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Prostate cancer is the common malignancy in
males and accounts for 13% o cer-related deaths'. A
majority of prostate tumors are’slow growing, nonlethal,
and usually cured by definitive treatment. However, there
are a small number of patients who experience disease
recurrence after first-line treatments, which may lead to
metastasis and death®*. Therefore, early screening for pros-
tate cancer is significant for its prevention and treatment.

Long noncoding RNAs (IncRNAs) are a type of RNA
transcript that are longer than 200 nucleotides in length
and are implicated in multiple biological processes’.
Recently, IncRNAs were recognized to be diagnostic and
prognostic biomarkers for malignant tumors®’. Second
chromosome locus associated with prostate-1 (SChLAP1)
is one of the most important IncRNAs. It was first iden-
tified by Prensner et al. and is located in the nucleus®.

Previous studies have demonstrated that SChLAPI is
highly overexpressed in a subset of prostate cancers and
is associated with lethal disease’. However, little is known
about the exact mechanism of SChLAP1 in prostate can-
cer development.

MicroRNAs (miRNAs) are a conserved family of
small noncoding RNA molecules that posttranscription-
ally regulate gene expression'’. It was estimated that about
60% of genes can be regulated by miRNAs'". miR-198 is
arecently identified cancer-related miRNA. It was reported
to be downregulated in many cancers, such as hepatocel-
lular carcinoma'?, lung cancer'’, pancreatic cancer', and
ovarian cancer”. Its overexpression has been detected
in retinoblastoma'® and esophageal cancer'. In addition,
miR-198 may suppress the proliferation and invasion of
colorectal carcinoma'®. A recent study identified that
miR-198 negatively regulated Livin expression in prostate
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cancer cell lines". However, the exact expression of
miR-198 and the molecular mechanism underlying its
role in prostate cancer require further exploration.

Many studies have demonstrated that the mitogen-
activated protein kinases (MAPKSs) play an important
role in regulating cancer cell invasion and metastasis™.
MAPKSs have been implicated in a wide array of physi-
ological processes including cell growth, differentiation,
and apoptosis®'. In addition, it was reported that ARF1
promoted prostate tumorigenesis via targeting MAPK
signaling”. More importantly, forced expression of miR-198
significantly decreased p44/42 MAPK activation in both
HepG2 and Hep3B cells'?, implying that miR-198 might
exert its anticancer effect through the inhibition of the
MAPK signaling pathway.

In this study, we explored the impact of SChLAPI in
prostate cancer tissues, cell lines, and mouse models. The
effect of SChLAP1 on miR-198 and MAPK1 was specifi-
cally examined.

MATERIALS AND METHODS
Tissue Samples

Prostate tissues were obtained from the Radical Pros-
tatectomy Series and Rapid Autopsy Program at th
Tissue Core of the Lanzhou University Second Hospigal
All tissue samples were collected with informed cgafent
under an institutional review board (IRB)-afprgve -
tocol at the Lanzhou University Second Hos

Cell Culture

RWPE-1, LNCap, 22Rv
(ATCC, Rockville, MD,
complemented with 10% F
Grand Island, NY, USA). All ce
in a 5% CO, incubator.

echnologies,
ere cultured at 37°C

Quantitative Real-Time Polymerase Chain
Reaction (qRT-PCR)

Total RNA was extracted from cells or tissues using
TRIzol reagent (Invitrogen, Carlsbad, CA, USA) accord-
ing to the manufacturer’s instructions. Equal amounts
of RNA were reversely transcribed to cDNA with the
SuperScript Reverse Transcriptase Kit (Thermo Fisher
Scientific, Waltham, MA, USA). Total cDNA was then
amplified and analyzed by SYBR Green PCR Master
Mix (Thermo Fisher Scientific) in a Fast Real-time PCR
7500 System (Applied Biosystems, Foster City, CA,
USA). The following primers were used: SChLAPI,
5-TGGACACAATTTCAAGTCCTCA-3" (forward) and
5-CATGGTGAAAGTGCCTTATACA-3’ (reverse); miR-
198, 5-GAATTCCAGTACTCGGTAGTTGTCTGG-3’
(forward) and 5-GGTACCGCGGTGCTTTTTCCAATC
TGC-3’ (reverse). The original Ct (cycle of the threshold)
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values were adjusted to GAPDH. Data were converted
and presented as fold changes related to the control.

Northern Blot

Total RNA was denatured with 1 M glyoxal and 50%
DMSO, electrophoresed on agarose gel, and transferred
onto Hybond N* membrane (GE Healthcare, Piscataway,
NJ, USA). After baking at 80°C for 2 h, the blot was
hybridized overnight with **P-labeled probe (2 ng/ml)
and 200 mg/ml salmon sperm DNA at 60°C. The mem-
brane was then washed twice, and the positive bands were
detected after autoradiography using Quantity One (Bio-
Rad, Hercules, CA, USA). Fluorescence intensity was
measured by the Image] software.

Cell Viability Analys

a 96-well plate and trans-
A for various times. Cell via-

» by the CCK-8 Kit (Beyotime
Shajighai, P.R. China) according to the
ctions.

bility was t
Biotgchnpl
manujd8ture

Ffow Cyto Analysis of Apoptosis
C-3 Jtells were transfected with SChLAP1-siRNA
fo 7 After washing with ice-cold PBS, the cells were
spended in annexin V binding buffer and incubated
ith FITC-conjugated annexin V antibody (Cell Signaling
Technology, Danvers, MA, USA) and propidium iodide
(1:100 dilutions) for 15 min at room temperature. The
cells were then analyzed with a Beckman Counter.

Western Blot

Total protein samples from cells and tissues were
prepared using the standard protocol. Equivalent amounts
of protein samples were separated by 10% SDS-PAGE
and transferred to PVDF membranes (Millipore, Bille-
rica, MA, USA). Membranes were then incubated at room
temperature with 5% nonfat dry milk dissolved in T-BST.
The blots were probed overnight with respective primary
antibodies (Abcam, Cambridge, UK) at 4°C and then incu-
bated with HRP-conjugated secondary antibodies (Beyo-
time Biotechnology) at room temperature. Membranes
were extensively washed several times. Proteins were
detected using a ChemiDoc XRS imaging system and
Quantity One analysis software (Bio-Rad). GAPDH was
used as an endogenous reference.

Cell Migration and Invasion Analyses

PC-3 cells transfected with SChLAP1-siRNA or
scramble were cultured in a 24-well chamber. The con-
fluent cell monolayer was stroked with a pipette tip. Cells
were washed to remove detached and damaged cells
and then cultured for 24 h. Cell migration was moni-
tored microscopically, and the migration distance was
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measured from five preset positions for each treatment
condition using the ImageJ software.

The invasion capacity of PC-3 cells was examined
using a Transwell invasion assay. Briefly, cells were
plated in the upper chamber in serum-free medium, and
20% FBS was added to the medium in the lower cham-
ber. After incubating for 24 h, noninvading cells were
removed from the top well with a cotton swab, while
the bottom cells were fixed in 95% ethanol and stained
with hematoxylin. The cell numbers were determined by
counting of the penetrating cells under a microscope at
200x magnification on 10 random fields in each well.

Bioinformatics Data Set

Prediction of the interaction between miR-198 and
SChLAP1 or MAPK1 was performed using DIANATOOLS
(http://diana.imis.athena-innovation.gr/DianaTools)
as previously described™.

Luciferase Reporter Assay

The 3’-UTR of SChLAPI mRNA containing miR-198
binding sites was PCR amplified and inserted downstream
of a Renilla luciferase reporter gene in the pGL3 vector.
A mutant construct containing mutations within the bind-
ing sites was generated using the TaKaRa MutanB
Kit (TaKaRa, Shiga, Japan) according to the manuf:
instructions. PC-3 cells were cotransfected wit
mimics and wild-type or mutant luciferage las-
mid by Lipofectamine 2000 reagent (Invi
four hours after transfection, the lucifezase iti ere

> . A,
normalized to firefly luc1

Animal Work and Experimentdd

Male athymic BALB/c mice (Laboratory Animal Center
of Lanzhou University, Lanzhou, P.R. China) were used
in the present studies. Mice were housed under con-
trolled conditions (25+2°C, 70% humidity, and 12-h
light—dark periods) and fed with a regular sterile chow
diet and water ad libitum. The experimental protocol
was in accordance with the guidelines of the Institutional
Animal Care and Use Committee (IACUC) of Lanzhou
University. All mice were randomly divided into two
groups. One group was subcutaneously inoculated in the
back with 5x10° PC-3 cells that had been transfected
with SChLAP1-siRNA, and the other group was treated
with scrambled PC-3 cells. Animals were monitored for
signs of tumor growth. Tumor volumes were calculated
at 5-30 days after injection according to the formula:
[length (mm)x width (mm)xwidth (mm)x0.52]**. Upon
termination, tumors were harvested, and tumor proteins
were analyzed by Western blot.
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Immunohistochemistry

Tumor sections were prepared essentially as previously
described”. The sections were incubated with VEGF
antibody (Cell Signaling Technology) overnight at 4°C,
followed by incubation with fluorophore-conjugated
secondary antibody (Invitrogen) for 1 h. Sections were
visualized with a fluorescence microscope.

Statistical Analysis

All results were presented as mean+SD. The statistical
significance of the studies was analyzed using Student’s
t-test. The difference was considered to be statistically
significant with a value of p<0.05.

RESULTS

ressed in Prostate

n prostate cancer tissues and their cor-
noncancerous tissues from 40 patients. The
ed that the expression of SChLAP1 was sig-
tly higher in prostate cancer tissues than in normal
es (p<0.01) (Fig. 1A). The expression of SChLAP1

as subsequently measured in RWPE-1 cells and four
prostate cancer cell lines (LNCap, 22Rv1, DU145, and
PC-3). The mRNA expression level of SChLAP1 was
significantly increased in prostate cancer cells compared
with RWPE-1 cells (p<0.01) (Fig. 1B). Furthermore,
Northern blot analysis was performed to determine the
transcription level of SChLAP1. Likewise, the transcrip-
tion of SChLAP1 was remarkably increased in prostate
cancer tissues (p<0.01) (Fig. 1C and E) and cell lines
(p<0.01) (Fig. 1D and F). These results indicated that
SChLAPI was highly expressed in prostate cancer cells.

SChLAPI Knockdown Increases Apoptosis
in Prostate Cancer Cells

Based on the above observations, we next investigated
the role of SChLAPI in prostate cancer cell prolifera-
tion. An siRNA specific for SChLAP1 was designed and
transfected into LNCap and PC-3 cells. According to
gRT-PCR and Northern blot analysis, the relative mRNA
level of SChLAP1 was significantly decreased after the
transfection of SChLAPI1-siRNA (p<0.01) (Fig. 2A).
This revealed that the SChLAPI-siRNA used in the
present study successfully knocked down SChLAPI
in LNCap and PC-3 cells. To determine the role of
SChLAPI in prostate cancer cell growth, cells trans-
fected with SChLAPI1-siRNAs were used in the CCK-8
assay. siRNA-mediated knockdown of SChLAPI sig-
nificantly decreased cell proliferation after 48 or 72 h
posttransfection in LNCap and PC-3 cells, respectively
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was used as a loading control. **p<0.01 versus normal cells or tissues.

(p<0.05) (Fig. 2B and C). In addition, the expres-
sion level of proliferation-associated proteins was mea-
sured in SChLAP1-siRNA-treated cells. The expression
level of Ki-67 and PCNA was obviously decreased
in SChLAPI1-siRNA-treated LNCap and PC-3 cells
(p<0.01) (Fig. 2D-F). On the other hand, flow cytometry
analysis showed that SChLAP1 knockdown significantly
increased the percentage of annexin V* apoptotic cells
(p<0.01) (Fig. 2G and H). Undoubtedly, the apoptosis-
associated proteins caspase 3 and caspase 9 were markedly
increased in SChLAP1-siRNA-treated LNCap and PC-3
cells (p<0.01) (Fig. 21-K). Taken together, these results
indicate that SChLAP1 knockdown may inhibit prolifera-
tion and promote apoptosis in prostate cancer cells.

SChLAPI Knockdown Suppresses the Migration
and Invasion of Prostate Cancer Cells

To investigate the effect of SChLAP1 on cell migration, a
wound healing assay was carried out. The cell migration
levels were significantly reduced in SChLAP1 knock-
down cells (p<0.01) (Fig. 3A and B). Furthermore, the
Matrigel Transwell assay was used to measure the inva-
sion of prostate cancer cells. The capacity for cell invasion
was obviously decreased in LNCap and PC-3 cells after
SChLAPI suppression (Fig. 3C and D). Because VEGF
and MMPs play an important role in tumor progression
by promoting migration and invasion®?’, the effect of
SChLAPI1 knockdown on the expression levels of these
proteins was determined in LNCap and PC-3 cells. As
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Figure 2. SChLAPI1 knockdown increases apoptosis in prostate cancer cells. (A) LNCap and PC-3 cells were transfected with
SChLAP1-siRNA or scramble for 24 h, and the mRNA levels of SChLAP1 were measured by qRT-PCR and Northern blot. (B, C)
LNCap and PC-3 cells were transfected with SChLAP1-siRNA or scramble for 24, 48, 72, and 96 h, and cell viability was assayed
by the CCK-8 kit. (D) Protein levels of Ki-67 and PCNA were assayed by Western blot. (E, F) Quantifications of (D). (G) The cell
apoptosis was analyzed by annexin V flow cytometry. (H) Apoptotic cell quantification for three independent experiments. (I) Protein
levels of caspase 3 and caspase 9 were assayed by Western blot. (J, K) Quantifications of (I). All the experiments were repeated at least
three times, and representative data are shown. GAPDH was used as a loading control. *p<0.05, **p<0.01 versus scramble.

anticipated, the expressions of MMP-9, MMP-14, and The Expression of miR-198 Is Decreased in Prostate

VEGF were significantly decreased after transfection with
SChLAP1-siRNA (p<0.001) (Fig. 3E-H). Taken together,
these findings indicate that SChLAP1 knockdown may
inhibit the migration and invasion of prostate cancer cells
through the downregulation of migration-related proteins.

Cancer Cells

Because miR-198 was a potential tumor suppressor
in prostate cancer'’, bioinformatics analysis was per-
formed. There was an 18-bp matched sequence between
miR-198 and SChLAPI, indicating that they may have
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target-specific selectivity (Fig. 4A). We then investi-
gated the expression of miR-198 in prostate cancer tis-
sues and their corresponding noncancerous tissues from
40 patients. The results showed that the expression of
miR-198 in prostate cancer tissues was significantly lower
than in normal tissues (p<0.01) (Fig. 4B). As before,
we subsequently compared the expression of miR-198
in RWPE-1 cells and prostate cancer cell lines (LNCap,
22Rv1, DU145, and PC-3). The mRNA expression level
of miR-198 was significantly decreased in prostate cancer
cells compared with RWPE-1 cells (p<0.01) (Fig. 4C).
Furthermore, according to Northern blot analysis, the
transcription of miR-198 was remarkably increased in
prostate cancer tissues (Fig. 4D) and cell lines (Fig. 4E) as
well. Collectively, these results indicate that the expres-
sion of miR-198 was markedly decreased in prostate can-
cer cells.

The Interaction Between SChLAP1 and miR-198
Influences the Progression of Prostate Cancer

To further determine the relationship between SChLAP1
and miR-198, the expression level of miR-198 in cells

A SChLAP1
chr3:120395668-120395729 (-

u
11

hsa-miR-198

Q 9y ™ © ®
Relative expression of miR-198

Normal tissues prostate cancer

D
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transfected with SChLAP1-siRNA was detected. The
expression level of miR-198 was significantly increased
in LNCap and PC-3 cells after SChLAPI knockdown
(p<0.001) (Fig. 5A and B). Overexpression or inhibi-
tion of SChLAPI and miR-198 was then carried out.
The results showed that the inhibitor of miR-198 mark-
edly inhibited its expression, but the inhibitory effect was
reduced in the presence of SChLAP1-siRNA (Fig. 5C).
Similarly, overexpression of SChLAP1 partially inhibited
miR-198 mimic-induced miR-198 induction (Fig. 5D). To
further determine the bonding effect between SChLAP1
and miR-198, a luciferase reporter containing exact or
mutant miR23d binding sites was established. The results
showed that the miR-198 mimic significantly decreased
ity of the wild-type SChLAP1 reporter

ighibition-induced reduction of cell apoptosis
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Figure 4. The expression of miR-198 is decreased in prostate cancer cells. (A) Bioinformatics analysis of SChLAP1 and miR-198.
(B) The mRNA levels of miR-198 in 40 prostate cancer tissues and adjacent normal tissues were assayed by qRT-PCR. (C) The mRNA
levels of miR-198 in RWPE-1, LNCap, 22Rv1, DU145, and PC-3 cells were assayed by qRT-PCR. (D) Northern blot analysis of
miR-198 in normal and prostate cancer tissues. The samples from four randomly selected patient tumors are presented. (E) The mRNA
levels of miR-198 in RWPE-1, LNCap, 22Rv1, DU145, and PC-3 cells were assayed by Northern blot. All experiments were repeated
at least three times. GAPDH was used as a loading control. **p<0.01 versus normal cells or tissues.
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Figure 5. The interaction between SChLAP1 and miR-198 influences the progression of prostate cancer. (A, B) LNCap and PC-3 cells
were transfected with SChLAP1-siRNA for 24 h, and the levels of miR-198 were measured by Northern blot (A) and qRT-PCR (B).
(C) PC-3 cells were transfected with SChLAP1-siRNA and/or the miR-198 inhibitor for 24 h, and the levels of miR-198 were measured by
Northern blot. (D) PC-3 cells were transfected with synthetic SChLAP1 and/or the miR-198 mimic for 24 h, and the levels of miR-198
were measured by Northern blot. (E) PC-3 cells were transfected with wild-type or mutant SChLAP1 reporter plasmid and cotrans-
fected with the miR-198 mimic for 24 h. Cell lysates were assayed for luciferase activity. (F) Quantification of cell viability assay.
(G) Quantification of cell apoptosis assay. (H) Quantification of cell migration. (I) Quantification of cell invasion. All experiments were
repeated at least three times. GAPDH was used as a loading control. **p<0.01, ***p<0.001.
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(p<0.01) (Fig. 6). These results suggest that SChLAP1
may regulate the expression of miR-198 and subsequently
influence the progression of prostate cancer.

SChLAPI Activates the MAPKI Signaling Pathway

Many studies have reported that MAPKs play an
important regulatory role in cancer progression, and
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our bioinformatics analysis indicated that miR-198 and
MAPKI1 had a targeted correlation (Fig. 6A). Based
on this, we further investigated whether inhibition of
SChLAPI and/or miR-198 would affect the MAPKI1
pathway. SChLAP1 knockdown significantly decreased
the phosphorylation of MAPK1, whereas the inhibition
of miR-198 had exactly the opposite effect (p<0.01)
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Figure 6. SChLAP1 activates the MAPKI1 signaling pathway. (A) Bioinformatics analysis of miR-198 and MAPKI1. (B) PC-3 cells
were transfected with SChLAP1-siRNA and/or the miR-198 inhibitor for 24 h, and the levels of phosphorylated MAPK1, phosphory-
lated ELK-1, F-actin, and PAK1 were measured by Western blot. (C—F) Quantification of Figure 3B. All experiments were repeated at

least three times. GAPDH was used as a loading control. **p<0.01.
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(Fig. 6B and C). In addition, SChLAP1-siRNA com-
bined with the miR-198 inhibitor notably weakened the
effect of the miR-198 inhibitor alone (p<0.01). Since
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(p<0.01) (Fig. 6B and D-F). These results indicate that
the interaction of SChLAP1 and miR-198 may contribute
to MAPKI1 activation.

ELK-1, F-actin, and PAK1 are major target genes of
MAPKI1 and play an important role in cancer progres-
sion, the expression of phosphorylated ELK-1, F-actin,
and PAK1 was examined. Unsurprisingly, the expression
of these proteins showed changes similar to p-MAPK1

SChLAPI Knockdown Relieves Tumor Growth
and Metastasis In Vivo

We next assessed the role of SChLAP1 on tumor
progression in a mouse model for prostate cancer. The
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Figure 7. SChLAP1 knockdown relieves tumor growth and metastasis in vivo. (A) Male mice were injected intraperitoneally with
SChLAP1 knockdown or scramble PC-3 cells; the tumor size was measured using a ruler at 30 days. (B) Calculation of tumor volume
at 5, 10, 15, 20, 25, and 30 days after injection. (C) Northern blot analysis of SChLAP1, miR-198, and MAPKI1 in the tumor tissues.
(D) Quantitation of (C). (E) Western blot analysis of phosphorylated ELK-1, F-actin, and PAK1 in the tumor tissues. (F) Quantitation
of (E). (G) immunohistochemistry analysis of MMP-14 in the tumor tissues. All experiments were repeated at least three times.
GAPDH was used as a loading control. *p<0.05, **p<0.01, ***p<0.001 versus control tissues.
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tumor volume in the SChLAP1 knockdown mouse model
was markedly smaller than in the scrambled model at
25-30 days (p<0.01) (Fig. 7A and B). The Northern
blot results showed that tissues from the SChLAP1 knock-
down mouse model exhibited a higher miR-198 expres-
sion and a lower MAPK1 expression when compared to
the scrambled model (p<0.001) (Fig. 7C and D). In addi-
tion, the Western blot showed that expression of p-ELK-1,
F-actin, and PAK1 was decreased in the SChLAP1 knock-
down mouse model (p<0.01) (Fig. 7E and F). Further-
more, immunohistochemistry staining showed that the
expression of migration-related protein MMP-14 was sig-
nificantly decreased in the SChLAP1 knockdown mouse
model (Fig. 7G). Taken together, these results indicate
that SCHLAP1 modulates tumor growth and migration
via the miR-198/MAPKI1 signaling pathway.

DISCUSSION

In this study, we investigated the role of SChLAPI
in prostate cancer and have made several novel observa-
tions. (1) SChLAPI is highly expressed in prostate cancer
and closely related to tumor progression. (2) miR-198 has
a low expression in prostate cancer cells. (3) SChLAP1
can target and downregulate the expression of miR-

(4) miR-198 and MAPKI1 are involved in the
promoting effect of SChLAPI.

Accumulating evidence suggests thag | play
diverse roles in human carcinoma®?. y
IncRNAs have been linked to tumog ighr as

oncogenes or tumor suppressors. Alt the uftderlying

mechanism of many of t RN Agremaigs to be eluci-
dated, itis clear that Inc i ysregulation
of gene expression in prost tch then results in
cancer initiation, developme¥and progression™.

One of the first IncRNAs @8covered to be highly
upregulated in prostate cancer was prostate cancer antigen
3 (PCA3), which was initially discovered via expression
profiling of a prostate sample’'. Recently, SChLAP1 was
found to be overexpressed in a subset of prostate cancers.
SChLAPI levels independently predict poor outcomes,
including metastasis and prostate cancer-specific mortal-
ity®. SChLAP1 was also overexpressed in bladder cancer
and resulted in cell growth arrest, apoptosis induction,
and migration inhibition™. In the present work, we found
that there was also a significant increase in SChLAP1
expression in prostate cancer samples compared with
their adjacent histologically normal tissues, and simi-
lar results were observed in the corresponding cell lines
and mouse models. Furthermore, our studies found that
SChLAPI1 knockdown significantly accelerated apopto-
sis and suppressed the migration and invasion abilities of
prostate cancer cells. The expression of cell migration-
related proteins MMP-9/MMP-14/VEGF was obviously
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inhibited by SChLAP1 knockdown. This provided strong
evidence that SChLAPI1 acts as an oncogene in human
prostate cancer.

Previous research has demonstrated the tumor-
suppressive functions of miR-198 in various human cancers
such as esophageal, gastric, and pancreatic cancers'*'",
In addition, the mechanism of the tumor-suppressive
functions of miR-198 has also been investigated by
many researchers. Wang et al. demonstrated that miR-198
repressed tumor growth and metastasis in colorectal can-
cer by targeting fucosyl transferase'®. Yang et al. found
that miR-198 inhibited proliferation and induced apopto-
sis of lung cancer cells via targeting FGFR1". However,
very few studies have addressed the function of miR-198
in prostate cafié@s There has only been a study showing

tion between them was confirmed in vitro and

. These findings not only testified to the regula-

ole but also presented a potential upstream target for
iR-198 in prostate cancer.

Numerous studies have demonstrated that MAPK
signaling pathways play an important role in prostate can-
cer growth and metastasis®*. There are three conserved
MAPKSs, including c-jun NH,-terminal kinases (JNK),
extracellular signal-regulated kinases (ERKs), and the
p38 groups™. In particular, MAPK/ERK activation is
strongly linked to cell growth, proliferation, survival, and
differentiation”. Several studies have indicated that sup-
pression of MAPKs had the potential to prevent invasion
and metastasis in various cancers®**®. In addition, some
miRNAs are involved in the regulation of MAPKSs, such
as miR-198"% In our study, we first found a potential
binding domain between miR-198 and MAPK1. SChLAP1
knockdown, which caused miR-198 upregulation, sig-
nificantly inhibited the phosphorylation of MAPK1. On
the contrary, the inhibition of miR-198 notably increased
the phosphorylation of MAPK1. Accordingly, the down-
stream genes of MAPKSs went along with the change of
MAPKI. Furthermore, an in vivo study also showed that
SChLAP1 knockdown could increase miR-198 expres-
sion, inhibit MAPKI1 signaling, and subsequently inhibit
tumor cell growth and metastasis.

In vitro and in vivo gain-of-function and loss-of-
function experiments indicate that SChLAPI is critical for
cancer cell invasiveness and metastasis by antagonizing
the genome-wide localization and regulatory functions
of the SWI/SNF chromatin-modifying complex®. In this
study, we have proposed a new mechanism through which
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SChLAPI exerts its oncogenic role in prostate cancer at
the level of miRNAs. Our results revealed that SChLAP1
may competitively bind miR-198 and modulate the
expression of MAPKI1 indirectly in prostate cancer cells.
Understanding the precise molecular mechanism is vital
for exploring new potential strategies for early diagnosis
and therapy. Our experimental data also suggest that tar-
geting the SChLAP1-miR198—-MAPKI1 axis may repre-
sent a novel therapeutic application in prostate cancer.
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