Figure 1.We have

clarified this point in the manuscript (Revise in page 6, paragraph 2).

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?

Response:

Thank you very much for the reviewer’s valuable suggestion. We greatly
appreciate your thoughtful recommendation. Since the patient's CT (Figure
1D) already demonstrated bile duct dilation, and the patient had undergone
MRI, which provided sufficient information for disease assessment and
treatment evaluation, we did not proceed with MRCP due to the patient’s
limited financial resources. Under these circumstances, the existing imaging
results were considered sufficient for the diagnosis and evaluation of the

disease. We hope this explanation clarifies our approach.






