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factors with predictive value for positive or negative histological response.   Changes 

required:  1) The title is incorrect. The predictive information does not come from the 

histological study but just the opposite, predictive factors would permit to predict the 

histological response. Accordingly, the title should state: Predictive factors of 

histological response in patients with colorectal liver metastases after neoadjuvant 

chemotherapy.  2) Abstract: in the last paragraph of the Results subsection, 

"respectively" appears twice, however in both cases it is not clear what these comparison 

refer to. This paragraph must be rephrased to make it clear.  3) The Discussion section 

is very long and repetitive of results already described in the Results section. 
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SPECIFIC COMMENTS TO AUTHORS 

In this study authors have analyzed the histological response of colorectal liver 

metastasis after neoadjuvant chemotherapy and identified that the absence of a 

radiological response and extended neoadjuvant chemotherapy, comprising more than 
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seven treatment sessions, are the two most pertinent predictive factors of 

non-histological response. They also confirmed that the histological response of 

colorectal liver metastases after neoadjuvant chemotherapy has an influence on survival 

and hence warrants being considered. However, this influence on overall survival was 

lacking in cases of particularly aggressive disease with microscopic vascular invasion on 

the histological analysis. Overall the study is very well designed and also well written. 

However, the data presented in the form of tables is lacking multiple logistic regression 

analysis. Further, I would advise reduction in the number of tables as much of the 

information is already included in the text. 
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The authors evaluated the predictive factors of the histological response of colorectal 

liver metastases (CRLMs) after neoadjuvant chemotherapy (NAC). And the authors 

found that a non-radiological response and a number of neoadjuvant chemotherapy > 7 
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were the two most pertinent predictive factors of non-histological response (TRG 4 or 5)  

Please clarify these points described below. Method Patients for whom the primary 

tumor was resected or who had chemotherapy at another center were also included.  

Why the authors included these patients in this study? How the authors evaluated the 

patients who were received chemotherapy at another center? And the patients for whom 

the primary tumor was resected were liver first procedure group?  What is ASA score? 

Please full spelling at the first description.  radiological evaluation (e.g., the number of 

lesions and the response to the treatment) How did the authors use the radiological 

evaluation? I cannot understand well only with this “e.g.” information.   Reslts repeat 

liver resections What were the reasons of repeat liver resections?  more than 7 NAC 

sessions Was there no rule (how many times should perform) of NAC sessions? 
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SPECIFIC COMMENTS TO AUTHORS 

This paper is well-written. Histological response after neoadjuvant chemotherapy may 

show the discrepancy from radiological response, because some viable tumors after 

NACs showed necrotic changes without size changes. Please discuss this point, even if 
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your results of histological response were similar with radiological responses. How to 

recongnize the tumor viability by image study should be described in detail. 
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