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SPECIFIC COMMENTS TO AUTHORS

1. Numerous studies have already the application

the

explored

contrast-enhanced ultrasound in histological differentiation

of Sonazoid

diagnosis of

hepatocellular carcinoma. This study needs to further clarify its innovation to highlight

its unique research value and significance.

2. In this study, we found that the OR value of IR is abnormally high (129054.002, 95% CI:

142.934-116521944.2). This result may suggest that there are some issues or deviations in

the data. Therefore, it is necessary to carefully check the data to ensure the accuracy and

reliability of the research results.
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3. The resolution of Figures 2-5 is relatively low, resulting in unclear display of enhanced
features, which may affect readers' understanding and judgment of the research results.
It is recommended to provide local enlarged images to more clearly demonstrate the
enhanced features, thereby improving the readability and persuasiveness of the study.

4. The study emphasizes that the Kupffer phase (KP) is more sensitive than the portal
venous phase (PVP), but it does not delve into why the reduction of Kupffer cells occurs
earlier than changes in vascular structure. A thorough exploration of the reasons behind
this phenomenon would help to better understand the mechanism of Sonazoid
contrast-enhanced ultrasound in the diagnosis of hepatocellular carcinoma, providing
stronger theoretical support for clinical applications.

5. In this study, the diagnostic efficacy of Gd-EOB-DTPA MRI or SPIO-MRI was not
discussed, which may weaken the competitiveness of the research conclusions. It is
suggested to supplement the comparison of the advantages and disadvantages of these
diagnostic methods with Sonazoid contrast-enhanced ultrasound, in order to more
comprehensively evaluate the application value of various diagnostic methods in the
histological differentiation diagnosis of hepatocellular carcinoma.

6. Additionally, extreme AFP values (>60,500 ng/mL) appeared in the study, which
could potentially distort the statistical results. It is necessary to indicate whether outlier
processing was performed to ensure the robustness and reliability of the research

findings.



