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	Title: Multi-Modal Assessment of LI-RADS 3 and 4 Lesions: Integrating Serum Biomarkers, Liquid Biopsy, and Imaging for Early Hepatocellular Carcinoma Detection and Management
General Comments from Reviewer: - From various points put across in the article, Robert et al consider serum biomarkers, liquid biopsy markers, and imaging findings for LI-RADS 3 and 4, hepatocellular carcinoma diagnostic capability, and management. The study also helps to illustrate the importance of the multiple method approach for a higher level of diagnostic measurement and individualized therapies.
· [bookmark: _GoBack]The data on biomarkers are well summarized, and in addition to overall changes, the exact percentages and probabilities are provided. It is known that Hypoattenuating lesions in LI-RADS 4 are different from those in LI-RADS 3 in terms of lesion progression.
· The key take home messages from the article include: the need to incorporate biomarkers with imaging studies for detection of early HCC and assessment of HCC progression in light of the study reviewed herein. The timing is crucial in the aspect of the study since it covers serum biomarkers, liquid biopsy, and imaging. This kind of approaches are useful to afford proper illustration of the significant application of these technologies with the view of providing early diagnosis of HCC.
· The formulation of the objective can be even more distinct and stated in the introduction section. The authors should have provided a more precise explanation of how this study meets the existing literature gap and of how this research work may inform practice directly.
· Some tables are not very neatly presented and thus their formats could be enhanced to meet research needs. For example, the revision of the table #2 “Comparison of biomarker elevations between LI-RADS 3 and LI-RADS 4 Lesions” with clearer statistical indicators that are easy for interpretation will enhance the statistical reporting requirement.
· Explain in more detail how these results can be applied by clinicians in practice: for instance, early HCC monitoring could be turned into an algorithm, or the effects of early detection.
· Append a note for further studies discussing the possible route for further research in which the biomarkers can be validated in larger sample populations, as well as, investigating combinations in other novel biomarkers.
The article can be published after minor revision.



