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modelling. This review depicted a landscape thoroughly to facilitate investigators to
have a new insight into the important function which PAKSs had in pancreatic cancer. In
addition, this review also brought out some new hypothesis based on the past
investigations which may trigger more and more investigations to make a
comprehensive understanding of the functions that PAKs had in pancreatic cancer. This
review is of great importance because PAK signaling pathway may harbor great
therapeutic breakthroughs in pancreatic cancer in the future. This manuscript is well
organized and style, language and grammar errors are seldom found. However, there
are still some inappropriate depictions need to be reconsidered before acceptance, for
example, page 6 “and the importance of PAKSs as a therapeutic target in Kras signalling
highlighted”; page 13 “PAK4 expression correlates with pancreatic cancer pathology”;
page 24 “Recently, a novel role of PAK1 in up-regulating the immune response to
tumours in a genetically modified mouse model of colorectal cancer (the APC14/+

mouse) was revealed.”.
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continues to be associated with one of the highest cancer-related mortalities. I have one
major comment and a couple of minor comments that should help the authors to
improve the quality of the manuscript. Major comment The manuscript would benefit
much from a better structure when adding information on signaling pathways in cancers
other than pancreatic cancer. This is especially evident in the paragraph “The role of
PAKSs in Kras-driven oncogenic pathways”. Subheadings could also be useful in the long
paragraph on “PAK signaling in pancreatic cancer”. Minor comments 1. The
manuscript is generally well-written but some of the wording should be improved.
Examples are “combinational” (page 1), “notorious” (page 3) and “a new war” (page 4 -
maybe the authors mean campaign?) 2. Several abbreviations are not defined at their
tirst use e.g. PI3K, AKT and MEK in the introduction, EMT (pagell), shRNA (page 13)
and HIF1la (page 16). 3. The sentence “Phosphorylation at the Thr423 site is important for
maintaining PAK1 activation” (page 6) lacks transition from the paragraph. 4. For ease of
reading, could the authors add the cell type / organ source of NIH3T3 and HeLa cells? 5.
Pancreatitis is not widely believed to be an important risk factor for pancreatic cancer
(page 14, first paragraph). The authors either need to re-word this sentence if they meant
to say something else or should remove it. 6. If gemcitabine induced NF-kB activity in
pancreatic cancer cell lines (page 17), then this would imply that gemcitabine could
actually enhance cancer growth? Could the authors comment on this, please. 7. In the
tirst paragraph on stromal remodeling (page 18), it would be enough to just state that
PAKT1 leads to stromal fibrosis in pancreatic cancer similar to liver fibrogenic pathways.
The additional information from other fields is generally a bit to extensive and makes it
difficult to focus on the evidence in pancreatic cancer. The same applies e.g. to the
sentences on the APC14/+ mouse on page 24. 8. Is it the absence of stromal TILs or a low
CD4:CD8 ratio that is associated with disease-free and overall survival (page 24)? It

would help the readers understanding if the authors could be more specific. 9. Are the
7
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tfigures derived from any previous publications or are they the author’s own work? In

case of the former, this should be acknowledged.
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