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Up-regulation of LINC00346 inhibits
proliferation of NSCLC cells through
mediating JAK-STAT3 signaling pathway

Dear Editor,

We consider the paper by Wang et al', published on European Review for Medical and
Pharmacological Sciences and titled ‘“Up-regulation of LINC00346 inhibits proliferation of
non-small cell lung cancer cells through mediating JAK-STAT3 signaling pathway” as another
important piece in the understanding of the complicated mechanisms that underlie neoplastic
proliferation.

Lung cancer (LC) is one of the most common cancers in both sexes. It is also one of the
deadliest forms of cancer in the world; so, it is crucial find a new therapeutic target?*.

In particular, this article focuses attention on the expression level of LINC00346 in non-small
cell lung cancer (NSCLC) tissue and its relationship with cell proliferation. Long noncoding RNA
is a kind of RNA molecule with a length transcript of more than 200 nt, which has the function
to regulate the gene expression at epigenetic level, but does not have the protein-encoding
capacity®>5. More and more reports have demonstrated that IncRNAs play an important
role in the development of a variety of carcinomas with a crucial role in cell proliferation,
differentiation, apoptosis, and in all pathological processes”®. However, despite the high
number of IncRNAs identified, to date, little is known about their role in cancer for their vast
majority and, unlikely, only a small fraction of them have been characterized. LINC00346 is
one of these and have been found to be also upregulated in hepatocellular carcinoma (HCC),
breast cancer, and bladder cancer tissues®.

This research evaluated 70 samples of tumor tissues and para-carcinoma tissues from
patients operated between January 2014 to December 2016 with a pathological diagnosis
of NSCLC without any chemotherapy, radiotherapy and targeted therapy before operation.

The qRT-PCR analyses conducted showed that the LINC00346 expressions were
upregulated in 50 out of 70 tissues of NSCLC patients. In the experiment, second part cells
transfected with sh-LINC00346 were studied for changes in cell proliferation capacity. The
experiment result demonstrated that LINC00346 interferes with proliferation capacity of
NSCLC cells.

The confirmation of the effect of LINC00346 on tumorigenic ability was obtained by an
in vivo analysis. The results of proliferation assay demonstrated that the proliferation rate of
transplanted tumor formed by cells transfected with sh-LINC00346 was significantly decreased
compared with that in control group. From these results and according to literature data, it
would seem that the proliferative interference mechanism LINC00346 mediated would act
via JAK-STAT3 signaling pathway; in fact, Western blotting analyses highlight a reduction
of expression of molecular markers of JAK-STAT3 signaling pathway such as JAK1, STAT3 and
STAT5™™,

The importance of this research lies in having defined possible pathways of pharmacological
resistance and in identifying a potential oncogene and a possible therapeutic target.

Moreover, study like this could help to determine whether IncRNAs can serve as prognostic
markers in NSCLC.

856 Corresponding Author: Carla Cavaliere, MD; e-mail: carla.cavaliere@hotmail.it



Letter to the Editor

Conflict of Interest
The Authors declare that they have no conflict of interests.

1)

5)

6)

10)

References

WAaNG F, CHEN JG, WANG LL, YAN ZZ, CHen SP, WaNG XG. Up-regulation of LINC00346 inhibits proliferation of non-
small cell lung cancer cells through mediating JAK-STAT3 signaling pathway. Eur Rev Med Pharmacol Sci
2017; 21: 5135-5142. doi: 10.26355/eurrev_201711_13830

SADEGHI-GANDOMANI H, AsGARI-TARAZOJ A, GHONCHEH M, Youseri SM, DeLaram M, SaLeHiNiva H. Lung cancer in the
world: the incidence, mortality rate and risk factors. WCRJ 2017; 4: e911.

BeaArz A, GArassiNo |, CAVINA R, FAVARETTO A, BoccaloN M, TALAMINI R, BERRETTA M, SPAzzAPAN S, SIMONELLI C, SANTORO
A, Tire, U. Pemetrexed single agent in previously treated non-small cell lung cancer: a multi-institutional ob-
servational study. Lung Cancer 2008; 60: 240-245.

Bearz A, GARAssINO |, Tiseo M, CArFFo O, Soto-PArRRA H, BoccaLoN M, TALAMINI R, SANTORO A, BArRTOLOTTI M, MURGIA V,
BerreTa M, TireLwr U. Activity of pemetrexed on brain metastases from non-small cell lung cancer. Lung Can-
cer 2010; 68: 264-268. doi: 10.1016/j.lungcan. 2009.06.018. Epub 2009 Jul 25.

BorooNArRO S, Vizzint L, SpinNATO F, ANTONELLI G, CARuso M, SciaccAa D, Butera A, Carruccio F, GesBIA V, FErrRAU F,
TraLongo P. Oral chemotherapy in elderly patients with advanced non small cell lung carcinoma. WCRJ 2014;
1: e228.

Ye T, DING W, WaNG N, HuanG H, Pan Y, Wer A. Long noncoding RNA LINC00346 promotes the malignant phe-
notypes of bladder cancer. Biochem Biophys Res Commun 2017; 491: 79-84.

Liu H, Li J, KoiraLa P, DiNG X, CHEN B, WaNG Y, WaNG Z, WanG C, ZHanGg X, Mo YY. Long non-coding RNAs as
prognostic markers in human breast cancer. Oncotarget 2016; 7: 20584-20596.

ZHANG J, Fan D, JiaN Z, CHEN GG, Lal PB. Cancer specific long noncoding RNAs show differential expres-
sion patterns and competing endogenous RNA potential in hepatocellular carcinoma. PLoS One 2015; 10:
e0141042.

BaBa AB, NivetHA R, CHATTOPADHYAY |, NAGINt S. Blueberry and malvidin inhibit cell cycle progression and induce
mitochondrial-mediated apoptosis by abrogating the JAK/STAT-3 signalling pathway. Food Chem Toxicol
2017; 109: 534-543.

SHI WY, Liu KD, Xu SG, ZHaNG JT, Yu LL, Xu KQ, ZHanG TF. Gene expression analysis of lung cancer. Eur Rev
Med Pharmacol Sci 2014; 18: 217-228.

C. D’Aniello’, S. Rossetti??, G. lovane?3, S. Pisconti’, C. Cavaliere®

'Division of Medical Oncology, A.O.R.N. dei Colli - “Ospedali Monaldi-Cotugno-CTO", Naples, Italy

2Unit of Experimental Uro-Andrological Clinical Oncology, Department of Uro-Gynaecological Oncology, Istituto
Nazionale Tumori - IRCCS - Fondazione G. Pascale, Naples, Italy

3Progetto ONCONET 2.0, Linea progettuale 14 per I'implementazione della prevenzione e diagnosi precoce del
tumore alla prostata e testicolo, Regione Campania, Italy

“‘Department of Onco-Hematology Medical Oncology, S.G. Moscati Hospital of Taranto, Taranto, Italy

>Division of Medical Oncology, ASL NA 3 SUD, PO Nuovo Gragnano, Naples, Italy

857



