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Dear editor,

Thanks very much for giving us the opportunity to revise and resubmit our manuscript
(81125). We really appreciated your and the reviewers’ helpful comments. We have
carefully revised our manuscript as you suggested to improve the quality of the

manuscript.

In response to the reviewers’ comments, we have revised the original manuscript in
the following ways:

1. We have clarified all the questions raised by the reviewers.

2. Following the reviewers’ comments, we have improved our abstract, introduction,
methods, results, and discussion.

If there are any other problems, please feel free to contact us.

Below we include detailed responses to the reviewers’ comments and suggestions.
The numberings of the sections and parts refer to the revised manuscript.

Responses to the reviewer 1

We feel great thanks for your valuable comments concerning our manuscript.
According to your suggestions, we have revised the manuscript carefully. Thank you

very much for your help.



Comment 1: This manuscript provided evidence of combination therapy including
RFA/MWA+TACE and RFA+PEI, but then the authors do not present both

comparisons.

Response 1: Thank you for your comment. We appreciate it very much for this
valuable comment. The direct comparison of the efficacy of RFA/MWA+TACE and
RFA+PEI has not been performed. We have found that the 2-year OS was slightly
higher in the RFA-PEI than in the RFA group, and current evidence was difficult to
draw a definite conclusion regarding the therapeutic management in terms of , Local
recurrence free proportion and complete tumor necrosis ). However, TACE-RFA is
comparable to repeat hepatectomy in both OS and RFS for recurrent HCC (rHCC),
and has a lower complication rate and hospital stay than repeat hepatectomy 2.
Therefore, in tHCC patients with liver function compensation, TACE-RFA local

therapy may be considered as a preferred option.

Comment 2: The authors should discuss whether RFA+TACE and RFA+PEI are the
better combination therapy for 3 to Scm lesions with liver function compensation.

Response 2: Thank you for your comment. We appreciate it very much for this
valuable comment. The direct comparison of the efficacy of RFA/MWA+TACE and
RFA+PEI has not been performed. PEI-RFA has comparable OS and RFS, shorter
hospital stay and a lower major complication rate for small HCC compared to hepatic
resection®*l. TACE-RFA has comparable 1-/3-year OS and 1-/3-year RFS to repeated
resection but lower long-term survival than surgical resection”). Therefore, the

treatment of tHCC patients with 3 to Scm lesions and liver function compensation



should be determined according to the tumor characteristics and patients’ condition.

Responses to the reviewer 2

We feel grateful for your valuable comments concerning our manuscript. Thank you
very much for your help.

Comment 1: The authors may wish to consider the differences (if any) in the use of
ablation in HCC recurrence versus primary, since this is part of the stated goal of the
paper.

Response 1: Thank you for your comments. We appreciate it very much for this
valuable comment. A retrospective study found that RFA provided similar long-term
survival rates for isolated hepatocellular carcinoma 5 cm or less regardless of whether
the treatment was initial or salvage therapy!®l. Therefore, we consider there is no
difference between the use of ablation in HCC recurrence versus primary.

Comment 2: The authors may also wish to discuss a comparison between other
locoregional treatment modalities and ablation for recurrent HCC

Response 2: Thank you for your comments. We appreciate it very much for this
valuable comment. Apart from ablation, non-operative local treatment of HCC
includes TACE, stereotactic body radiation therapy (SBRT) and Proton beam
radiotherapy (PBT). Many articles have shown that RFA has long-term benefits
comparable to repeat hepatectomy (RH) for tumours less than 3 cm. The study
showed that RFA has better OS and RFS advantages than TACE for rHCCS in both

<3cm and > 3cm lesions!”). RFA and SBRT showed considerable therapeutic benefit



for tHCC <3cm, better OS but lower RFS rate for rHCC > 3cm 7). A prospective
randomized study showed that the local progression-free survival rate of PBT was
comparable to that of RFA observed in tHCC patients with<2 tumor(s) of <3 cm/®l,

We add this content to the part of ABLATION VS OTHER LAGICAL

TREATMENT in the main text. Thank you for your suggestions.

Comment 3: The authors may also wish to include a discussion about the different
approaches to ablation (percutaneously, open, minimally invasive).

Response 3: Thank you for your comment. We appreciate it very much for this
valuable comment. Thermal ablation can be performed safely using percutaneous,
laparoscopic techniques. Percutaneous RFA is commonly used to eliminate
percutaneous tumors and is the most appropriate method for HCC masses far from the
intestine, bile duct, ureter, or diaphragm!®!. In contrast, LRFA performed better than
PRFA in the deep-seated liver cancers, such as subphrenic lesions %, and those
located in the subcapsular area or those in nearby hollow viscous or vessels!.
According to Min's study!''! on subphrenic HCC, the local tumor progression (LTP)
rate of the LRFA group was significantly lower than that of the PRFA group, the
cumulative OS rate of the LRFA group was significantly higher than that of the PRFA
group, and there was no statistical difference in DFS rate between the two groups.
Another study showed that laparoscopic MWA (LMWA) seemed to have a tendency
to be more effective than percutaneous MWA (PMWA) in the treatment of
subcapsular HCC!'?!. However, the laparoscopic approach has a higher rate of

postoperative complications than the percutaneous approach [ - 131 In addition, there



are few reports of open surgical ablation for rHCC. Consequently, LRFA can be a

valuable treatment option for subphrenic and subcapsular HCC if accessible using the

laparoscopic approach. We add this content to the part of PERCUTANEOUS VS

LAPAROSCOPIC TECHNIQUES in the main text. Thank you for your

suggestions.

Responses to Editorial Office's comments

We feel grateful for your valuable comments concerning our manuscript. Thank you
very much for your help.

Comment 1: The author(s) must add a table/figure (medical imaging) to the
manuscript.

Response 1: Thank you for your comments. The table is as follows.



Table 1

Application of various minimally invasive treatments in HCC

Tumour size Patients condition Treatment
percutaneous tumors PRFA
sub-centimeter local ablation therapy is not feasible TACE
percutaneous tumors PRFA
subphrenic and subcapsular tumors LRFA
<3cm perivascular tumors MWA
can't endure thermal ablation CRA
MVI(+) TACE-RFA
with liver function compensation TACE-RFA
3-5em liver failure MWA,CRA

PRFA: Percutaneous radiofrequency ablation; LRFA: Laparoscopic radiofrequency ablation;

TACE: Transarterial chemoembolization; MWA: microwave ablation; CRA: Cryoablation;

MVI: microvascular invasion.

Comment 2: The author must supplement and improve the highlights of the latest
cutting-edge research results, thereby further improving the content of the manuscript.
Response 2: T Thank you for your comment. We appreciate it very much for this
valuable comment. This review methodically describes the treatment of rHCC by
various ablation procedures in recent years. Moreover this study compares the
indications, advantages and survival analysis of various ablative treatments. Therefore,
we summarize how to choose the appropriate ablation therapy for different tHCC
patients.

Moreover, we have invited a native English-speaker to polish the writing of our

manuscript. Thank you!
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