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Comment on: MiR-877-5p suppresses cell growth,
migration and invasion by targeting cyclin
dependent kinase 14 and predicts prognosis

in hepatocellular carcinoma

Dear Editor,

We analyzed with great interest the article of Yan et al' concerning miR-877-5p role in both
clinical and mechanism of hepatocellular carcinoma (HCC). The authors found that the expression
of miR-877-5p was downregulated in HCC tissues or cell lines and associated with histologic grade,
TNM stage and lower survival rate. They also identified CDK14 as the target of miR-877-5p, which
can thus be marked as tumor suppressor in HCC.

The miRNAs role has also been investigated in other studies, either on animals or cell models. In
this sense, Wang et al? evaluated the miR-300 role on HCC cells and tissues. This study showed that
the miR-300 down-regulation increased the invasiveness of HCC cells and promoted the epithelial-
mesenchymal transition (EMT) in both HCC tissues and cells lines.

More in depth, miR-300 inhibited the EMT-mediated migration and invasion of HCC cells through
FAK modulation and the PI3K/AKT signaling pathway.

In this scenario, Visalli et al® identified a novel three-miRNA signature, (miR-371-5p, miR-373
and miR-543), which seems to be involved in the apoptosis mechanism mediated by Caspase-8
(Casp-8). Findings underlined that miR-371-5p, miR-373 and miR-543 were overexpressed in HCC
tissues and markedly downregulated Casp-8 expression. Conversely, the selective suppression of
those miRNA significantly increased Casp-8 levels and the reduction of programmed cell necrosis.

Callegari et al* studied the miR-199a-3p, a miRNA highly expressed in normal liver, by mimic
molecules assayed in the TG221 mouse, a transgenic model highly predisposed to the development
of liver cancer. The ectopic expression of miR-199a-3p mimics induced a significant reduction of
both number and size of HCC lesions. Furthermore, the anti-tumor activity of miR-199a-3p mimics
was similar to Sorafenib, a kinase inhibitor used in HCC therapy®. The evaluation, through cell line or
mouse models, of specific signaling pathway could be useful in the acknowledgment of several up-
regulated genes and proteins involved in drug resistance®. The “miR-na topic” could represent an
important point of view concerning HCC, considering the poor prognosis and limited therapeutic
options’. However, the range between cell and animal experimentation and the prospective
clinical application still seems to be far. In the end, prevention through the evaluation of molecular
markers®, and the identification of main risk factors, particularly viral® and metabolic'®', could be
still considered the best strategy.
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