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Abstract

MicroRNAs are non-coding RNA molecules, inhibiting or abrogating the translation process
of their mRNA target. Let-7 is the prototypical microRNA family. Thirteeen precursor
transcripts are processed and generate ten mature let-7 members. Nevertheless, mature and
precursor let-7 molecules are produced in distinct rates throughout carcinogenesis process.
This differentiated expression may contribute in the genetic regulation of many cancers,
including gastrointestinal ones. The mission of let-7 in the gastrointestinal tract and in both
liver/pancreas is to promote differentiation and to depress stemness. Although scarce reports
imply its oncogenecity, let-7 is widely considered a tumor-suppressor gene, as it
downregulates every single hallmark of cancer. Let-7 targets a plentitude of crucial
oncogenes (K-ras, c-myc) and in a lesser degree, tumor-suppressor genes or tumor-
suppressive pathways (p53, Wnt/APC). K-ras oncogene, the most prevalent oncogenic driver
mutation in colorectal and pancreatic cancer, is the dominant target of let-7. The interplay
between let-7 and its effectors is complex, as approximately all let-7 targets behave as its
reciprocal regulators, mainly negative. Moreover, let-7 is autoregulated (positively or
negatively), and it depends its effect either on other miRNAs or on dietary compounds.
Despite the well-documented pathogenetic, prognostic, predictive, diagnostic and therapeutic
role of let-7 in colorectal cancer, recent research has documented its crucial role in the
epigenetic regulation of other gastrointestinal cancers as well, as those of pancreas, liver,
stomach and esophagus. The aim of this e-poster presentation is to outline the current data
regarding the role of let-7 in the tumor-suppressive circuits of several gastrointestinal
tumorigenesis processes.
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