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The manuscript by Andrea Marie Ibrahim and Yaohe Wang reviews viro-immunotherapy as a new

strategy for treatment of pancreatic cancer. This is a nicely written review about an important and

emerging topic. The latest data are summarized and the relevant literature is cited. I have only a few
minor comments: The authors state that “CDKN2A, TP53, BRCA2 and SMAD4 which occur in higher
grade lesions are also commonly found”. However, BRCA2 mutations are not so common as the

other three mentioned gene mutations/alterations. The sentence “Hanahan and Weinberg ... in their

infamous review”, should read “famous” review.
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The review is well written but it deals with the all fields of immunotherapy. Therefore either you

eliminate all chapters on anti CIL4 and anti PD1/PDL-1 either you change the title deleting

viro from immunotherapy. Minor comments: 1) The introduction owitha discussion of the limits

of the traditional therapeutic approach in pancreatic cancer is too long (4 pages, 1 figure, 35 ref).

Please shorten it 2) In anti CTL$ you shoulmention the phase 1 study with tremelimumab in
pancreatic cancer (Annals of Oncology 25: 1750-1755, 2014)
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This manuscript reviews about the current treatment strategy for pancreatic cancermainly focusing
on the combination therapy of oncolytic virotherapy and immune checkpoint blockade agents. The
manuscript is well written full of cutting edge information for the treatment strategy of pancreatic
cancer. However, there are several comments which further strengthen the manuscript. Firstly, I
wonder the association between TOVs and enhanced immune responses induced by anti-immune
checkpoint agents is the two edged sword. The immune responses would be increased by these
agents, while at the same time the TOVs by themselves would also be affected or cancelled by these
agents through blocking infection into the tumor cells or possible direct targets by the enhanced
immune cells or antibodies overcoming immune tolerance. The authors should comments to these
problems utilizing these new agents. = Secondly, the authors describes hurdles for the oncolytic
virotherapy only from the point of view of immune escaping or immunological tolerance. Other
possible mechanisms which hampers oncolytic virotherapy at the present situation should also be
commented in this review manuscript.
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