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should be clarified that the discussion refers to metastatic disease. - In the second 



  

4 

 

 

7901 Stoneridge Drive, Suite 501, 

Pleasanton, CA 94588, USA  

Telephone: +1-925-223-8242  

Fax: +1-925-223-8243 

E-mail: bpgoffice@wjgnet.com 

https://www.wjgnet.com 

 

paragraph of page 5 it should be clarified that the described acquired resistance related 

to ER loss happens following neo-adjuvant treatment. - In the last paragraph of page 5 

continuing in the next page a reference to CDK inhibitors as a means of overcoming 

resistance and putative predictive markers should be mentioned in addition to the other 

inhibitors of PI3K and mTOR considering that CDK-CyclinD-Rb may be positioned 

downstream. - In the multigene signature section it should be stressed that the use of 

these signatures are in adjuvant setting. - The last sentence of the 1st paragraph of page 7 

is not very clear. All predictive biomarkers are derived from studying groups of patients 

and define a statistical probability for the individual patient. In addition, the oncotype 

dx signature mentioned just below provides a specific distant recurrence probability at 

10 years in the individual patient. - Later in the same paragraph it should be mentioned 

that the recently published intermediate group TAILORx study does not exclude a 

benefit of chemotherapy for pre-menopausal patients with a high-intermediate score. -In 

page 8, third paragraph. The sentence implies that prognostic markers (in this case of 

distant recurrence) are also predictive of response to therapy (in this case chemotherapy) 

which is not correct. Authors should modify. - In page 10 NET should be explained. - In 

the table it should be MKI67 and ERBB2 (instead of HER2). Also in the table it could be 

useful to add columns with the indications of the tests and populations that have 

validation data. - A brief discussion of alternative ERs (ERbeta, truncated ERs and 

GPER1) as predictive biomarkers could be of interest. 
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