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SPECIFIC COMMENTS TO AUTHORS

The authors report the role of immune cells in the development of pancreatic cancer, the
tumor microenvironment, the cancer immunity cycle, the mechanisms and efficacies of
immunotherapeutic drugs in pancreatic cancer, and the response criteria for use in trials
aimed at testing immunotherapeutics in a narrative review. Major comments 1. The
authors should report how they selected the literature utilized for this review. In
particular, this information should be reported in a specific section. 2. A Figure
reporting the possible role of immunotherapy in clinical setting is highly appreciated. 3.
In the section entitled Response criteria for use in trials testing immunotherapeutics
the authors stated on the last line that a full description of this issue is beyond the scope
of this article. I agree with their statement but a brief explanation should be done. 4.
In the section Future prospects the authors report that artificial intelligence can
also be applied for aiding selection of target or protocol in an individual patient from
numerous combination of a variety of cancer therapies. I do not agree with this

conclusion that should be deleted of better explained.
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SPECIFIC COMMENTS TO AUTHORS

This review is well written.
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SPECIFIC COMMENTS TO AUTHORS

This is a review about immunotherapy for pancreatic cancer. It addresses the role of
immune cells in pancreatic cancer, tumor microenvironment, mechanisms and efficacies
of immunotherapeutic drugs in pancreatic cancer, and so on. Several concerns are listed
as follows. 1. Usually, pancreatic ductal adenocarcinoma is abbreviated as PDAC. The
authors should consider this. 2. The description of the figures should be marked as
Figure 1A or Figure 1B, instead of just describing as Figure 1 and Fig.1. 3. The
manuscript looks more like a general science article, lacking a comprehensive and
profound analysis of immunotherapy for pancreatic cancer. For example, it is full of
hope for this treatment, but fails to recognize the challenges it faces. 4. Although clinical
outcomes of immunotherapies in advanced pancreatic cancer are listed in Table 2, the
agents are briefly introduced. The safety and efficacy of these drugs are not analyzed in
detail. The side effects of immunotherapeutic agents should not be underestimated,
which should be recognized and managed properly in daily clinical practice. 5. Recently,
immunotherapy has not only been limited to unresectable or stage IV pancreatic cancer,
but also played an important role in neoadjuvant or adjuvant therapy. The information
is also very important. 6. Lack of literature annotation in Table 1. 7. Existing literature
on immunotherapy for pancreatic cancer is relatively limited. Thus, attentions should be
paid to ongoing clinical trials or studies, which are not introduced or summarized in the

manuscript.
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SPECIFIC COMMENTS TO AUTHORS

The paper presents the current status of pancreatic cancer immunotherapy from the
molecular mechanism to the clinical application level. The description of the article is
systematic and comprehensive. It is a topic of interest to the researchers in this area. Yet
some improvement was needed before acceptance for publication. My detailed
comments are as follows: 1.  The first section described the cellular composition of
tumor microenvironment. A more general paragraph may be needed here to help
readers understand the complex immune microenvironment of pancreatic cancer. 2.
Based on the latest research results, the role of cancer-associated fibroblasts (CAFs) in
pancreatic cancer remains controversial[l]. The crosstalk of CAFs and infiltrating
leukocytes was not highlighted, which makes the discussion of CAFs in this chapter
slightly less logical. They were neither mention in any other part of immunotherapy
applications in this article. 3. The figures may be too simple for review articles. More
display of cell interactions or immunotherapy methods may make the article easier for
readers to understand. 4. The benefits of GVAX were not mention in the description of
current status of immunotherapy. The author even mentioned the lower overall survival
of GVAX. More evidence may be needed to prove that GVAX is a promising
immunotherapy method in the part of future prospects. ~ Reference: 1. Sahai, E., et
al., A framework for advancing our understanding of cancer-associated fibroblasts. Nat

Rev Cancer, 2020. 20(3): p. 174-186.
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SPECIFIC COMMENTS TO AUTHORS

The authors provide a comprehensive review about pancreatic cancer immunology and
immunotherapy options. In my view, the review is timely and although several aspects
would deserve a deeper discussion, the most relevant aspects have been nicely pointed
out and discussed in a comprehensive manner. As a suggestion, neoantigen discovery
and its projection in personalized vaccination might be extended and references to NGS

combined with immunopeptidomics analysis could be provided.
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SPECIFIC COMMENTS TO AUTHORS

The authors answered to the comments of the reviwers and I have no further comments
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SPECIFIC COMMENTS TO AUTHORS

The authors have revised all the suggestions. The paper is suggested to be accepted.
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