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SPECIFIC COMMENTS TO AUTHORS

Bisma R. and co-authors in the current review gave an update on the contribution of
Notch signaling in the development of cholangiocarcinoma (CCA). Overall this review is
adequate, however, the originality seems biased by the publication in 2017 (Cigliano et
al) of a very similar paper. In this perspective the authors should privilege the
description of most recent findings (after 2017) with regard to Notch and CCA. Some
other points, in my opinion, need attention: 1) The relationship between miR-200 and
Notch signaling in tumor development should be included. 2) I would suggest to
organize the review in sub paragraphs (such for instance: Notch 1, Notch 2; Notch 3 and
so on, also for paragraphs regarding ligands and therapeutic agents) in order to improve
clarity. 3) I would include a table summarizing main data (with references) regarding
Notch signaling and CCA in human and animal models. 4) Another table should
summarize main experimental results obtained modulating Notch signaling in CCA . 5)
The conclusion paragraph should be shortened as it includes information already
reported in the previous parts of the review. 6) There are some type errors that need to

be fixed.
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SPECIFIC COMMENTS TO AUTHORS

The manuscript is a comprehensive overview on Notch signaling pathways and the
implication related for developing innovative therapies against cholangiocarcinoma. The
manuscript is well written in English and deserves to be published in World Journal of
Gastrointestinal Oncology after minor revisions. 1 the authors should explain if the
manuscript is a systematic review or a narrative review and the procedure adopted in
articles' selection. In case of systematic review authors should follow PRISMA guidelines.
2 Keyword: modify "Cholangiocarcinma" in cholangiocarcinoma 3 In the introduction
authors describe an increase in the incidence and mortality rate of cholangiocarcinoma.
They should add few lines on the uncertain benefit concerning adjuvant therapy
highlighting the aggressive behavior of CCA after radical surgery. Please cite the
reference: Messina C, Merz V, Frisinghelli M, et al. Adjuvant chemotherapy in resected
bile duct cancer: A systematic review and meta-analysis of randomized trials. Crit Rev

Oncol Hematol. 2019;143:124-129.
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The authors adequately answered to all my comments. My final suggestion is to accept
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