Reviewer #1:

Scientific Quality: Grade A (Excellent)

Language Quality: Grade A (Priority publishing)

Conclusion: Minor revision

Specific Comments to Authors: A high quality review with a general overview on the
perspectives for the research and clinical advantages in terms of treatment for pancreatic
neuroendocrine tumors.

Response: We thank the reviewer for these comments.

Some points need to be addressed by the authors. In the section discussing about the pre-
clinical models should be included the MEN1-PDXCre Mouse model (PMID: 19208834),
MEN1- RipCre (PMID: 25343275) and the conventional MEN1 mouse model
characterised by PNET (PMID: 30025403, PMID: 12819299 and so on). The section 7.3.
UPR coordinator proteins. The authors should include additional information regarding
the expression of UPR/Er stress in PNET/GEP-NET (PMID: 26504039)

Response: We thank the reviewer for these suggestions and we have now incorporated
each study in our manuscript.



