
Abstract. Background/Aim: During cancer progression
cells undergo epithelial-to-mesenchymal transition (EMT).
Although EMT is a complex process, recently, it has been
reported that CD146 overexpression in prostate cancer cells
is sufficient to induce mesenchymal phenotype. The following
study aimed to investigate whether the expression of CD146
is altered by an epigenetic modifier in prostate cancer cells,
in vitro. Materials and Methods: Three human prostate
cancer cell lines were treated with 5-aza-2-deoxycytidine;
the expression of CD146 and EMT-related factors was
analyzed by RT-PCR and western Blot. The methylation
status of the CD146 promoter area was assessed using
bisulfite sequencing. Results: Our data showed that, the
expression of CD146 was evidently increased in all three
studied cell lines in response to a demethylating agent, both
at the mRNA and protein level, suggesting epigenetic
regulation of the analyzed gene. However, there was no
methylation in the studied CpG island in CD146 gene
promoter. Moreover, the demethylating agent induced the
expression of EMT-related transcription factors (SNAI1,
SNAI2, TWIST1 and ZEB1), the pattern of which differed
among the cell lines, as well as alterations in cell
morphology; altogether accounting for the mesenchymal
phenotype. Conclusion: The demethylating agent 5-aza-2-
deoxycytidine triggers the expression of CD146 in prostate
cancer cells independently on the methylation status of the
analyzed CpG island fragment in CD146 gene promoter.
Moreover, demethylation treatment induces a mesenchymal
profile in prostate cancer cells. 

Mortality from prostate cancer is mainly a consequence of
tumor metastasis, during which a local disease is converted
into a disseminated and often incurable one (1). During the
process of metastasis, cancer cells invade surrounding tissues
and form secondary tumors in distal organs (2, 3). On the
molecular level, down-regulation of cell adhesion molecules,
alteration of cell polarity, and reorganization of actin
cytoskeleton have been observed in metastatic cells (2, 4).
These alterations may correspond to epithelial–to–
mesenchymal transition (EMT), a morphogenetic process in
which cells undergo a developmental switch from a polarized
epithelial phenotype to a highly motile mesenchymal one.
The initial events of this transformation are: the loss of
epithelial markers, followed by increased expression of
mesenchymal markers, and rearrangement of the actin
cytoskeleton (2, 5). Several transcription factors, including
SNAI1, SNAI2, ZEB1, and TWIST1 trigger the EMT by
inhibition of the epithelial phenotype (2, 3). Acquisition of
the mesenchymal phenotype of enhanced cell motility seems
to be the main mechanism underlying metastatic spread of
prostate cancer cells (1). 

CD146 (MCAM, MUC-18) was initially described in 1987
as a protein involved in invasion and progression of malignant
melanoma (6). Recently, its aberrant expression has been
implicated in progression and poor overall survival of many
cancers including prostate cancer (7). Although it is well
established that aberrantly overexpressed CD146 is sufficient
to induce mesenchymal phenotype in prostate cancer cells,
contributing to the aggressiveness of this tumor (8-10), still
little is known about the regulation of its expression in cancer.
Thus far, it has been only proven that increased expression of
CD146 in tumor tissues is not due to translocation,
amplification, or mutation of the respective gene (11). 

In this study, using prostate cancer cell lines as a model, we
showed that the demethylating agent, 5-aza-2-deoxycytidine can
induce CD146 expression and mesenchymal profile in the
studied cells. This finding is of very high importance since 
5-aza-2-deoxycytidine (decitabine) is still considered in the
treatment of solid tumors (12-14), including prostate cancer (15).
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Our results suggest that administration of decitabine may
contribute to expansion of cancer cells by promoting EMT.
Taking into account the important role of CD146 overexpression
in promoting tumor progression (4), including prostate cancer
(5-7), the data presented in this manuscript definitely attract
attention, and should be taken into consideration, when novel
therapeutic strategies with decitabine are being planned. 

Materials and Methods

Cell lines and cell culture. Human prostate cancer cell lines (LNCaP,
Du145, and PC3) and human fibroblast (Hs27) cells were obtained
from the American Type Culture Collection (Rockville, MD USA).
All cells were cultured as described previously (16). Prostate cancer
cell lines were cultured in the absence and presence of 10 μM 5-aza-
2-deoxycytidine for 144 h. Lengthening of incubation time resulted
in a dramatic decrease in cell viability. Fresh medium with or
without 5-aza-2-deoxycytidine (10 μM) was added every 72 h,
according to previously established protocols (17). 

In order to visualize the morphology of living cells, images were
taken in transmission as well as fluorescent mode after a 15-min
incubation with 0.625 μg/ml fluorescein diacetate (FDA), The
distribution of green fluorescence derived from Fluorescein in cells
was examined in a Carl Zeiss Axioplan II (Oberkochen, Germany)
fluorescence microscope integrated with Canon PC1200 camera and
AxioVision 4 V 4.6.3.0. Software. 

RNA isolation and cDNA synthesis. Total amount of RNA was
extracted from cultured cells using RNeasy Plus Mini kit (Qiagen,
Hilden, Germany). The concentration and purity of all isolated RNA
samples were determined with the use of NanoDrop ND-1000
Spectrophotometer (NanoDrop Technologies, Wilmington, DE,
USA). Total RNA (1 μg) was used for cDNA synthesis as described
previously (18).

Reverse transcription polymerase chain reaction (RT-PCR). PCR
reaction was performed using Color OptiTaq PCR Master Mix (2x)
(EURx, Gdansk, Poland) according to the manufacturer’s protocol.
The PCR mixture was prepared according to the procedure as
described previously (18). For all primers used in the study the same
PCR conditions were applied as follows: initial denaturation at 95˚C
for 5 min; followed by 30 cycles: 30 s at 95˚C, 30 s at 58˚C and 
30 s at 72˚C; and final extension at 72˚C for 10 min. Electrophoresis
on the agarose gel (1.5% w/v) containing ethidium bromide was used
for PCR product visualization. Bands were normalized using HPRT.
The following primers were used: CD146 forward (5’-
CCAAGGCAACCTCAGCCATG-3’), CD146 reverse (5’-CTCGAC
TCCACAGTCTGGGA-3’), HPRT forward (5’-TGGCGTCGT
GATTAGTGATG-3’), HPRT reverse (5’-TATCCAACACTTCGT
GGGGT-3’), SNAI1 forward (5’-GGATCTCCAGGCTCGAA AGG3’)
SNAI1 reverse (5’-CATTCGGGAGAAGGTCCGAG-3’), TWIST1
forward (5’-CCGTGGACAGTGATTCCCAG-3’), TWIST1 reverse
(5’-CCTTTCAGTGGCTGATTGGC-3’), ZEB1 forward (5’-
TCCTCGAGGCACCTGAAGAGG’), ZEB1 reverse (5’CAGAGAG
GTAAAGCGTTTATAGCC3’), SNAI2 forward (5’GCTACCC
AATGGCCTCTCTC3’), SNAI2 reverse (5’TTGCCGCAGATCTTG
CAAAC3’). Primers were manufactured by Sigma-Aldrich (St. Louis,
MO, USA). Fluorescence signal of ethidium bromide was detected by
Bio-Rad ChemiDoc™ XRS+ System (Bio-Rad, Hercules, CA, USA). 

Western blot. The cells were lysed and protein concentration was
determined as previously described (19). Protein lysate (30 μg) was
separated by SDS 10% PAGE, and subsequently blotted. The detection
of CD146 protein was performed with primary mouse anti-CD146
antibody (Cell Signaling, Danvers, MA, USA) and secondary anti-
mouse HRP-linked antibody (Cell Signaling), while mouse monoclonal
anti-B-actin antibody (Sigma Aldrich, St. Louis, MO, USA) was used
for loading control detection. For visualization of protein expression,
ECL™ Western Blotting Detection Reagents (GE, Healthcare, Chicago,
ILL, USA) were used. Chemiluminescence signal was detected by Bio-
Rad ChemiDoc™ XRS+ System (Bio-Rad).

Bisulfite sequencing. Genomic DNA was extracted from LNCaP,
Du145, PC3 and Hs27 cells using GenElute Mammalian Genomic
DNA Miniprep Kits (Sigma Aldrich) according to the
manufacturer’s instructions. The quality and concentration of
isolated DNA were assessed using the NanoDrop ND-1000
Spectrophotometer (NanoDrop Technologies). Then, 500 ng of
DNA was modified by treatment with sodium bisulfite using the
EpiTect Fast Bisulfite Kit (Qiagen) according to the manufacturer’s
instructions. Conversion was performed in a MJ Research PTC-200
Thermal Cycler (Bio-Rad). 

The sequence of CD146 gene (11q23.3, NCBI/GRCh38.p12,
119305759-119317130) and its promoter was downloaded from the
database of National Center for Biotechnology Information (NCBI).
The CpG island in CD146 gene promoter (cg 21096399,
NCBI/GRCh38.p12, 119317381-119316788) covers the exon 1,
encoding the transcriptional (NCBI/GRCh38.p12, 119317130) and
translational (NCBI/GRCh38.p12, 119317101) start sites, as well as
the part of 5’ upstream region of the coding sequence (20), presenting
the typical organization of the genes targeted for epigenetic silencing
(21). DNA methylation was assessed in a CpG island fragment
containing 21 CpG sites (out of the 60 CpG dinucleotides present on
the specific CpG island) was assessed using bisulfite sequencing. The
region chosen for the analysis covered exon 1 area (including
transcriptional and translational start sites) since according to wide
genome methylation studies DNA methylation located downstream of
the TSS (exon 1 area), is much more tightly linked to transcriptional
silencing than the methylation located upstream to TSS (22). 

DNA from fibroblasts (Hs27) and commercially available
methylated DNA were bisulfite converted (EpiTec Fast Bisulfite Kit,
Qiagen) and used as unmethylated and methylated control DNA,
respectively. The PCR mixture contained: 100 ng of bisulfite converted
DNA, 1×PCR Rxn buffer (Thermo Scientific, Waltham, MA USA), 0.2
mmol/l dNTP, 1.5 mmol/l MgCl2, 0.2 μmol/l of each primer, and 2 U
Platinum Taq DNA Polymerase (Thermo Scientific). PCR conditions
were: initial denaturation at 95˚C for 5 min; followed by 45 cycles: 30
s at 95˚C, 30 s at 58˚C, and 30 s at 72˚C. The reaction was terminated
for 10 min at 72˚C. Primers for bisulfite-converted DNA were as
follow: forward (5’-GGGATTTTAGGGAGGAGGTT-3’) reverse (5’-
ATAAAACTTCCCAAACTAATC-3’), amplifying product composed
of 200 bp. Primers were manufactured by Sigma-Aldrich. The PCR
products were separated in electrophoresis on the agarose gel (1.5%
w/v) containing ethidium bromide, next were cut from the gel and
cleaned using QIAquick Gel Extraction (Qiagen). Isolated products
were sequenced by Genomed S.A. (Warsaw, Poland).

Densitometry analysis. Densitometry was performed on immunoblot
and gel images (Bio-Rad ChemiDoc™ XRS+ System, Bio-Rad)
using the ImageJ gel analysis tool (23). Intensity of each analyzed
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RT-PCR and Western blot band was normalized to corresponding
HPRT and beta-actin control band, respectively.

Statistical analysis. The Student’s t-test was used to evaluate differences
in expression of CD146 and mesenchymal transcription factors between
control cells and the cells treated with 5-aza-2-deoxycytidine. RT-PCR
and Western blot bands intensity was normalized to corresponding
HPRT and beta-actin bands, respectively. All results are presented as
experimental mean values of three independent experiments. All p-
values >0.05 are considered statistically significant.

Results
Treatment with of 5-aza-2-deoxycytidine increased CD146
expression in prostate cancer cell lines. Initially, we estimated
the influence of the demethylating agent, 5-aza-2-
deoxycytidine, on CD146 expression in three prostate cancer
cell lines: LNCaP, Du145, and PC3. As shown in Figure1A,
the analyzed cell lines differed in the basal level of CD146
mRNA. In case of LNCaP cell line, the one with epithelial
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Figure 1. Influence of demethylating agent on the expression of CD146 in prostate cancer cell lines. RT-PCR analysis for CD146 expression in prostate
cancer cell lines cultured in the absence and presence of 5-aza-2-deoxycytidine (10 μM) for 144 h. HPRT expression was used as an input control (A).
Western blot analysis for CD146 expression in prostate cancer cell lines cultured in the absence and presence of 5-aza-2-deoxycytidine (10 μM) for
144 h. Beta-actin expression was used as a loading control (B). Densitometry analysis of RT-PCR bands intensity normalized to HPRT. Each relative
densitometry value is the average from three independent experiments. The mean±SD is shown. **p<0.01, by student’s t-test, p-value between 0.05
and 0.1 was considered as an indication of a trend (C, left). Densitometry analysis of western blot band intensity normalized to beta-actin. Each relative
densitometry value is the average from three independent experiments. The mean±SD is shown. *p<0.05 by student’s t-test (C, right).



characteristics, CD146 expression was not detectable, whereas
it was clearly visible in Du145 and PC3 cell lines, displaying
mesenchymal features (24, 25). Interestingly, in response to
treatment with 5-aza-2-deoxycytidine, CD146 expression was
evidently induced in all three analyzed cell lines. The RT-PCR
results were subsequently confirmed by Western blot. As
shown in Figure 1B, in accordance with mRNA expression
data, the level of CD146 protein was also increased in all three
prostate cancer cell lines after demethylation treatment. 

Effect of demethylating treatment on the expression of EMT
markers in prostate cancer cell lines. Next, in order to
determine whether demethylating treatment triggers the
mesenchymal profile in prostate cancer cells, we analyzed the
expression of transcription factors regulating the EMT,
SNAI1, SNAI2, TWIST1 and ZEB1 in cells treated with 5-aza-

2-deoxycytidine. As shown in Figure 2, SNAI1 (Snail) was
induced in all the studied cell lines, whereas TWIST1 was
triggered only in those with mesenchymal characteristics
(Du145 and PC3) (24, 25). Increase in expression of SNAI2
(Slug) was observed exclusively in Du145, whereas
overexpression of ZEB1 upon demethylation treatment was
apparent only in LNCaP. Interestingly, all the analyzed
mesenchymal transcription factors, except ZEB1, were clearly
triggered in the Du145 cell line presenting semi-mesenchymal
characteristics (26). In LNCaP cell line, reported as epithelial,
our data revealed that 2 (SNAI1 and ZEB1) out of the 3
transcription factors exhibiting low basal expression (SNAI1,
ZEB1, and SNAI2) were clearly induced. Having observed
that 5 aza-2-deoxycytidine triggers EMT transcriptional
program, we subsequently analyzed the alteration in
morphology of LNCaP, Du145 and PC3 cells under the
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Figure 2. Effect of demethylating agent on the expression of mesenchymal markers in prostate cancer cell lines. RT-PCR analysis for EMT markers
expression in prostate cancer cell lines cultured in the absence and presence of 5-aza-2-deoxycytidine (10 μM) for 144 h. HPRT expression was
used as input control. The representative experiment of 3 independent experiments is shown (A). Densitometry analysis of RT-PCR bands intensity
normalized to HPRT imaged with Bio-Rad ChemiDoc™ XRS+ System (Bio-Rad). Each relative densitometry value is the average from three
independent experiments. The mean±SD is shown. *p<0.05, by student’s t-test, p-value between 0.05 and 0.1 was considered as an indication of a
trend (B).



treatment with 5-aza-2-deoxycytidine. As shown in Figure 3,
the analyzed cells became more round and got circular
morphology, what confirms that they acquired/strengthened
the mesenchymal features. 

Analysis of CD146 gene promoter methylation in prostate
cancer cell lines. Since application of demethylation agent
triggered the expression of CD146 in all studied prostate
cancer cell lines, we hypothesized that CpG island
methylation of CD146 gene promoter may control its
expression in prostate cancer cells. Hence, we studied the
methylation status of CD146 gene promoter region,
including the CpG island covering the transcriptional start
site using direct bisulfite-sequencing PCR. In Figure 4A the
localization of CpG island (cg21096399, 11q23.3,
NCBI/GRCh38.p12, 119317381-119316788) encompassing
exon 1 and the upstream region of the transcription start
site (TSS, NCBI/GRCh38.p12, 119317130) in CD146 gene
promoter is shown. In vitro methylated DNA and DNA

isolated from normal human fibroblasts were used as
methylated and unmethylated control, respectively, to
validate our experimental setup. As determined in Figure
4B, direct bisulfite-sequencing PCR revealed that the
analyzed CpG island fragment was unmethylated in all the
studied prostate cancer cell lines. However, methylation in
different areas than bona fide CpG island might be involved
in CD146 expression silencing in prostate cancer cell lines. 

The relation between CD146 expression and mesenchymal
markers in prostate cancer patients. In order to reveal the
relation between the CD146 expression and mesenchymal
profile in primary tumors, we analyzed three independent
publicly available transcriptome data sets. The strength of the
relationship between the mesenchymal markers and CD146
gene expression was measured using the Spearman rank
correlation method. As determined in Table I, we found that
SNAI2 and ZEB2 were significantly positively correlated with
CD146 in all analyzed data sets; in two out of three data sets,
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Figure 3. Morphological features of prostate cancer cell lines after treatment with a demethylating reagent. The LNCaP, Du145 and PC3 cells were
cultured in the absence or presence of 5-aza-2-deoxycytidine (10 μM) for 144 h and were photographed under a fluorescent microscope. Fluorescein
diacetate (FDA) was used as a vital stain to assay cell viability. 



the CD146 expression was significantly correlated with ZEB1
and TWIST2, whereas the CD146 was positively correlated with
SNAI1 only in one data set. Altogether, our analysis indicated
that there is a relationship between CD146 overexpression and
mesenchymal profile in prostate cancer patients.

Discussion

To the best of our knowledge, this is the first study to
demonstrate that a demethylating agent can induce the
expression of CD146 in parallel to EMT-related transcription
factors in prostate cancer cells, in vitro. Although it was not

directly proven that the mesenchymal profile in prostate cancer
cells was induced by CD146 overexpression, there are
numerous studies showing that a high level of CD146 is linked
to metastasis and progression of this cancer (8-10).
Specifically, Wu et al. reported that CD146 was highly
expressed in human high-grade prostatic intraepithelial
neoplasia tissue sections in comparison to weak expression in
prostatic epithelial cells and the normal prostate gland (8).
They also revealed that CD146 expression correlates with the
in vitro cell motility and invasiveness in human prostate cancer
cell lines, as well as with in vivo metastasis in a mouse model
(9). Moreover, in a subsequent paper of the same group, it was
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Figure 4. Localization and analysis of methylation status of CpG island in the promoter area of CD146 gene. Schematic representation of the
analyzed CD146 gene promoter area, containing a CpG island (marked in grey) encompassing transcription start site (TSS). White arrows indicate
the positions of primers used for bisulfite sequencing of CpG island area. Representation of bisulfite genomic sequencing results of the CD146
promoter CpG island region in normal human fibroblast and commercially available in vitro methylated DNA, used as unmethylated control DNA
(Unmeth-DNA) and methylated control DNA (Meth-DNA), respectively (A). Analysis of methylation pattern in CD146 gene promoter. The figure
shows representative fragment of direct bisulfite genomic sequencing results of the PCR product with 21 CpG dinucleotides (CpGs) within the CpG
island, open circles indicate unmethylated CpG sites whereas closed circle indicate methylated sites (B). 



shown that ectopic expression of CD146 in epithelial human
cancer LNCaP cell line increases its metastatic potential in
mouse model (10). This observation was in accordance with
the study by Zeng et al., who revealed that ectopic expression
of CD146 in epithelial breast cancer cells leads to up-regulation
of mesenchymal markers, significantly promoting cell
migration and invasion (27). Taking into consideration all the
evidence, one may assume that the expression of mesenchymal
transcription factors in analyzed prostate cancer cell lines was
triggered by the CD146 overexpression induced by the
demethylating agent; however, additional experiments are
necessary to prove this concept. In view of foregoing, we
hypothesize that DNA methylation may be the universal
mechanism which controls expression of CD146 in prostate
cancer cells. Importantly, in 2008 Liu et al., using methylation-
specific PCR revealed that CD146 is a target for aberrant
promoter methylation, suggesting that this epigenetic
mechanism may be involved in the aberrant expression of this
gene (28). Surprisingly, however, they reported a correlation
between CD146 overexpression and hypermethylation of the
gene promoter CpG island in advanced prostate cancer (28).
These data were contradictory to the dogma that CpG island
promoter methylation leads to transcriptional silencing (29-31).
Apparently, our detailed analysis of the publication by Liu et
al., revealed that these authors incorrectly defined the position
of CpG island area, and they analyzed area outside the bona
fide CpG island of CD146 gene promoter. The proper
localization of CpG island in the CD146 gene promoter was
published by our group in 2016 (20). Nevertheless, although
Liu et al. incorrectly localized the CpG island, their
observation that methylation status in the promoter area varied
dependently on the disease stage may suggest that the pattern
of methylation changes during prostate cancer progression,
hence indicating involvement of epigenetics regulation of

CD146 gene expression. Of note, differential methylation in
CD146 gene promoter was also revealed in epigenome-wide
association studies, in which DNA methylation profile was
assayed in clinical samples of prostate cancer patients (32, 33).
For instance, a study by Kobayashi et al. on 95 primary
prostate tumors and 86 benign adjacent prostate tissue samples
showed increased methylation in the CD146 promoter area in
prostate cancer cells compared to their benign counterpart. In
total, this study revealed 4,004 gene promoters with statistically
different DNA methylation status between tumors and benign
adjacent prostate tissues; for some of them, including CD146
gene promoter, initial data obtained by Illumina
HumanMethylation27 platform were validated by
pyrosequencing (32). The validation experiment confirmed
higher degree of methylation in prostate cancer in comparison
to normal tissues in the position -238 do -385 in relation to
TSS of CD146 gene (32), which was in proximity (but it did
not cover) to the area analyzed by Liu et al. (-457 do -556 in
relation to TSS of CD146 gene) (28). In another genome-wide
DNA methylation study, Kim et al. (33) using MethylPlex–
next-generation sequencing (M-NGS) technology identified
6,619 promoter methylation events (within±1500 bp flanking
the TSS) present in either normal, benign adjacent, localized,
or metastatic prostate cancer tissue samples. Importantly,
CD146 gene promoter was on the list of 6,619 gene promoters
selected by this approach. In particular, Kim et al. reported a
complete lack of methylation in CD146 gene promoter area
(±1500 in relation to TSS) in 2 normal tissues, as well as the
presence of methylation in exon 1 (900 to 1500 in relation to
TSS) in some patients with benign, localized, and metastatic
tumors. In addition, in some patients with localized and
advanced tumor the methylation was present also in a region
(-600 to 0 in relation to TSS) covering the CpG island area
(33). Even though both research groups, Kobayashi et al. and
Kim et al., reported different methylation status of CD146 gene
promoter area in cancerous tissues in comparison to benign and
normal counterparts, the analysis of gene expression was not
performed in studied tissues samples, thus it is not possible to
conclude whether the methylation in the reported areas anywise
affects the expression of CD146 (32, 33). Since our present
data revealed that the CpG island covering exon 1, the area
tightly linked to transcriptional silencing (22), was
unmethylated, we hypothesize that DNA methylation outside
this CpG island might be responsible for the control of the
CD146 gene expression. Of note, recent studies in the field of
epigenetics revealed that methylation in the upstream and
downstream CpG island shores (up to ±1500 bp) inhibits gene
transcription in cancer cells, whereas CpG island stays as
unmethylated (34, 35). Furthermore, in a recent publication,
Skvortsova et al. reported that CpG islands in prostate and
breast cancer cells display partial methylation encroachment
across the 5’ or 3’ CpG island borders, which is associated with
transcriptional silencing of gene expression (36).
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Table I. Correlation between epithelial–to–mesenchymal transition
(EMT) markers and CD146 expression.

Number of               497                             72                            370
patients
Source                   TCGA                        GEO                         GEO

ID                          PRAD                     GSE2109                GSE21034

Gene             R value   p-Value   R value    p-Value    R value    p-Value

Twist1                X                             X                               X               
Twist2             0.655        ***        0.739         ***             X               
Snai1              0.536        ***            X                               X               
Snai2              0.524        ***          0.5           ***         0.717         ***
Zeb1               0.751        ***            X                            0.809         ***
Zeb2               0.666        ***        0.481         ***         0.702         ***

***p-value<0.001. X, No significant correlation.



Conclusion

For the first time, it was shown that demethylation treatment
induces CD146 expression in prostate cancer cells, although
the DNA methylation in the analyzed CpG island area was not
detected. We also revealed that overexpression of CD146
significantly correlates with mesenchymal profile of prostate
cancer cells, which has previously been confirmed by
someone else. In fact, there were studies showing that
CD146 induces motility, aggressiveness and invasiveness in
prostate cancer, as we described in introduction, but we have
confirmed for the first time that mesenchymal transcription
factors' expression correlates with CD146 expression in
prostate cancer cells (cell lines and primary tumors). These
data seem to be of great importance since, apart from its low
efficacy in initial clinical trials, decitabine (5-aza-2-
deoxycytidine) is still considered in the solid tumor therapy
(12-14). Moreover, recently, epigenetic therapy has been
proposed as a novel approach in the treatment of prostate
cancer (15). Our findings suggest that decitabine triggers the
expression of CD146, a very potent EMT inducer in prostate
cancer cells, indicating that the therapeutic strategies focused
on demethylating agents should be carefully re-considered
before application to prostate cancer patients. 
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