Reviewer 3
Critiques: It is an important review aiming at understanding new mechanisms of PTEN in physiological and pathological conditions. It is well written, and the outlines of the paper are clear and logic. My comments are as the followings:
Major Points:
New approaches using microRNAs are currently being investigated towards mechanism of PTEN function. microRNAs play roles by repressing 3’ untranslated region (3’-UTR) of downstream target genes, such as PTEN. The 3’UTR of PTEN and the microRNAs regulating PTEN are not well described. In lines 264-265 of item 2.4 “Secreted PTEN”, the interaction between cancer cells and recipient cells via secreted PTEN needs further description. What types of cells are the recipient cells surrounding tumor cells? Are they immune cells and /or endothelial cells? What are possible effects of tumors cells impact on surrounding cells via secreted PTEN? In “PTEN and cancer hallmarks”, a section including PTEN and cellular metabolism should be added and discussed in cancer and other diseases.
Minor points
In the first sentence in the Abstract, “PTEN is a human tumor suppressor gene……”. Please delete “human” because PTEN is not only a human gene. In a subtitle of item 4. “Regulation of PTEN in normal and pathological states”, “normal” may be replaced with “physiological”. 

Response: We intentionally avoided to discuss regulatory mechanisms involving microRNA since we would like to focus on PTEN regulation at the post-translational level.

For secreted PTEN, although not well defined, we added the potential targets cells and the impact of them in the tumor microenvironment on Page. 6

We very much would like to include the topic on PTEN and cancer metabolism, but this manuscript is already well exceeded the word limit for a review article.  However, we will be obliged to do so upon the approval by the editorial staff of this journal.
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