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Dear Author, excellent editorial, some suggestions: 1."A few years ago, the only biological therapy

that was used as a second-line treatment was bevacizumab, whose target is VEGF-A." 2."...such as the
new antitumor nucleoside TAS-102.." 3."...and tipiracil hydrochloride (TPI), and the lattest of which is
a thymidine phosphorylase inhibitor..."
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COMMENTS TO AUTHORS

The editorial by Zaniboni presents a useful overview of the most recent advances in the field of

advanced colorectal cancer pharmacological treatment. I would only suggest to implement the

discussion of the inter-individual molecular heterogeneity of the colorectal tumor tissue (i.e. RAS/Raf,

PIBK, and PTEN status) and how the new presented drugs deal with it. Very recent and preliminary

data underlines also as an interval treatment with anti-TKI inhibitors (as regorafenib) could

re-sensitize KRAS mutated tumors to the use of cetuximab/panitumumab as further lines of

treatment (Siravegna et al, Nature medicine, 2015).




