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SPECIFIC COMMENTS TO AUTHORS

Some changes needed: - A linguistic revision should be performed by a professional
service since there are some grammar mistakes and oversights to be corrected. - A
timeline summarizing the main events of this case report should be included, in order to
help readability. - Immune checkpoint inhibitors (ICIs) including pembrolizumab,
nivolumab, durvalumab, atezolizumab, etc. have been recently evaluated in HCC
patients, and clinical trials assessing single-agent ICI have reported disappointing results.
Conversely, immune-based combinations have been more striking. In fact, the phase III
IMbravel50 trial assessing the combination of the antiangiogenic agent bevacizumab
plus the PD-L1 inhibitor atezolizumab versus single-agent sorafenib has established a
new standard of care for HCC patients with advanced disease. According to IMbravel150,
atezolizumab - bevacizumab have reported statistically significant and clinically
meaningful benefits in several clinical outcomes, including objective response rate (ORR),
progression-free survival (PFS), and overall survival (OS), with these advantages also
confirmed by the updated results of this trial, showing a median OS of more than 19

months in HCC patients receiving the immune-based combination. Despite ICI seem to
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have finally found their role in HCC as part of combinatorial strategies, several
questions remain unanswered. Among these, the lack of validated biomarkers of
response represents an important issue since only a proportion of HCC patients benefit
from immunotherapy. Based on these premises, a greater understanding of the role of
potential biomarkers including programmed death ligand 1 (PD-L1) expression, tumor
mutational burden (TMB), microsatellite instability (MSI) status, gut microbiota and
several others is fundamental. In addition, clinical trials on HCC immunotherapy widely
differed in terms of drugs, patients, designs, terms of study phases, and inconsistent
clinical outcomes. Based on these premises, the paper assesses a current, timely topic.
The background of the changing scenario of medical treatment in HCC should be better
discussed, and some recent papers regarding this topic should be included ( PMID:
34976841 ; PMID: 36368251; PMID: 32684988 ; PMID: 35403533 ).
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Why was it positive for vimentin and desmin?
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