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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   
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VERSION 1 - REVIEW 

REVIEWER Jill Dietz 
Case Western Reserve Mecical Center/ University Hospitals of 
Cleveland 

REVIEW RETURNED 04-Nov-2015 

 

GENERAL COMMENTS I am very interested in the results of your review. I find the protocol 
to perform the review satisfactory and I look forward to the 
manuscript.  
Since your secondary objectives are to evaluate contraindications 
and better determine patient selection, I hope that you will be able to 
address expanding indications in this most up to date review. 

 

REVIEWER LUCIO FORTUNATO, MD 
SAN GIOVANNI-ADDOLORATA HOSPITAL  
ROME, ITALY 

REVIEW RETURNED 22-Nov-2015 

 

GENERAL COMMENTS This is simply the presentation of future Review regarding Nipple 
sparing Mastectomy.  
In the presentation of prior studies, as well as in Table 1 and in the 
Bibliography, they need to add the recent review paper with 
metanalysis by Lucy De La Cruz et al, Ann Surg Oncol (2015) 
22:3241–3249.  
In the discussion, I would also stress the need to understand wether 
NSM is safe and appropriate even for more advanced cancers or 
after neoadjuvant chemotherapy, as recent reports seem to suggest 
this (Peled AW, Ann Surg Oncol DOI 10.1245/s10434-015-4734-6 - 
Krajewski et al Ann Surg Oncol (2015) 22:3317–3323 - Santoro S, et 
al The Breast 2015; 24: 661-666). As most breast surgeons have 
already incorporated this technique in their own practice, this seems 
to be one of the main issues at the present time.   

 

REVIEWER Christine Laronga MD FACS 
Moffitt Cancer Center, Tampa Florida 

REVIEW RETURNED 30-Jan-2016 
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GENERAL COMMENTS This a manuscript to describe the protocol that will be followed in 
conducting a meta-analysis on nipple sparing vs. skin sparing 
mastectomy. Basically it is a disclosure of how you will be 
performing the research study and want to check the box on the 
AMSTAR criteria "Yes" for "a priori design" and show that it is 
registered. Correct? So is it also required that the protocol design 
must be published in a major scientific journal before initiations? 
Which leads me to my critique.  
 
1. The formatting is not standard for a research paper where the 
reader is expecting abstract, intro, methods, results, conclusions and 
references. This omits results and conclusions. As I was reading I 
thought the methods section was too long and then I realized the 
entire paper is really all about the methods section.  
 
2. In the abstract there is 1 primary objective - oncologic outcome. 
On page 7 under objectives, there are 5 primary objectives. Later in 
the methods it is mixed up again. Be consistent.  
 
3. Title implies that you will compare head-to-head NSM to SSM. Yet 
the search in the methods section and the objectives only talk out 
NSM. Will you only include papers that are a direct comparison?  
 
4. Subcutaneous mastectomy and NSM are not the same operation. 
Subcutaneous mastectomy intentionally leaves 1cm thickness to the 
mastectomy flaps for increased skin viability, cosmesis, and QOL. 
Therefore you must carefully eliminate papers of subcutaneous 
mastectomy as outcomes (cosmetic and oncologic) will be different.  
 
5. First time you use an abbreviation, spell it out. IMC is not a 
standard abbreviation used in the United States.   

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

I am very interested in the results of your review. I find the protocol to perform the review satisfactory 

and I look forward to the manuscript.  

Since your secondary objectives are to evaluate contraindications and better determine patient 

selection, I hope that you will be able to address expanding indications in this most up to date review.  

>>>Many thanks, we look forward to being able to present the data when the review is completed. A 

key secondary outcome for this work is to determine the contra-indications, and the other is to 

determine exactly who should be selected to undergo this procedure.  

 

Reviewer: 2  

 

This is simply the presentation of future Review regarding Nipple sparing Mastectomy.  

 

In the presentation of prior studies, as well as in Table 1 and in the Bibliography, they need to add the 

recent review paper with metanalysis by Lucy De La Cruz et al, Ann Surg Oncol (2015) 22:3241–

3249.  

 

>> Thank you for highlighting this important review, we have added it to the table of systematic 

reviews with according AMSTAR  

In the discussion, I would also stress the need to understand wether NSM is safe and appropriate 

even for more advanced cancers or after neoadjuvant chemotherapy, as recent reports seem to 

suggest this (Peled AW, Ann Surg Oncol DOI 10.1245/s10434-015-4734-6 - Krajewski et al Ann Surg 
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Oncol (2015) 22:3317–3323 - Santoro S, et al The Breast 2015; 24: 661-666). As most breast 

surgeons have already incorporated this technique in their own practice, this seems to be one of the 

main issues at the present time.  

 

>>> Thank you, we have highlighted the importance of careful patient selection and our key outcome 

is the oncological safety of the technique. We have adapted our introduction to include the recent 

articles outlined by the reviewer.  

 

Reviewer: 3  

 

This a manuscript to describe the protocol that will be followed in conducting a meta-analysis on 

nipple sparing vs. skin sparing mastectomy. Basically it is a disclosure of how you will be performing 

the research study and want to check the box on the AMSTAR criteria "Yes" for "a priori design" and 

show that it is registered. Correct? So is it also required that the protocol design must be published in 

a major scientific journal before initiations? Which leads me to my critique.  

>>>Correct, we would like to have peer reviewer comments on our protocol to ensure that we are 

asking clinically meaningful questions with appropriate outcomes. Publication of protocols also 

enables the clear apriori definition of outcomes to prevent reporting bias.  

 

1. The formatting is not standard for a research paper where the reader is expecting abstract, intro, 

methods, results, conclusions and references. This omits results and conclusions. As I was reading I 

thought the methods section was too long and then I realized the entire paper is really all about the 

methods section.  

 

>>Correct, this is a protocol as above, so has only introduction, methods and dissemination plan  

 

2. In the abstract there is 1 primary objective - oncologic outcome. On page 7 under objectives, there 

are 5 primary objectives. Later in the methods it is mixed up again. Be consistent.  

 

>> Our objectives are the key objectives of the review, while the outcomes are our predefined, explicit 

outcomes. These are outlined on page 9 of the protocol.  

 

3. Title implies that you will compare head-to-head NSM to SSM. Yet the search in the methods 

section and the objectives only talk out NSM. Will you only include papers that are a direct 

comparison?  

>>> We will include all papers investigating NSM. Where possible, we will compare these outcomes 

to SSM, this is outlined both in our PICO framework, and also in our statistical analysis plan.  

 

4. Subcutaneous mastectomy and NSM are not the same operation. Subcutaneous mastectomy 

intentionally leaves 1cm thickness to the mastectomy flaps for increased skin viability, cosmesis, and 

QOL. Therefore you must carefully eliminate papers of subcutaneous mastectomy as outcomes 

(cosmetic and oncologic) will be different.  

>>> Thank you for highlighting this; we have added subcutaneous mastectomy to our exclusion 

criteria.  

5. First time you use an abbreviation, spell it out. IMC is not a standard abbreviation used in the 

United States.  

 

>>> The abbreviation is spelt out fully in the second paragraph of the introduction, the first time it 

appears. We have also adapted it to ‘Infra-Mammary Fold’. 
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