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SPECIFIC COMMENTS TO AUTHORS

In this review, the multiple roles of Smad4 have been summarized, including its
identification, basic structure, expression, and regulation, and the indispensable role of
in the TGF-p signaling pathway. The author further detail the function of Smad4 in
regulating tumorigenesis, cell stemness as well as drug resistance, and the usage of a
single blockade of Smad4 or in combination with multiple immunotherapy regimens to
draw attention to antitumor potential as a target for immunotherapy. Here are
some shortcomings in this study: 1) The author have reviewed the opposite roles of
Smad4 in the process of pancreatic cancer and hepatocellular carcinoma, but the specific
mechanisms by which Smad4 affects tumor development are not completely clarified. 2)
Although Smad4 plays its tumor-suppressing role mainly through the TGF-f/Smad
signaling pathway, Smad4 inactivation may also affect stem cells behaviors through the
BMP/Smad pathway, thus accelerating tumor development, which should be further
confirmed. 3) Smad4-targeted therapies coupled with other anti-cancer treatments
achieved good anti-tumor effect than single Smad4-targeted therapies. However, there
are few studies on the application of Smad4 in combination therapy, and the precise

mechanism of combination therapy has not been revealed.




