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SPECIFIC COMMENTS TO AUTHORS 

COMMENTS TO AUTHORS:  The review by Español et al discusses the potential use 

of muscarinic agonists in combination with conventional chemotherapeutic agents, such 

as paclitaxel and doxorubicin, in the metronomic treatment of breast cancer. Due to the 

lack of expression of muscarinic acetylcholine receptors in the normal mammary gland, 

the authors argue that this proposed combinatorial treatment is particularly relevant to 

prevent the cytotoxic effects of the drugs on normal cells.  The manuscript adequately 

reports on the current state of knowledge of breast cancer and currently used therapies, 

muscarinic acetylcholine receptors and their interaction with conventional 

chemotherapeutic agents. The metronomic therapy section is well documented with 

appropriate bibliography.  In general, this review is coherently organized and well 

written.  Minor concern: - page 5, lane 7: The authors claim that “changes in the cellular 

phenotype lead tumor cells to invade the surrounding matrix,…”. Invasion is due to 

changes in the cellular biological properties (which includes cellular phenotype), as cells 

are subjected to an epithelial-to-mesenchymal transition (EMT). The text should be 

modified accordingly. 

 


