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SPECIFIC COMMENTS TO AUTHORS

The research aimed to compare the familiar curative treatments including repeated
hepatectomy, radiofrequency ablation, trans-arterial chemo-embolization, and liver
transplantation for the patients of tHCC after primary hepatectomy by network meta-
analysis. It provided a prominent decision to make the most suitable re-treatment
method for the patients of rHCC and attracted lots of readers including clinical doctors.
The theme and idea are clear, but some meanings are repeated and ambiguous, and need
to be revised. 1. In the section “Introduction”, the ranking of leading cause of death
was the 2nd in male and 4th in female among all cancers in year of 2019 in Taiwan. Liver
cancer is not mentioned. 2. Therapeutic options for primary HCC are clearly
depending on specified staging and the international guidelines for following. However,
there is still debate on the issue of re-treatment strategies for rtHCC. The content and

meaning are repeated in the second and third paragraphs of the section “Introduction”.
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3. Part 3, in the results. Outcomes of OS-3y and 5y of RH compared with others disclosed
1.64(0.56-4.66) and 1.05(0.43-2.56) superior to LT, RFA, and TACE respectively in the
tigure 3-E & 3-F. RH had a superior in the cumulative OS-3y and 5y based on this

analysis. It is not clear and ambiguous.
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SPECIFIC COMMENTS TO AUTHORS

The article needs to be improved upon. The following are the suggestions: 1. Minor:
Language, abbreviations and grammar need correction throughout the manuscript 2.
Major: a. The results need better depiction and summarized along with tables and
figures b. The following maybe discussed: i. Wang HL, Mo DC, Zhong JH, et al.
Systematic review of treatment strategy for recurrent hepatocellular carcinoma: Salvage
liver transplantation or curative locoregional therapy. Medicine (Baltimore).
2019;98(8):e14498. doi:10.1097/MD.0000000000014498 ii. Simone Famularo, Matteo
Donadon, Federica Cipriani, Davide P. Bernasconi, Giuliano LaBarba, Tommaso
Dominioni, Maurizio laria, Sarah Molfino, Simone Conci, Cecilia Ferrari, Marco Garatti,
Antonella Delvecchio, Albert Troci, Stefan Patauner, Silvia Frassani, Maurizio Cosimelli,
Giacomo Zanus, Felice Giuliante, Elio Jovine, Maria G. Valsecchi, GianLuca Grazi,

Adelmo Antonucci, Antonio Frena, Michele Crespi, Riccardo Memeo, Giuseppe
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Zimmitti, Guido Griseri, Andrea Ruzzenente, Gianluca Baiocchi, Raffaele DallaValle,
Marcello Maestri, Giorgio Ercolani, Luca Aldrighetti, Guido Torzilli, Fabrizio Romano,
Cristina Ciulli, Alessandro Giani, Francesca Carissimi, Guido Costa, Francesca Ratti,
Alessandro Cucchetti, Francesco Calabrese, Elena Cremaschi, Giovanni Lazzari, Angelo
Franceschi, Valentina Sega, Maria Conticchio, Luca Pennacchi, Michele Ciola, Ivano
Sciannamea, Valerio De Peppo, Curative versus palliative treatments for recurrent
hepatocellular carcinoma: a multicentric weighted comparison, HPB, Volume 23, Issue 6,
2021, Pages 889-898, ISSN 1365-182X, https://doi.org/10.1016/j.hpb.2020.10.007.  iii.
Kostakis ID, Machairas N, Prodromidou A, Stamopoulos P, Garoufalia Z, Fouzas I,
Sotiropoulos GC. Comparison Between Salvage Liver Transplantation and Repeat Liver
Resection for Recurrent Hepatocellular Carcinoma: A Systematic Review and Meta-
analysis. Transplant Proc. 2019 Mar;51(2):433-436. doi:
10.1016/j.transproceed.2019.01.072. Epub 2019 Jan 29. PMID: 30879559. iv. Zhang X, Li
C, Wen T, Peng W, Yan L, Yang J. Outcomes of Salvage Liver Transplantation and Re-
resection/Radiofrequency Ablation for Intrahepatic Recurrent Hepatocellular
Carcinoma: A New Surgical Strategy Based on Recurrence Pattern. Dig Dis Sci. 2018
Feb;63(2):502-514. doi: 10.1007/s10620-017-4861-y. Epub 2017 Dec 14. PMID: 29238896.
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SPECIFIC COMMENTS TO AUTHORS

In this research, the authors aimed at assessing (and at comparing with each other) the
long term outcomes (disease free survival (DFS) and Overall survival (OS)) of 4
different therapeutic strategies (TACE, RFA, repeated hepathectomy (RH) and liver
transplantation (LT)) for patients affected by recurrent HCC (rHCC) following HCC
resection, performing a network metanalysis of previously published studies on this
issue. They identified 30 relevant studies and assembled patients data according to
the therapeutic strategy used to treat rHCC. Long term outcomes in different treatment
group were assessed and compared with other groups using different statistical
methodologies. Despite the manuscript regards an interesting topic (rHCC following
HCC resection is unfortunately very common and guidelines regarding the selection of
the best management of rHCC may be not always able to guide the clinical practice), and

as such may be of interest for clinicians involved in the treatment of HCC, many
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comments are due. Major comments: 1. the manuscript is badly written:
the English writing level is very low, there are grammar, orthographical, semantic
mistakes. Many sentences lack a subject or a verb. In the discussion, the sentences are not
linked with each other. All of this makes the manuscript really difficult to read and
understand. I strongly recommend a deep review from an English mother tongue
scientific editor. 2. The differences in OS and DFS among different treatment
strategies is related to characteristics of tumor and patients in each treatment arm: this
aspect may limit the comparability of different arms, determining a selection bias, and
should be highlighted in the paper discussion. Minor comments: 3.
The flow chart of the search strategy and selection of the manuscripts included in the
current analysis should be shown. 4. I suggest the authors to report in table 2

the median number of rHCC.



