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Gastrointestinal cancers (GC) account for 26% of all cancer incidences and 35% of all
cancer-related deaths [1]. Despite the decrease in the incidence of some GC subtypes, this
group of tumors still constitutes an important challenge for public health. Recent years have
seen remarkable advances in the treatment of GC. In particular, translational research has
led to significant benefits in the diagnosis and management of such tumors, and precision
medicine is fast becoming the aim of scientific research. Individualized treatment for GC
in both adjuvant and metastatic settings is increasingly emphasized. In particular, the
introduction of molecular-targeted agents as well as immunotherapy has significantly
improved patient outcome; however, predictive markers of efficacy are still lacking. Due
to these new therapeutic options, physicians are confronted with new challenges, such as
monitoring progression and stratifying patients for appropriate treatments.

Colorectal cancer (CRC) is the fourth leading cause of cancer mortality worldwide.
Both environmental and genetic risk factors are recognized. Among genetic diseases
associated with the ereditary form of CRC, Lynch syndrome and Familial Adenomatous
Polyposis (FAP) are the best-known. Alongside them, the role of other syndromes is
widely recognized, such as, for example Li–Fraumeni, MUTYH-associated polyposis,
Peutz–Jeghers, Cowden, and Juvenile Polyposis syndrome. Moreover, Next-Generation
Sequencing (NGS) techniques have led to the identification of new genes involved in the
predisposition to CRC, as reviewed by F. Rebuzzi and collaborators. The authors concluded
by suggesting a choice of wide NGS panels, including the genes involved in the main
cancer syndromes and, possibly, the new emerging genes [2].

The study by Ismail H.T.H and collaborators explored the role of G protein-coupled
receptor 55 (GPR55) as a prognostic marker in CRC patients treated with curative surgery.
GPR55 acts as a regulator of innate immunity and tumor immunosurveillance, through
the activation of T cells and NK cells, as shown in mice models. A new highly specific
quantitative reverse transcriptase–polymerase chain reaction (qRT-PCR) assay was used
to analyze the mRNA expression levels of GPR55 in 382 regional lymph nodes removed
during surgical treatment from 345 patients with CRC. Unexpectedly, the authors found
that low levels of GPR55 mRNA in lymph nodes were associated with poor prognosis.
The GPR55 expression level was then combined with CEA mRNA levels to form the
GPR55/CEA ratio, in order to improve its prognostic value. In the high-GPR55/CEA group
of patients, an increased survival of 14 and 33 months compared with the low expression
group when followed for 5 and 12 years (p = 0.0003 and p = 0.003), respectively. The authors
concluded that that GPR55 may serve as a marker for positive prognosis, either alone or
combined with CEA, in CRC [3].

The same research group conducted an interesting trial to investigate the prognos-
tic role of mRNA expression levels of cancer stem cells markers (epithelial cell adhesion
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molecule, EpCAM, and leucine-rich repeat-containing G protein-coupled receptor, LGR5
and LGR4) in surgically treated CRC patients. Expression levels were determined both in
primary tumors and regional lymph nodes of CRC patients. Patients with high levels of
EpCAM, LGR5 or LGR4 in lymph nodes had a decreased mean survival time of 32 months
for EpCAM and 42 months for both LGR5 and LGR4, at a 12-year follow-up (p = 0.022,
p = 0.005 and p = 0.011, respectively). The prognostic value of LGR5 mRNA levels was sig-
nificantly increased when combined with the measurement of CEA, CXCL17 and CXCL16
mRNA levels. The study highlights the efficacy of mRNA evaluation in regional lymph
nodes to select patients with bad prognosis. Moreover, it shows the higher accuracy of
qRT-PCR with respect to immunohistochemistry, and identifies the lymph nodes as a more
reliable site for the evaluation than the primary tumor [4].

Pancreatic neuroendocrine tumors (pNETs) are rare tumors, representing 5% of all
pancreatic tumors. At the present therapeutic and diagnostic options, as well as tools for
patient stratification are very limited. Therefore, it is an unmet need to find new markers
and therapeutic strategies to improve patient outcome quality of life. In the review by
Havasi and collaborators the state of the art and future perspectives in the management of
pNETs are analyzed, including genetic and epigenetic approaches. In particular, authors
focused on miRNAs as potential prognostic, predictive, or diagnostic biomarkers and
discussed their function as future therapeutic targets [5].

Conflicts of Interest: The authors declare no conflict of interest.

References
1. Siegel, R.L.; Miller, K.D.; Wagle, N.S.; Jemal, A. Cancer statistics, 2023. CA Cancer J. Clin. 2023, 73, 17–48. [CrossRef] [PubMed]
2. Rebuzzi, F.; Ulivi, P.; Tedaldi, G. Genetic Predisposition to Colorectal Cancer: How Many and Which Genes to Test? Int. J. Mol.

Sci. 2023, 24, 2137. [CrossRef] [PubMed]
3. Ismail, H.T.H.; AbdelMageed, M.; Lindmark, G.; Hammarström, M.-L.; Hammarström, S.; Sitohy, B. Prognostic Significance of

GPR55 mRNA Expression in Colon Cancer. Int. J. Mol. Sci. 2022, 23, 4556. [CrossRef] [PubMed]
4. AbdelMageed, M.; Ismail, H.T.H.; Olsson, L.; Lindmark, G.; Hammarström, M.-L.; Hammarström, S.; Sitohy, B. Clinical

Significance of Stem Cell Biomarkers EpCAM, LGR5 and LGR4 mRNA Levels in Lymph Nodes of Colon Cancer Patients. Int. J.
Mol. Sci. 2022, 23, 403. [CrossRef] [PubMed]

5. Havasi, A.; Sur, D.; Cainap, S.S.; Lungulescu, C.-V.; Gavrilas, L.-I.; Cainap, C.; Vlad, C.; Balacescu, O. Current and New Challenges
in the Management of Pancreatic Neuroendocrine Tumors: The Role of miRNA-Based Approaches as New Reliable Biomarkers.
Int. J. Mol. Sci. 2022, 23, 1109. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.3322/caac.21763
https://www.ncbi.nlm.nih.gov/pubmed/36633525
https://doi.org/10.3390/ijms24032137
https://www.ncbi.nlm.nih.gov/pubmed/36768460
https://doi.org/10.3390/ijms23094556
https://www.ncbi.nlm.nih.gov/pubmed/35562947
https://doi.org/10.3390/ijms23010403
https://www.ncbi.nlm.nih.gov/pubmed/35008827
https://doi.org/10.3390/ijms23031109
https://www.ncbi.nlm.nih.gov/pubmed/35163032

	References

