4 August 2021

RE: Resubmission of manuscript: Improved Survival After Breast-Conserving Therapy Compared with
Mastectomy in Stage I-IIA Breast Cancer

Dear Ms. Jinny Zhao

Assistant Editor, Cancers

Thank you for giving us the opportunity to revise our manuscript. We took into consideration all requests. All
comments were considered carefully by the authors and parts of the discussion modified accordingly to
improve the manuscript quality. All adjustments are marked up using the “Track Changes” function in the
revised manuscript. We present a point-by-point overview of our responses below. All co-authors agreed with
the final revised text.

We hope that this original research manuscript will meet the standards of your distinguished journal. We will
be, of course, very much prepared to make any necessary revision.

Kind regards,

Pierfrancesco Franco, on behalf of all authors

Editor’s comments:

(I) Please revise your manuscript according to the referees’ comments and
upload the revised file within 5 days.

(II) Please use the version of your manuscript found at the above link for
your revisions.

(III) Any revisions made to the manuscript should be marked up using the
“Track Changes” function if you are using MS Word/LaTeX, such that
changes can be easily viewed by the editors and reviewers.

(IV) Please provide a short cover letter detailing your changes for the
editors” and referees’ approval.

(V) correct ref format: list first 10 authors before using "et al."

Response:

1./ We have followed instructions ad (I-IV), as suggested.

2./ We confirm the added sentence in the “Informed Consent Statement” paragraph (“Informed consent for
participation is waived since our study does not contain any details and/or images from patients.”).

3./ As requested, we have corrected references format list.

Reviewer 1: The Authors compared effectiveness of breast-conserving therapy (followed by radiotherapy)
with mastectomy alone without radiotherapy in the early stages of breast cancer. The results of the study
point to the important discovery that even at the very early stage of breast cancer, the primary tumor seems to
seed metastatising cancer cells as mastectomy NOT FOLLOWED BY radio- or chemoterapy gives worse



results (DFS/OS) although the whole breast is removed together with the tumour nodule(s) and extensive
amount of surrounding tissue. It clearly points that some metastatising cancer cells must have already been
released in some patients and are able to form the nodules in these patients even if the primary tumour is
safely and completely removed. This is a very important issue for breast (and not only) cancer patients and
the benefits of after-breast cancer surgery radio-/chemotherapy should be more stressed in the discussion and
mentioned in the abstract as I think it is the after-surgery radiotherapy that really makes a difference. What
would be the result if mastectomy was also followed by radiotherapy?

Response 1:

Thank you for pointing out this important aspect. The following sentences were added in a discussion section
to stress out the importance of postoperative (adjuvant) treatments even in patients with favourable breast
cancer stage/subtypes: “New advances in the systemic treatment, including molecularly targeted therapies, endocrine
therapy, taxane-based chemotherapy, and bisphosphonates have all effectively contributed to reduce the risk of distant
and local breast cancer recurrence. Consequently, breast cancer mortality rates are declining over the past decades even
in patients at low risk of recurrence.”

The importance of post-operative radiation therapy was emphasized in the Discussion section with the
following sentence: “In a study by Sun et al., the authors have analysed treatment outcomes of 4,262 patients with
clinical stage T1-2N1MO breast cancer, and 832 (21.6%) of them received mastectomy and postoperative radiation
therapy. In multivariate and propensity-score matching analyses, radiation therapy, but not type of surgical treatment,
appeared to be an independent prognostic factor for improved OS, DFS and loco-regional recurrence [19].”

In addition, the importance of postoperative radiation therapy was mentioned in the Abstract.

Reviewer 2: The authors address a subject quite frequently treated over the past 20 years, the comparison of
mastectomy and conservative surgery outcomes in early breast cancer. In particular, they focus on cases with
more favourable presentation (stage I-IIA). The study is retrospective, the two groups are numerically very
different and the characteristics of the patients in the two groups are particularly different. These
characteristics impose the use of statistical technologies that, in any case, are not able to overcome the
difficulties related to the analysed database (no randomisation). This problem is particularly thoughtful, given
the small differences in outcomes, which are related to the good prognosis of the analysed patients. In this
regard, some thought could be given to what is statistically significant and what is clinically significant. I
must acknowledge that the authors themselves are aware of all these limitations which they honestly expose
in the discussion. As a specific remark, I would suggest, since it is stressed that the study is performed in the
"modern era", to detail more the use of adjuvant chemotherapy and hormone therapy (indications and type).
In particular, this information would be useful for chemotherapy, which was apparently used differently in
the two groups (Tab 1). Another suggestion is not to prolong the KM curves too much (almost 15 years in Fig
1 !1!) since the median follow-up is less than 7.5 years.

Response 2:

Thank you for your valuable comments to improve the results and discussion sections in our manuscript. We
have further expanded the results section, addressing the details type and sequence of chemotherapy and
endocrine therapy. Relatively small clinical significance in treatment outcomes (although with statistical



significance) was highlighted in the conclusion section. We have modified Figure 1 and adjusted Kaplan-
Meier curves as suggested with a shortened time interval on the horizontal (x)-axis.



