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Flevated expression of microRNAs 155, 203, 210 and 222 in
pancreatic tumors is associated with poorer survival
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' abrhtyt gulate g ne expres on m|croRNAs can act as. oncogenes oI tumor suppressor gene _ and 50, have garnered
' mterest as possﬂ:rle prognostrc and therapeutlc markers durmg the 1a5t decade However the: prognostlc value of. mrcroRNA
expressron it pancreatm cancer has. not been thoroughly rnves’ugated We measured the levels of. miR-155; m|R 203; m|R 210 : :
miR- 216 miR- 217 and miR-222 by quanhtatwe RT-PCR I a cohort of 56 mrcrodrssected pancreatrc ductal adenocarcmomas
(PDAC) These mrcroRNAs were chosen as they had prevmusly been. shown ta be drfferentrally expressed.in pancreatrc tumors
compared to normal tlssues The possﬂale ass cratron of mlcroRNA expressron and’ patients’ sur\rlval was: examined usmg
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_’nterestmgly, srgnrﬁcan’c correlatlons_between elevated m|croRNA expressron

Furthermore, the putatwe target genes for these mlcroRNAs suggest a complex mgnalmg network that can’ affect PDAC

tumorrgenesw and tumor progressmn

Because of its poor prognosis, pancreatic cancer is one of
the leading causes of cancer-related death, despite its
relative low incidence with 9 cases per 100,000 people.!
The poor prognosis of patients is a result of the late
clinical presentation and the high metastatic potential
Three-fourths of pancreatic carcinomas are ductal adeno-
carcinomas (PDAC).?

There are molecular prognostic markers known for pan-
creatic cancers. For example, higher levels of protein expres-
sion of VEGF or EGFR have been shown to associate with
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poorer survival rates.” Besides non-physiological KRAS acti-
vation, which is mutated in about 95% of all pancreatic carci-
nomas,® inactivation of known tumor-suppressor genes such
as p53 or SMAD4 (deleted in 75% or 55% of all PDACs,
respectively) have been demonstrated. 6

MicroRNAs are small, non-coding RNAs of endogenous
origin, which mainly function as negative regulators of gene
expression. The association of altered microRNA expression
with cancerogenesis as well as tumor progression is well
establisheg.”.”, Therg is a growing number of microRNAs,
which are classified as oncogenes or {UMOr-SUPPIESSOr
genes.'” For instance, miR-17-92-cluster has gained interest
by being regulated via c-myc and its ability to accelerate tu-
mor formation.’"'? Also, let-7 expression was described to
correlate with a poor prognosis when being underexpressed
in adenocarcinomas of the lung."> Furthermore, the miR-15-
16 cluster targeting BCL-2 was shown to be down-regulated
in chronic lymphocytic leukemia (CLL) and to contribute to
tumor progression.'* Altogether, misregulated expression of
microRNAs seems to have a major impact on tumor progres-
sion and prognosis in many malignancies.

Interestingly, recent studies have demonstrated that the
expression of a subset of microRNAs varies in tumors com-
pared to normal tissues and tumors derived from other




