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SPECIFIC COMMENTS TO AUTHORS

I would like to congratulate the authors for this manuscript. This study is interesting and
can bring new perspective. The manuscript is well prepared. I have some comments
about the manuscript: Materials and methods: please refer related previous study on
the methods that you use. Statistical analysis: please provide the biostatistics review
certificate signed by a biostatistician. Figure legends: Information about Figure 2

section F is missing. Figure 2 section E & F please address accordingly.
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SPECIFIC COMMENTS TO AUTHORS

This study describes the potential anti-cancer effects of continuous calcium
supplementation leading to excessive PAR accumulation on pancreatic cancer. It is well
known that pancreatic cancer is highly refractory, and we need to investigate new
anti-cancer mechanisms, so the study has potential scientific value. The study offers
potential ideas for the clinical treatment of pancreatic cancer. Overall, the full text is
quite well organized. However, several minor issues need to be addressed. 1. Insufficient
photos of animals and tumors were provided for the animal experiments, and it is
recommended that all photos of animals and tumors should be supplemented by
subgroups. 2. Some of the references are outdated, and it is suggested that references

from the last 3 years be cited.
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This study reported that sustained calcium supply led to the increasement of
mitochondrial ROS, excess accumulation of PAR, resulting in AIF-dependent cell death
in pancreatic cancer cells. The potential role of PAR accumulation in pancreatic cancer
therapy was highlighted in this article, but as the authors said, the effect and mechanism

of antitumor in clinical application remains a huge challenge.




