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This is a well-written and well-organized review about a topic of real interest: the role of
irreversible electroporation (IRE) in the management of locally-advanced, non-resectable
PDAC. The paper nicely presents the mechanism of action of IRE, highlighting the
potential advantages of IRE over other local therapies in PDAC. Noteworthy, the current
limitations of the method are also discussed. Furthermore, pre-clinical and clinical
outcomes of IRE are provided based on the available literature research. In conclusion,
the paper would be of interest to journal readers. Only a few modifications should be
made before potential acceptance for publication.

current indications of IRE in PDAC. Minor ones: In line 150, replace IRA with IRE. The

references’ citations in the text should follow the journal's requirements.

Major ones: Please resume the
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There are limited options for locally advanced unresectable pancreatic cancer. The article
reviews a relatively novel treatment modality of IRE. What are the contraindications to
IRE - duodenal wall invasion, blood vessel involvement? Are there technical
difficulties/limitations to placing the electrodes within the target lesion?

presence and extent of fibrosis related to the pancreatic tumor affect the results of the

IRE?
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Comments To Authors: IRE has been used in clinical practice for the management of
inoperable pancreatic cancer. The review gives a comprehensive introduction of the
basic principles of IRE technology, currently available data, as well as future directions.
The reader could get a whole understand of the IRE basic study and clinic use. However,
as the cell death is a very important part of this review, the article need to add more
information of recent study. The pyroptosis and necroptosis has been reported to
contribute the IRE cell death, instead of apoptosis. These studies should be added to the
review. As mentioned in the review, immunoreaction happened after IRE therapy. It's

beteer to add immune-associated studies to the review.
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SPECIFIC COMMENTS TO AUTHORS

Please correct a few editing errors such as: "Brock et al (add ref from your mail)"
"Regarding large vessels close to the tumor, a minimum safety distance of 2 mm is
recommended to avoid the risk of burn damage. In cases of locally advanced pancreatic
cancer with involvement of the mesenteric artery/vein, placing the needles parallel to
the vessels has been proven effective. (ref 44 from current version)" "The results of IRE
in animals' model for the pancreatic cancer treatment showed the ability to ablate the
pancreas cells preserving the collagen architecture of vascular, biliary, or neuronal

structures [28] 33]."



