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Abstract. The aim of the present retrospective study was 
to compare microRNA (miR)-146a expression levels in 
primary tumors and omental metastases of 48 patients, who 
had undergone surgery for advanced ovarian serous cancer. 
Possible correlations between miR-146a expression level 
and clinicopathological features were investigated, including 
chemosensitivity and survival. miR-146a was evaluated in 
formalin‑fixed, paraffin‑embedded samples. miR‑146a expres-
sion level in primary tumors was demonstrated to be increased 
in comparison with normal ovary tissues (P=0.02) and 
metastases (P=0.01). A negative correlation was demonstrated 
between miR-146a expression in primary tumors and serum 
levels of cancer antigen 125 (R=-0.37; P=0.03) and Risk of 
Malignancy Algorithm index (R=-0.79; P=0.0007). Overall 
survival positively correlated with miR-146a expression in 
primary tumor tissue samples (R=0.38; P=0.01). Probability 
of survival was decreased in patients with low miR-146a 
expression levels in primary tumor tissues (hazard ratio=0.21; 
P=0.003). Lower levels of miR-146a in primary tumor tissue 
samples were correlated with a shorter progression-free 

survival (P=0.04) and platinum-resistance of metastases 
(P=0.006). In conclusion, miR-146a may be a prognostic 
marker for serous ovarian cancer.

Introduction

Ovarian cancer is one of the most fatal types of female 
neoplasms. Despite the availability of extensive management 
of the disease, the number of patients who survive ≥5 years 
following diagnosis remains low (1). Ultra-radical surgery, 
platinum- and taxane-based chemotherapy and immuno-
therapy are all improvements. However, the impact of these 
treatments on overall survival (OS) remains unsatisfactory (2). 
One of the main concerns is the low efficacy of chemotherapy 
due to the primary tumor platinum-refractoriness or acquired 
chemoresistance during the course of adjuvant treatment (3). 
It is not possible to predict which patients, subject to standard 
chemotherapeutic regimen, would respond to the therapy. 
Inefficient response to the treatment leads to tumor progres-
sion or recurrence. Therefore, identification of markers for 
potentially chemoinsensitive tumors may aid in modifying and 
individualizing treatments prior to the recognition of chemore-
fractoriness or chemoresistance. MicroRNAs (miRNA/miR), 
small non-coding RNAs involved in post-transcriptional gene 
regulation, may be candidates for potential markers (4).

miR-146a has been described as a modulator of differentia-
tion and function of innate and adaptive immunity. In human 
T cells, miR-146a is expressed abundantly in memory T cells, 
and its expression is critical for function of T regulatory cells 
(Tregs). miR-146a was also demonstrated to upregulate the 
macrophage inflammatory response (5,6). The molecular 
function of miR-146a in the immune response involves nega-
tive regulation of the signal transduction pathway, which 
leads to activation of nuclear factor-κB (NFκB), disruption of 
downstream T lymphocyte receptor-4 signaling pathway, and 
modulation of chemokine interleukin-8, RANTES (regulated 
on activation, normal T-cell expressed and secreted) and CXC 
chemokine receptor type 4 expression (6). The association 
between miR-146a and the immune response may have a 
potential impact in solid tumors.
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Furthermore, it was demonstrated that miR-146a is 
involved in the regulation of various RNAs encoding a 
number of proteins involved in cell differentiation, prolif-
eration and migration (7). Consequently, aberrant disturbed 
miR-146a expression level was observed in numerous types 
of malignancies, including thyroid, breast, gastric, prostate, 
pancreatic and ovarian cancer (8-10). miR-146a polymorphism 
may increase the risk of developing various types of cancer. 
For example, the G/C polymorphism in the pre-miR-146a 
sequence was associated with a decrease or an increase of 
miRNA-146a expression levels, depending on the cancer 
type. The change in miRNA‑146a expression modified the 
risk of papillary thyroid, hepatocellular, gastric cancer and 
glioma (6,8,9). The G/C polymorphism (SNP no. rs2910164) 
may induce the onset of breast and ovarian cancers in breast 
cancer 1/2 (BRCA1/2) positive cases (11). The level of 
miR-146a expression may depend on the type of tumor and 
the aggressiveness of the tumor. Increased expression levels 
of miR-146a were reported in papillary thyroid and cervical 
cancer compared with normal tissues (12,13). However, in 
highly metastatic breast cancer cell lines, the expression 
of miR-146a was downregulated and exogenous miR-146a 
expression impaired the invasion and migratory capacity of 
cancer cells. Breast cancer metastasis suppressor-1, which 
affects multiple steps of the metastasizing process, may 
partially function by upregulating miR-146a expression in 
breast cancer cells (14). A study by Boldin et al investigating 
miR-146a-knock-out mice confirmed human studies and 
demonstrated that the lack of miR-146a expression favors 
development of hematologic neoplasms (15). Chang et al (16) 
suggested that downregulation of miR-146a may contribute 
to the Myc-mediated tumorigenesis. These observations 
strongly suggested that miR-146a may serve a role as a tumor 
suppressor.

Various miRs were revealed to be either upregulated or 
downregulated in patients with ovarian cancer (17,18). The 
expression of miR-30a-3p was increased in well-differenti-
ated tumors compared with poorly differentiated tumors (19). 
Detection of high levels of plasma miR-205 and low Let-7f 
expression levels combined with high serum cancer antigen 
125 (CA125) levels improved the accuracy of ovarian cancer 
detection (20). Let‑7f was identified as a predictive factor for 
ovarian cancer prognosis (20). A predictive model based on 
the serum expression levels of miR-200b/miR-200c was able 
to discriminate between normal controls and age-matched 
patients with high-grade serous ovarian cancer (21). A number 
of other miRs were studied, and the levels of these miRs were 
correlated with the hazard ratio for patient survival or tumor 
recurrence (22). In vitro and in vivo studies have suggested 
that the pattern of miR expression may have an impact on the 
chemosensitivity of ovarian tumors (23-26). Vang et al (27) 
performed a study on a small group of patients with  
advanced ovarian serous cancer: The study revealed dysregu-
lation of miR-146a and miR-150 in omental metastases 
and suggested their possible role in increased platinum  
tolerance (27).

The aim of this retrospective study was to compare expres-
sion levels of miR-146a in primary tumor tissues and omental 
metastases from patients who underwent surgery for advanced 
ovarian serous cancer. The second aim of the present study 

was to investigate an association between miR-146a expression 
levels and clinicopathological features, including chemosensi-
tivity and survival.

Materials and methods

Patient collection. The present study was approved by the 
Ethics Committee of the Polish Mother's Memorial Hospital 
Research Institute (Lodz, Poland; grant no. 37/2014). Written 
informed consent was obtained from all patients prior to 
enrolment in the present study. A total of 48 patients with 
advanced ovarian cancer, who underwent cytoreductive 
abdominal surgery between March 2006 and December 2010, 
were included in the present study. The inclusion criteria were 
serous tumor histology and stage III/IV according to the 
International Federation of Gynecology and Obstetrics (FIGO) 
clinical staging system (28). Total hysterectomy with bilateral 
salpingo-oophorectomy, omentectomy and appendectomy was 
performed in all cases, supplemented with partial resection 
of infiltrated intestine or bowel, peritonectomy or splenec-
tomy for the purposes of optimal cytoreduction. Systemic 
or sampling lymphadenectomy was performed only in cases 
when optimal cytoreduction was achieved or in the presence 
of bulky nodes. Adjuvant treatment with platinum-taxane 
regimen, six standard courses of carboplatin 5-7.5 area under 
the curve (AUC) and paclitaxel 175 mg/m2 and modified 
according to the patient's general status, was introduced in 
all cases. Clinical information was acquired from medical 
records. Serum CA125 levels and Risk of Malignancy 
Algorithm (ROMA) index calculated based on the levels of 
serum CA125, serum human epidydimis antigen-4 (HE4) and 
pre-menopausal or menopausal status were acquired prior to  
cytoreductive surgery. Platinum-sensitive tumors where 
identified when there was no relapse ≥6 months following 
completion of the chemotherapy. Resistant patients were 
defined as patients with primary chemo-refractory tumors 
(progression despite treatment with a first‑line chemotherapy). 
Platinum-resistance was also diagnosed when relapse occurred 
≤6 months following completion of chemotherapy. A total of 
27 patients were identified to be chemosensitive and 21 patients 
were recognized as chemoresistant. Clinical characterizations 
of chemosensitive and chemoresistant patients are presented 
in Table I.

Sample collection. miR-146a expression was evaluated in 
tissues obtained from archival formalin‑fixed (tissues were 
fixed with 10% formalin for 24‑48 h at room temperature) 
paraffin‑embedded (FFPE) serous ovarian cancer samples. 
Other histological types of ovarian cancer were excluded from 
the present study. All archival FFPE samples were re-evalu-
ated by an experienced pathologist. Following confirmation of 
the cancer type, the areas of cancerous tissues were carefully 
selected and micro-dissected from the samples in order to 
avoid areas of extensive necrosis and to minimalize the risk of 
contamination with noncancerous tissues. From each patient, 
two samples were obtained, with one sample from primary 
ovarian tumor and another sample from omental metastasis. 
The reference group consisted of 48 normal ovarian tissue 
samples that were retrieved from peri-menopausal women 
during hysterectomy with bilateral salpingo-oophorectomy 
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due to benign uterine disease (uterine leiomyoma). All hyster-
ectomy procedures were performed between January 2014 
and December 2014. The mean age of patients was 47 years 
(range, 39-56 years). Surgery was performed in the Polish 
Mother's Memorial Hospital Research Institute and informed 
consent was obtained from all of them.

Total RNA isolation and miRNA expression analysis. Total 
RNA was extracted from FFPE tissues using the Roche High 
Pure miR Isolation kit (Roche Diagnostics GmbH, Mannheim, 
Germany), according to the manufacturer's instructions. In brief, 
the FFPE microsamples were processed in 2 ml Eppendorf 
tubes, deparaffinized with 100% xylene, washed in 100% 
ethanol and dried at 55˚C for ‑10 min. The dried tissue was 
resuspended in 100 µl Paraffin Tissue Lysis Buffer (included 
in the kit) and digested with proteinase K at 55˚C overnight. 
Subsequent steps of RNA purification on columns were 
performed according to the manufacturer's protocol (Roche 
Diagnostics GmbH). Briefly, 325 µl of binding buffer and 325 µl 
of binding enhancer was added and the mixture applied on the 
columns, centrifuged for 30 s at 13,000 x g and washed twice 
with 500 µl and 300 µl of wash buffer. An additional step of 
centrifugation for 1 min at 13,000 x g was performed to dry 
the filter fleece completely and RNA was eluted with 50 µl of 
Elution Buffer. The yield and quality (260/280 optical density 
ratios) of the RNA products were determined using a PicoDrop 
spectrophotometer (Picodrop Ltd., Hinxton, UK). The purified 
total RNA was immediately used for cDNA synthesis or stored 
at ‑80˚C until use.

Quantification of differentially expressed miRNAs. Reverse 
transcription was carried out using the Universal cDNA 
Synthesis kit (Exiqon A/S, Vedbaek, Denmark), according to 
the manufacturer's protocol A for individual assays. A total 
of 10 ng total RNA were used. The RT reaction was diluted 
80 times in nuclease-free water, and 4 µl aliquots were subse-
quently used for PCR amplification with 5 µl ExiLENT SYBR® 
Green Master mix (Exiqon A/S, Vedbaek, Denmark) and 
1 µl commercially available primers (Exiqon A/S, Vedbaek, 
Denmark): hsa-miR-146a-5p LNA™ PCR primer set (cat. 
no. 204688; target sequence, UAG CAG CAC AUA AUG GUU 
UGU G); SNORD48 (hsa) PCR primer set (cat. no. 203903; 
target sequence,AGU GA UGA UGA CCC CAGG UAAC 
UCUG AGUG UGU CGC UGA UGC CAU CAC CGCAGC GCU 
CUGACC); and U6 snRNA (hsa, mmu, rno) PCR primer set 
(cat. no 203907; target sequence,GUG CUC GCU UCG GCAG 
CAC AUA UAC UAA A AUU GGA ACG AUA CAG AGA AGAU 
UAG CAU GGC CCCU GCG CAAG GAU GAC ACG CAA AUU 
CGU GAA GCG UUC CAU AUU UUU). U6 small nuclear 
RNA and small nuclear RNA, C/D box 48 were used as the 
internal controls. The reactions were incubated in a 96-well 
plate at 95˚C for 10 min, followed by 40 cycles of 95˚C for 15s 
and 60˚C for 1 min. All reactions were performed in dupli-
cate using a 7900HT Fast Real-Time PCR System (Applied 
Biosystems; Thermo Fisher Scientific, Inc., Waltham, MA, 
USA). Relative expression level was determined using to the 
2-ΔΔCq method (29).

Statistical analysis. Kaplan‑Meier survival curves were used 
to evaluate the association between the expression levels of 
miR-146a and patient survival rate. The differences between the 
studied groups were determined by using the Mann‑Whitney 
U test or Kruskal‑Wallis. Spearman's rank correlation coeffi-
cient was used in order to determine the statistical dependence 
between two variables. Multivariate analysis was used to 
estimate correlations between ≥3 variables. P<0.05 was 
considered to indicate a statistically significant difference.

Results

Patients. Age, FIGO stage and histological grading distribution 
did not differ significantly between the groups of chemosensi-
tive and chemoresistant patients. The number of patients who 
relapsed was similar in both groups. Progression-free survival 
(PFS) was longer for platinum-sensitive patients compared 
with platinum‑resistant patients (P<0.05). OS was not signifi-
cantly longer for platinum-sensitive patients compared with 
platinum-resistant patients (P=0.07; Table I).

miR‑146a expression in primary tumor tissues, metastases 
and normal ovarian tissues. miR-146a expression in primary 
tumor samples was significantly increased in comparison 
with normal ovarian tissues (P=0.02) and metastases (P=0.01; 
Figs. 1 and 2). The range of relative quantification (RQ) values 
for primary tumors was heterogeneous, whereas the range of 
RQ values for metastases was homogeneous, suggesting stable 
and low level of miR-146a expression.

miR‑146a expression and clinical parameters in ovarian 
cancer patients. For primary tumor tissues, a negative 

Table I. Clinicopathological characteristics and outcomes 
of patients in the platinum-sensitive and platinum-resistant 
groups.

 Platinum- Platinum-
Parameter sensitive resistant

Case number (n) 27 21
Mean age, years (range) 48 (24-81) 54 (48-75)
FIGO stage  
  III (n) 23 20
  IV (n)   4   1
Tumor gradea  

  1 (n)   2   2
  2 (n)   8   8
  3 (n) 17 11
Recurrence  
  No (n)   5   6
  Yes (n) 22 15
Median PFS, months (range) 25 (12-67) 4 (0-11)
Median OS, months (range) 33 (13-70) 16 (2-113)
Survival  
  No (n)   3   9
  Yes (n) 24 12

PFS, progression-free survival; OS, overall survival; FIGO, 
International Federation of Gynecology and Obstetrics. a(55).
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Spearman's correlation was identified between miR-146a 
expression and serum levels of CA125 (R=-0.37; P=0.03) 
and ROMA index (R=-0.79; P=0.0007; Figs. 3 and 4). Serum 
CA125 levels and ROMA index were determined prior to 
cytoreductive surgery. The expression level of miR-146a 
was not correlated with FIGO stage or histological grading. 
The OS of the group of patients with ovarian cancer was 

positively correlated with the level of miR-146a expres-
sion in the primary tumor tissues (R=0.38; P=0.01; Fig. 5). 
The Kaplan‑Meier analysis revealed that the probability of 
survival was significantly decreased for patients with lower 
levels of miR-146a expression (HR=0.21; P=0.003) in the 
primary tumor tissues (Fig. 6). In multivariate analysis, lower 
levels of miR-146a expression in primary tumor tissues were 
associated with shorter PFS (P=0.04). Multivariate analysis 
indicated that lower expression levels of miR-146a in metas-
tases correlated with platinum-resistance (P=0.006). This 
finding was not demonstrated for primary tumor tissues.

Discussion

The present retrospective study demonstrated that there is a 
difference in miR-146a expression in primary tumor tissues 
and omental metastases from patients with advanced serous 
ovarian cancer, who were subject to routine cytoreduc-
tive surgery and standard chemotherapy. Furthermore, an 

Figure 3. Correlation between miR-146a expression in primary tumor tissues 
and preoperative CA125 serum levels. P=0.03. miR, microRNA; RQ, relative 
quantification; CA125, cancer antigen 125.

Figure 1. miR-146a expression level in primary tumor tissues and in normal 
ovarian tissues. P=0.02. miR, microRNA; RQ, relative quantification; SD, 
standard deviation.

Figure 2. miR-146a expression level in primary tumor tissues and in metas-
tases (P=0.01). miR, microRNA; RQ, relative quantification; SD, standard 
deviation.

Figure 4. Correlation between miR-146a expression in primary tumor tissues 
and preoperative ROMA index values. P=0.0007. miR, microRNA; RQ, rela-
tive quantification; ROMA, Risk of Malignancy Algorithm.
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association was identified between level of miR‑146a expres-
sion and clinicopathological factors, including platinum 
resistance, survival rate, CA125 serum levels and ROMA 
index values.

miR-146a expression was observed to be increased and 
downregulated in various human cancer types compared 
with expression in normal tissues (6). Aberrant participation 
of miR-146a in the regulation of the immune response may 
result in a local inflammatory environment typical for many 
solid tumors, including ovarian cancer (18). A number of 
data studies have demonstrated expression of various miRs 
in serum or peripheral blood exosomes (17). However, the 
data concerning the levels of miR-146a expression in ovarian 
tumors are limited. Wyman et al (30) observed decreased 
expression of miR-146a in ovarian tumor tissue samples 
compared with normal ovarian cells. However, the tissue 
samples used in the study contained various histological types 
of cancer (including clear cell and endometrial cancer) and the 
reference samples used were cultured human ovarian surface 
epithelial (HOSE) cells. Similarly, Cui et al (31) detected 
downregulation of miR-146a in OVCAR3, CAOV3 and HEY 
ovarian cancer epithelial cells compared with HOSE cells. To 

the best of our knowledge, the only previous published study 
investigating the differences between ovarian primary tumor 
and metastases in the context of miR expression levels, was 
performed by Vang et al (27) on 9 paired tissue specimens 
of primary lesions and omental metastases in serous cancer: 
Vang et al (27) demonstrated that miR-146a expression level 
was increased in metastases compared with in primary lesion 
tissues. It was demonstrated that high miR-146a expression 
was able to induce the formation of spheroids from cancer 
cells in vitro. This process mimics the in vivo intraperitoneal 
dissemination of cancer cell conglomerates over peritoneal 
cavities to form metastases (27).

By contrast to the previously mentioned results, the present 
study revealed that miR-146a expression was increased in 
primary tumor tissues compared with normal ovarian tissues, 
and that miR-146a expression level in omental metastases 
was reduced compared with primary ovarian tumor tissues. 
Similar inconsistencies in miRNA expression have been also 
observed by another study (32).

There are several factors that may account for the differ-
ences in miR‑146a expression identified in the present study 
when compared with previous studies. First, only tumors of 
serous histology were included in the present study and tumors 
of different origin may exhibit different patterns of miRNA 
expression. Previous profiling studies that included different 
histological types of ovarian cancer support this observation 
and reported different miRNA expression in serous, muci-
nous, endometrial and clear-cell types of cancer (33), as well 
as in borderline and invasive tumors (19). It has also been 
demonstrated that miR-146a expression was downregulated 
in highly metastatic breast cancer. However, in breast tumors 
originating from BRCA1/2 mutation, miR-146a was overex-
pressed (34). The cancer tissues samples used in the present 
study were micro-dissected from the paraffin-embedded 
specimens. The specimens not only contained cancerous 
epithelium but also infiltrated stroma. Similarly, the refer-
ence samples also comprised normal surface epithelium and 
ovarian stroma.  Heterogeneity of tissue samples may have 
had an impact on the expression level of miR-146a observed 
in the present study.

Furthermore, tissue samples extracted in vivo from the 
primary tumor were a heterogeneous population of cells 
compared with cultured cancer cell lines. An extensive range 
of miR-146a expression levels observed in primary tumor 
tissues in the present study may support this hypothesis.  
Primary tumors are composed of cell clones with different 
invasive potentials (35). It was demonstrated that the pattern 
of miRNA expression varied between cultured SKOV‑3 
and OVCAR-3 cell lines and was associated with invasive-
ness (36). The present study, which compared primary 
lesions and metastases, indicated that miR-146a expression 
levels in metastases were reduced compared with primary 
lesions. RQ values for metastases were more reproducible 
and demonstrated a more homogeneous range compared with 
the primary tumor tissues. Peritoneal metastases in ovarian 
cancer grow from small cell conglomerates, which originate 
from primary lesions that spread via lymphatic vessels or 
ascitic fluid (37). Metastatic cells create a less heterogeneous 
population and usually represent a more aggressive pheno-
type (38). Differences in the expression of miRNAs and other 

Figure 5. Correlation between miR-146a expression level in primary tumor 
tissues and overall survival (P=0.01). miR, microRNA.

Figure 6. Kaplan‑Meier analysis of survival patients with ovarian cancer and 
miR-146a expression levels in primary tumor tissues. (P=0.003). OS, overall 
survival; miR, microRNA; RQ, relative quantification.



WILCZYŃSKI et al:  miR-146a EXPRESSION IN OVARIAN CANCER3212

small RNAs may regulate the type of tumor spread (milliary 
vs. bulky) in serous ovarian cancer (39). In the majority of 
cancer cases, miR-146a acts as a tumor suppressor, and its 
expression level was demonstrated to be downregulated 
in highly metastatic types of cancer (40). This finding 
suggested that more aggressive metastases may exhibit lower 
expressions of miR-146a, and the results of the present study 
supported this finding.

miRNA expression may be associated with clinical 
outcomes of ovarian cancer, and this has been reported by 
a number of studies. The level of miR-370 expression was 
increased in FIGO stage I/II samples compared with FIGO 
stage III/IV tissue samples. Additionally, upregulated 
expression of miR-181d, miR-30c, miR-30d and miR-30e-3p 
significantly improved disease‑free survival or OS (19). To 
the best of our knowledge, miR-146a expression has not 
been associated with clinical outcomes of ovarian cancer. 
The results of the present study demonstrated that the levels 
of miR-146a expression in primary serous ovarian tumor 
tissues may be negatively correlated with serum levels of 
CA125 and ROMA index values. Assessment of the serum 
level of CA125 has been widely used in the diagnosis of 
ovarian cancer (41). High serum CA125 levels have been 
associated with FIGO stage, but predominantly with serous 
histology, low-grade cancer cases and the presence of 
ascites (42-45). Patients with CA125 levels >100 U/l were 
demonstrated to have shorter OS compared with patients 
with CA125 levels ≤100 U/l (46). The CA125 AUC value 
was also associated with FIGO stage, residual disease, 
response to chemotherapy and final outcome (47). ROMA 
index, originally described by Moore et al (48), is an algo-
rithm, which takes into consideration the level of HE4 and 
CA125 together with menopausal status in order to classify 
patients with adnexal mass into groups of high or low risk 
of ovarian cancer. In patients with ovarian cancer, increased 
ROMA values were associated with advanced FIGO 
stage, undifferentiated tumors, ascites and lymph node 
involvement, as well as shorter overall, disease-free and 
progression-free survival rates (49,50). In the present study, 
high CA125 serum levels and increased ROMA values 
(reflecting the advancement of ovarian cancer) correlated 
with low expression of miR-146a in primary tumor tissues. 
OS was longer for patients with increased miR-146a expres-
sion in the primary tumor, and the probability of survival 
was significantly decreased for patients with low levels 
of miR-146a expression. In multivariate analysis, lower 
miR-146a expression levels in primary tumor tissues were 
associated with shorter PFS. These observations are consis-
tent with previous studies performed in gastric cancer, 
which demonstrated that patients with high-expression 
profiles of miR‑146a exhibited reduced lymph node metas-
tases and exhibited longer OS compared with patients with 
low miR‑146a expression profiles (9). These observations 
further supports the hypothesis that miR-146a may act as a 
tumor suppressor.

In the context of ovarian cancer chemosensitivity, various 
miRNAs have been studied. For example, the upregulation 
of miR-125b and miR-106a was previously reported in vitro 
in platinum-resistant ovarian cancer cells (23,51,52). 
miR-31 was also demonstrated to be downregulated in 

taxane-resistant ovarian cancer cell lines (24). Similarly, 
downregulated expression of miR-9, -22, -129-5p, -155, -320a 
and -640 was observed in paclitaxel-resistant compared with 
paclitaxel-sensitive serous ovarian adenocarcinoma tissue 
samples (26). Validation of miRNA profiles in tumor tissue 
samples revealed that it was possible to predict chemo-sensi-
tivity of ovarian tumors by detecting expression of miR-484, 
miR-642 and miR-217 (25). In the present study, a correla-
tion was identified between lower miR‑146a expression in 
metastatic tissue samples and platinum-resistance, but this 
correlation was not observed in primary tumor tissues. There 
are a number of potential miRNA-dependent mechanisms 
underlying chemoresistance in ovarian cancer. Analysis of 
miR-484 revealed that the chemosensitive tumor phenotype 
was induced by modulation of vascular endothelial growth 
factor (VEGF) B and VEGFR2 signaling pathways (25). 
Another possible mechanism underlying chemoresistance 
may be dependent on miR-146a and miR-150 (27). The 
expression levels of miR-146a and miR-150 were studied 
in SKOV‑3, OVCAR‑8 and IGROV‑1 cell lines, and it was 
demonstrated that increased platinum tolerance was associ-
ated with spheroid formation, a model of peritoneal spread of 
cancer cells (27). Additionally, it was revealed that spheroid 
formation correlated with elevated miR-146a expression in 
metastases (27), contrary to the results of the present study. 
§By contrast, another study reported that miR-146a is able 
to downregulate the expression of superoxide dysmutase-2 
and increase reactive oxygen species generation, which 
leads to increased apoptosis, inhibition of proliferation and 
increased sensitivity to chemotherapy (20). miR-146a may 
also mediate its effect via upregulating epidermal growth 
factor receptor, NFκB, interleukin-1 receptor-associated 
kinase 1 and metastasis-associated protein-2 (MTA2) (40). 
MTA2 is a transcription factor that regulates metastasis 
and may be triggered by a low expression of miR-146a, as 
it was demonstrated in pancreatic cancer cultured cells (40). 
Similarly in breast cancer cell lines, downregulation of 
miR-146a induced NFκB activation and augmented meta-
static potential (53). It was revealed that the upregulation 
of transcription factor NFκB in numerous solid tumors 
prevents apoptosis induced by stress signals, including 
chemotherapeutic agents (54).

In conclusion, the results of the present study indicated 
differences in miR-146a expression levels between primary 
tumor tissues and in metastases of ovarian cancer. A 
correlation between the expression of miR-146a and clini-
copathological features characterizing cancer advancement 
and chemoresistance was demonstrated. Low miR-146a 
expression level was also revealed to be a prognostic factor 
for an unfavorable outcome in patients with cancer. Further 
studies are required in order to investigate the precise pattern 
of miR-146a expression in various types of ovarian cancer, 
its role as a disease marker and as a potential target for novel 
therapeutic regimens.

Acknowledgements

The present study was suppor ted by the Pol ish 
Mother's Memorial Hospital Research Institute (grant 
no. 2014/VII/25‑GW).



ONCOLOGY LETTERS  14:  3207-3214,  2017 3213

References

 1. Trétarre B, Molinié F, Woronoff AS, Bossard N, Bessaoud F, 
Marrer E, Grosclaude P, Guizard AV, Delafosse P, Bara S, et al: 
Ovarian cancer in France: Trends in incidence, mortality and 
survival, 1980-2012. Gynecol Oncol 139: 324-329, 2015. 

 2. Edwards HM, Noer MC, Sperling CD, Nguyen-Nielsen M, 
Lundvall L, Christensen IJ and Høgdall C: Survival of ovarian 
cancer patients in Denmark: Results from the Danish gynae-
cological cancer group (DGCG) database, 1995-2012. Acta 
Oncol 55 (Suppl 2): S36-S43, 2016.

 3. Cho KR and Shih IeM: Ovarian cancer. Annu Rev Pathol 4: 
287-313, 2009. 

 4. Huang J, Hu W and Sood AK: Prognostic biomarkers in ovarian 
cancer. Cancer Biomark 8: 231-251, 2010-2011. 

 5. Lu LF, Boldin MP, Chaudhry A, Lin LL, Taganov KD, Hanada T, 
Yoshimura A, Baltimore D and Rudensky AY: Function of 
miR-146a in controlling Treg cell-mediated regulation of Th1 
responses. Cell 142: 914-929, 2010. 

 6. Labbaye C and Testa U: The emerging role of miR-146A in the 
control of hematopoiesis, immune function and cancer. J Hematol 
Oncol 5: 13, 2012. 

 7. Chen G, Umelo IA, Lv S, Teugels E, Fostier K, Kronenberger P, 
Dewaele A, Sadones J, Geers C and De Grève J: miR-146a 
inhibits cell growth, cell migration and induces apoptosis in 
non-small cell lung cancer cells. PLoS One 8: e60317, 2013. 

 8. Xu T, Zhu Y, Wei QK, Yuan Y, Zhou F, Ge YY, Yang JR, Su H 
and Zhuang SM: A functional polymorphism in the miR-146a 
gene is associated with the risk for hepatocellular carcinoma. 
Carcinogenesis 29: 2126-2131, 2008. 

 9. Kogo R, Mimori K, Tanaka F, Komune S and Mori M: Clinical 
significance of miR‑146a in gastric cancer cases. Clin Cancer 
Res 17: 4277-4284, 2011. 

10. Williams AE, Perry MM, Moschos SA, Larner‑Svensson HM 
and Lindsay MA: Role of miRNA-146a in the regulation of the 
innate immune response and cancer. Biochem Soc Trans 36: 
1211-1215, 2008. 

11. Shen J, Ambrosone CB, DiCioccio RA, Odunsi K, Lele SB and 
Zhao H: A functional polymorphism in the miR‑146a gene and age 
of familial breast/ovarian cancer diagnosis. Carcinogenesis 29: 
1963-1966, 2008. 

12. Wang X, Tang S, Le SY, Lu R, Rader JS, Meyers C and Zheng ZM: 
Aberrant expression of oncogenic and tumor-suppressive 
microRNAs in cervical cancer is required for cancer cell growth. 
PLoS One 3: e2557, 2008. 

13. He H, Jazdzewski K, Li W, Liyanarachchi S, Nagy R, Volinia S, 
Calin GA, Liu CG, Franssila K, Suster S, et al: The role of 
microRNA genes in papillary thyroid carcinoma. Proc Natl Acad 
Sci USA 102: 19075-19080, 2005. 

14. Hurst DR, Edmonds MD, Scott GK, Benz CC, Vaidya KS and 
Welch DR: Breast cancer metastasis suppressor 1 up‑regulates 
miR-146, which suppresses breast cancer metastasis. Cancer 
Res 69: 1279-1283, 2009. 

15. Boldin MP, Taganov KD, Rao DS, Yang L, Zhao JL, Kalwani M, 
Garcia-Flores Y, Luong M, Devrekanli A, Xu J, et al: miR-146a 
is a significant brake on autoimmunity, myeloproliferation, and 
cancer in mice. J Exp Med 208: 1189-1201, 2011. 

16. Chang TC, Yu D, Lee YS, Wentzel EA, Arking DE, West KM, 
Dang CV, Thomas‑Tikhonenko A and Mendell JT: Widespread 
microRNA repression by Myc contributes to tumorigenesis. Nat 
Genet 40: 43-50, 2008. 

17. Zheng H, Liu JY, Song FJ and Chen KX: Advances in circulating 
microRNAs as diagnostic and prognostic markers for ovarian 
cancer. Cancer Biol Med 10: 123-130, 2013. 

18. Di Leva G and Croce CM: The role of microRNAs in the tumori-
genesis of ovarian cancer. Front Oncol 3: 153, 2013.

19. Lee H, Park CS, Deftereos G, Morihara J, Stern JE, Hawes SE, 
Swisher E, Kiviat NB and Feng Q: MicroRNA expression in 
ovarian carcinoma and its correlation with clinicopathological 
features. World J Surg Oncol 10: 174, 2012. 

20. Zheng H, Zhang L, Zhao Y, Yang D, Song F, Wen Y, Hao Q, Hu Z, 
Zhang W and Chen K: Plasma miRNAs as diagnostic and prog-
nostic biomarkers for ovarian cancer. PLoS One 8: e77853, 2013. 

21. Kan CWS, Hahn MA, Gard GB, Maidens J, Huh JY, Marsh DJ 
and Howell VM: Elevated levels of circulating microRNA-200 
family members correlate with serous epithelial ovarian cancer. 
BMC Cancer 12: 627, 2012. 

22. Delf ino KR and Rodr iguez‑Zas SL: Transcr ipt ion 
factor-microRNA-target gene networks associated with ovarian 
cancer survival and recurrence. PLoS One 8: e58608, 2013. 

23. Li H, Xu H, Shen H and Li H: microRNA 106a modulates cispl-
atin sensitivity by targeting PDCD4 in human ovarian cancer 
cells. Oncol Lett 7: 183-188, 2014.

24. Mitamura T, Watari H, Wang L, Kanno H, Hassan MK, 
Miyazaki M, Katoh Y, Kimura T, Tanino M, Nishihara H, et al: 
Downregulation of miRNA-31 induces taxane resistance in 
ovarian cancer cells through increase of receptor tyrosine kinase 
MET. Oncogenesis 2: e40, 2013.

25. Vecchione A, Belletti B, Lovat F, Volini S, Chiappetta G, 
Giglio S, Sonego M, Cirombella R, Onesti EC, Pellegrini P, et al: 
A microRNA signature defines chemoresistance in ovarian 
cancer through modulation of angiogenesis. Proc Natl Acad Sci 
USA 110: 9845-9850, 2013. 

26. Li X, Lu Y, Chen Y, Lu W and Xie X: MicroRNA profile of pacli-
taxel‑resistant serous ovarian carcinoma based on formalin‑fixed 
paraffin‑embedded samples. BMC Cancer 13: 216, 2013. 

27. Vang S, Wu HT, Fischer A, Miller DH, MacLaughlan S, 
Douglass E, Comisar L, Steinhoff M, Collins C, Smith PJ, et al: 
Identification of ovarian cancer metastatic miRNAs. PLoS 
One 8: e58226, 2013. 

28. Pecorelli S: Revised FIGO staging for carcinoma of the vulva, 
cervix, and endometrium. Int J Gynaecol Obstet 105: 103-104, 2009. 

29. Livak KJ and Schmittgen TD: Analysis of relative gene expres-
sion data using real-time quantitative PCR and the 2(-Delta Delta 
C(T)) Method. Methods 25: 402-408, 2001. 

30. Wyman SK, Parkin RK, Mitchell PS, Fritz BR, O'Briant K, 
Godwin AK, Urban N, Drescher CW, Knudsen BS and Tewari M: 
Repertoire of microRNAs in epithelial ovarian cancer as deter-
mined by next generation sequencing of small RNA cDNA 
libraries. PLoS One 4: e5311, 2009. 

31. Cui Y, She K, Tian D, Zhang P and Xin X: miR‑146a inhibits 
proliferation and enhances chemosensitivity in epithelial ovarian 
cancer via reduction of SOD2. Oncol Res 23: 275-282, 2016.

32. Chen Y, Zhang L and Hao Q: Candidate microRNA biomarkers 
in human epithelial ovarian cancer: Systematic review profiling 
studies and experimental validation. Cancer Cell Int 13: 86, 2013.

33. Zaman MS, Maher DM, Khan S, Jaggi M and Chauhan SC: 
Current status and implications of microRNAs in ovarian cancer 
diagnosis and therapy. J Ovarian Res 5: 44, 2012.

34. Garcia AI, Buisson M, Bertrand P, Rimokh R, Rouleau E, 
Lopez BS, Lidereau R, Mikaélian I and Mazoyer S.: 
Down-regulation of BRCA1 expression by miR-146a and 
miR-146b-5p in triple negative sporadic breast cancers. EMBO 
Mol Med 3: 279-290, 2011. 

35. Diaz-Cano SJ: Tumor heterogeneity: Mechanisms and bases for a 
reliable application of molecular marker design. Int J Mol Sci 13: 
1951-2011, 2012. 

36. Kobayashi M, Salomon C, Tapia J, Illanes SE, Mitchell MD 
and Rice GE: Ovarian cancer cell invasiveness is associated 
with discordant exosomal sequestration of Let-7 miRNA and 
miR-200. J Transl Med 12: 4, 2014.

37. Lengyel E: Ovarian cancer development and metastasis. Am J 
Pathol 177: 1053-1064, 2010. 

38. Périgny M, Bairati I, Harvey I, Beauchemin M, Harel F, 
Plante M and Têtu B: Role of immunohistochemical overexpres-
sion of matrix metalloproteinases MMP-2 and MMP-11 in the 
prognosis of death by ovarian cancer. Am J Clin Pathol 129: 
226-231, 2008. 

39. Bachmayr‑Heyda A, Auer K, Sukhbaatar N, Aust S, Deycmar S, 
Reiner AT, Polterauer S, Dekan S and Pils D: Small RNAs and 
the competing endogenous RNA network in high grade serous 
ovarian cancer tumor spread. Oncotarget 7: 39640-39653, 2016.

40. Li Y, VandenBoom TG II, Wang Z, Kong D, Ali S, Philip PA and 
Sarkar FH: MiR-146a suppresses invasion of pancreatic cancer 
cells. Cancer Res 70: 1486-1495, 2010. 

41. Duffy MJ, Bonfrer JM, Kulpa J, Rustin GJ, Soletormos G, 
Torre GC, Tuxen MK and Zwirner M: CA125 in ovarian cancer: 
European group on tumor markers guidelines for clinical use. Int 
J Gynecol Cancer 15: 679-691, 2005. 

42. But I and Gorisek B: Preoperative value of CA 125 as a reflection 
of tumor grade in epithelial ovarian cancer. Gynecol Oncol 63: 
166-172, 1996. 

43. Topalak O, Saygili U, Soyturk M, Karaca N, Batur Y, Uslu T and 
Erten O: Serum, pleural effusion, and ascites CA-125 levels in 
ovarian cancer and nonovarian benign and malignant diseases: A 
comparative study. Gynecol Oncol 85: 108-113, 2002. 

44. Rossi AC, Di Vagno G, Cormio G, Cazzolla A, Stefanelli S, 
D'Elia E and Selvaggi L: A retrospective study of preoperative 
CA 125 levels in 82 patients with ovarian cancer. Arch Gynecol 
Obstet 269: 263-265, 2004. 



WILCZYŃSKI et al:  miR-146a EXPRESSION IN OVARIAN CANCER3214

45. Ayhan A, Guven S, Guven ES and Kucukali T: Is there a 
correlation between tumor marker panel and tumor size and 
histopathology in well-staged patients with borderline ovarian 
tumors? Acta Obstet Gynecol Scand 86: 484-490, 2007. 

46. Markmann S, Gerber B and Briese V: Prognostic value of Ca 
125 levels during primary therapy. Anticancer Res 27: 1837-1839, 
2007. 

47. Mano A, Falcão A, Godinho I, Santos J, Leitão F, Oliveira C 
and Caramona M: CA-125 AUC as a new prognostic factor for 
patients with ovarian cancer. Gynecol Oncol 97: 529-534, 2005. 

48. Moore RG, McMeekin DS, Brown AK, DiSilvestro P, Miller MC, 
Allard WJ, Gajewski W, Kurman R, Bast RC Jr and Skates SJ: 
A novel multiple marker bioassay utilizing HE4 and CA125 for 
the prediction of ovarian cancer in patients with a pelvic mass. 
Gynecol Oncol 112: 40-46, 2009. 

49. Bandiera E, Romani C, Specchia C, Zanotti L, Galli C, Ruggeri G, 
Tognon G, Bignotti E, Tassi RA, Odicino F, et al: Serum human 
epididymis protein 4 and risk for ovarian malignancy algorithm 
as new diagnostic andprognostic tools for epithelial ovarian 
cancer management. Cancer Epidemiol Biomarkers Prev 20: 
2496-2506, 2011. 

50. Steffensen KD, Waldstrøm M, Brandslund I, Petzold M and 
Jakobsen A: The prognostic and predictive value of combined 
HE4 and CA-125 in ovarian cancer patients. Int J Gynecol 
Cancer 22: 1474-1482, 2012. 

51. Kong F, Sun C, Wang Z, Han L, Weng D, Lu Y and Chen G: 
miR-125b confers resistance of ovarian cancer cells to cisplatin 
by targeting pro-apoptotic Bcl-2 antagonist killer 1. J Huazhong 
Univ Sci Technolog Med Sci 31: 543-549, 2011 .

52. Li H, Xu H, Shen H and Li H: microRNA-106a modulates cispl-
atin sensitivity by targeting PDCD4 in human ovarian cancer 
cells. Oncol Lett 7: 183-188, 2014.

53. Bhaumik D, Scott GK, Schokrpur S, Patil CK, Campisi J and 
Benz CC: Expression of microRNA-146 suppresses NF-kappaB 
activity with reduction of metastatic potential in breast cancer 
cells. Oncogene 27: 5643-5647, 2008. 

54. Rayet B and Gélinas C: Aberrant rel/nfkb genes and activity in 
human cancer. Oncogene 18: 6938-6947, 1999. 

55. Pecorelli S, Ngan HYS and Hacker NF (eds): Staging classifica-
tions and clinical practice guidelines for gynaecological cancers. 
A collaboration between FIGO and IGCS. 3rd edition. London: 
FIGO, 2006.


