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Pancreatic carcinoma remains one of the most lethal cancer type, its prognosis is so poor that the

mortality is almost as same as the incidence. Currently, the most practical way to achieve a better

prognosis is early diagnosis and the following curative resection. This manuscript reviews some very

important issues that relevant to the points, including the pre-cancerous lesions, standardized

pathological reporting regime and subtypes based on the genetic profiles. The language is good

except sporadic mistakes. Clinicians, esp. pancreatic surgeons can obtain useful information from this

manuscript.
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The authors described an importance of pathological point of view at the interface between basic
research and clinical management of pancreatic cancer. They raised three points: understanding
precursor lesions, atypical flat lesions, evaluating whether RO or Rl resection by axial slicing
technique, and understanding three molecular subtypes of pancreatic ductal adenocarcinoma. This
might be a useful review for both, basic researchers and clinical physicians and surgeons, to tackle
the difficult cancer from a bit new, different perspectives. In the discussion of precursor lesions,
the authors mentioned about IPMN and its genetic alteration, "the presence of KRAS mutations as
common characteristics of PDAC precursors." However, it is known that gastric subtype IPMN,
which is mostly low-grade, has more frequent KRAS mutation than intestinal subtype IPMN, which
is frequently high-grade or sometimes IPMC. Moreover, branch duct IPMN patients (most of them
are low-grade gastric subtype) frequently have PDAC at the distinct area in the same pancreas.
Therefore, the relationship of IPMN and PDAC is not so simple. The authors should have comments
on this. The authors mentioned about three molecular subtypes of PDAC, classical,
quasi-mesenchymal, and exocrine-like subtypes. They discussed differences between the classical and
quasi-mesenchymal subtypes, but not exocrine-like subtype at all. The authors should explain a little
more about the exocrine-like subtype for readers to understand.




