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SPECIFIC COMMENTS TO AUTHORS

The descriptive study is focused on Notch, Numb, Itch, and Siah-1 expression in normal
colon as well as colon neoplasia (adenoma and carcinoma). The authors demonstrate
data suggesting a role of increased Notch-1 and decreased Numb, Itch, and Siah-1
expression  in  carcinogenesis. = Essential = clinical, = morphological, and
immunohistochemical data are given. Comments 1. Is there any difference in the
anti-Notch-1 immunostaining between villous and tubular adenoma? 2. To further
clarify the role of the molecules in carcinogenesis the expression in the invasion front
and in the junction between normal mucosa and carcinoma/ adenoma could be

important. Is there any aberrant immunostained pattern in this regions?
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SPECIFIC COMMENTS TO AUTHORS

The authors found increased Notch-1 and loss of Numb, Itch, and Siah-1 expression
were associated with carcinogenesis in CRC via IHC and RT-PCR. However, it was
based on descriptive analysis, the causal relationship was nor further explored. Some
concerns were raised: 1. For serrated adenoma and serrated adenocarcinoma which
account for 20-30% of CRC, could these findings also be observed? 2.The manuscript
would be greatly enriched if the authors could use bioinformatics and gene expression
level of Notchl, Numb, Itch, and Siah-1 expression to analyze the available TCGA data

and compare them to the findings



