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PART 1: Review Comments

Reviewer’'s comment

Author’s comment (if agreed with reviewer, correct the manuscript and
highlight that part in the manuscript. It is mandatory that authors should write
his/her feedback here)

Compulsory REVISION comments

The authors have shown that the administration of low dose of leucovorin 20mg/m” plus 5-
flourouracil 425mg/m? to a group of CRC patients can have some beneficial compared to
supportive care without chemotherapy. Indeed, these patients can show a better overal
survival (OS) and time to progression (TTP).

Our patients in both groups were equally weighted or all the patients in both
groups were unique according to patients and tumour characteristics. And
patients were randomly allocated either in group A or Group B and the results
found that OS and TTP were high in the group which received chemotherapy
and this was our hypothesis that low dose metronomic chemotherapy will be
better to these patients and if the opposite occur so why not happened in the
group A which received just supportive care?

Minor REVISION comments

English editing should be really improved.

The meaning of the abbreviations in the abstract should be explained.

The abbrevation OAS sould be substitute with OS as indicated in several papers in the
literature. Pleas e use the superscript for m2 and do not write m2. This is not right.

In figure 2, | barely see the lines or the label of group A or group B censored, please
indicate them better.

Please indicate in the table the localization of the CRC tumor (right, trasversum, left colon)
because it is possible that also the localization of the tumor can unfluence the observed
effect. In addition, if any peculiar histotypic chararcteristic is present, please mention it in
the text. Indeed, all these features can be useful to reinforce the message of the paper.

The corrections were done and highlighted in the text.

The data about the tumour localization in the colon (Rt, transverse or LT) is
actually not available now and will take much time to revise all the patients
sheets to find this information and actually we did not collect this data from the
start as the other studies concerned with chemotherapy to colon cancer did
not show effect from the tumour localisation in the colon on its response to
chemotherapy. But we collect the data if they were colon or rectal tumor and
mentioned in the table and actually we think that according to the literatures
that this may influence the observed effect.

We already mentioned in the patients and methods that all the patients groups
were grade Il or Il adenocarcinoma.

Optional/General comments

The main message of the paper is clear. The beneficial of chemotherapy treatment is not
really strong. The cohort of patients analyzed is limited.

We actually studied all the patients presented to us at our department with our
selection criteria at the whole period of the study.
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Reviewer’'s comment Author’s comment (if agreed with reviewer, correct the manuscript and highlight
that part in the manuscript. It is mandatory that authors should write his/her
feedback here)

Are there ethical issues in this manuscript?

(If yes, Kindly please write down the ethical issues here in details)
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