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SPECIFIC COMMENTS TO AUTHORS

Emerging data indicate that locoregional treatments may induce tumor
microenvironment changes, such as hyperexpression of growth factors, release of tumor
antigens, infiltration of cytotoxic lymphocytes and modulation of adaptative and innate
immune response. Thess events show that the use of systemic agents in combination
with local therapy is very important. This review describes the current landscape of
systemic and local treatments for HCC, and provide evidences to support combination

approaches and future perspectives.
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SPECIFIC COMMENTS TO AUTHORS

The submitted mini-review: combination approaches in hepatocellular carcinoma: how
systemic treatment can benefit candidates to locoregional modalities, presents an
interesting look into the available combinatory therapeutic approaches for HCC vs
monotherapies like VEGFR-drugs. The following few points are raised: -Include a
section in this review showing all important abbreviations. -There are number of
paragraphs or sentences that need to be connected -In the following paragraph:
(Combination of ablative and systemic treatment: rationale and current evidence): Give
more examples for the novel markers in: (Novel markers such as genetic signatures,
circulating microRNA, and circulating tumor cells have also been shown to predict the
risk of recurrence). -Page 13: Guidelines recommend that patients patients who present
progression with infiltrative -Give example of score(s) in page 13: (The decision to
declare TACE failure and switch to systemic treatment is heterogenous in different parts
of the world and many scores has been proposed to help in this decision, although some
of them still require further validation). -Page 14: rewrite the following: (It has been
demonstrated an increased intratumoral microvessel density and VEGF expression in
residual surviving cancerous tissue after TACE). -Table 1: briefly describe and comment
on the RECIST % of the different studies. -Figure 1: The figure is blurred, make it clearer

-Figure 2: define the first part of the figure on the left (hepatocells,,,)
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SPECIFIC COMMENTS TO AUTHORS

Hepatocellular carcinoma (HCC) is the fourth cause of cancer-related mortality
worldwide, and a wide range of treatment options for HCC are selected based on some
clinical standards. Here the authors summarized the current landscape of systemic and
locoregional treatments for HCC and showed evidence to support combination
approaches and future perspectives. 1, All the figures in this manuscript are too abscure
to read. 2, The conclusion part need to polish, to highlight the future of this field and
give more suggestions and predictions. 3, Some mistakes in this manuscript need to be
improved, i.e. “after tumor ablation and the the use immunotherapy is encouraging.”,

additional “the” need to remove.




