
ORIGINAL RESEARCH
published: 22 October 2019

doi: 10.3389/fonc.2019.01076

Frontiers in Oncology | www.frontiersin.org 1 October 2019 | Volume 9 | Article 1076

Edited by:

Anna Rita Migliaccio,

Icahn School of Medicine at Mount

Sinai, United States

Reviewed by:

Maria Felice Brizzi,

University of Turin, Italy

Maria Munoz Caffarel,

Biodonostia Health Research Institute

(IIS Biodonostia), Spain

*Correspondence:

Huixiang Li

lihuixiang1960@126.com

Specialty section:

This article was submitted to

Cancer Molecular Targets and

Therapeutics,

a section of the journal

Frontiers in Oncology

Received: 14 March 2019

Accepted: 30 September 2019

Published: 22 October 2019

Citation:

Yuan L, Liu Y, Qu Y, Liu L and Li H

(2019) Exosomes Derived From

MicroRNA-148b-3p-Overexpressing

Human Umbilical Cord Mesenchymal

Stem Cells Restrain Breast Cancer

Progression. Front. Oncol. 9:1076.

doi: 10.3389/fonc.2019.01076

RETRACTED: Exosomes Derived
From MicroRNA-148b-3p-
Overexpressing Human Umbilical
Cord Mesenchymal Stem Cells
Restrain Breast Cancer Progression

Lei Yuan 1,2, Yuqiong Liu 1, Yunhui Qu 1, Lan Liu 1 and Huixiang Li 1*

1Department of Pathology, The First Affiliated Hospital of Zhengzhou University, Zhengzhou, China, 2 School of Basic Medical

Sciences, Zhengzhou University, Zhengzhou, China

Exosomes derived from human umbilical cord mesenchymal stem cells (HUCMSCs)

expressing microRNAs (miRs) have been highlighted as important carriers for gene or

drug therapy. Hence, this study aimed to explore the role of exosomal miR-148b-3p

from HUCMSCs in breast cancer. Clinical samples subjected to RT-qPCR detection

revealed that miR-148b-3p was poorly expressed, while tripartite motif 59 (TRIM59)

was highly expressed in breast cancer tissues. Online analyses available at miRanda,

TargetScan, and miRbase databases revealed that miR-148b-3p could bind to TRIM59,

while dual-luciferase reporter gene assay further verified that TRIM59 was a target gene

of miR-148b-3p. Next, miR-148b-3p mimic or inhibitor and siRNA against TRIM59

were delivered into the breast cancer cells (MDA-MB-231) to alter the expression

of miR-148b-3p and TRIM59 so as to evaluate their respective effects on breast

cancer cellular processes. Evidence was obtained demonstrating that miR-148b-3p

inhibited cell proliferation, invasion, and migration, but promoted cell apoptosis in

breast cancer by down-regulating TRIM59. Next, MDA-MB-231 cells were co-cultured

with the exosomes derived from HUCMSCs expressing miR-148b-3p. The results

of co-culture experiments demonstrated that HUCMSCs-derived exosomes carrying

miR-148b-3p exerted inhibitory effects on MDA-MB-231 progression in vitro. In

vivo experimentation further confirmed the anti-tumor effects of HUCMSCs-derived

exosomes carrying miR-148b-3p. Taken together, HUCMSC-derived exosomes carrying

miR-148b-3p might suppress breast cancer progression, which highlights the potential

of exosomes containing miR-148b-3p as a promising therapeutic approach for breast

cancer treatment.
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FIGURE 6 | HUCMSCs-exo-transporting miR-148b-3p suppressed cell proliferation, invasion and migration, but accelerated cell apoptosis. Exosomes were

extracted from HUCMSCs transfected with NC-mimic, miR-148b-3p-mimic NC-inhibitor and miR-148b-3p-inhibitor, namely, Exo-NC-mimic,

Exo-miR-148b-3p-mimic, Exo-NC-inhibitor, and Exo-miR-148b-3p-inhibitor, respectively. MDA-MB-231 cells were co-cultured with HUCMSCs-exo or not (control).

(A) Uptake of HUCMSCs-exo by MDA-MB-231 cells at various time intervals (12th, 24th, and 48th h); green represented CFSE-labeled exosomes and blue

represented DAPI-labeled nucleus (× 400). (B) The expression of miR-148b-3p and TRIM59 in MDA-MB-231 cells was determined by RT-qPCR; C-E, MDA-MB-231

cell proliferation (C), invasion and migration (D), and apoptosis rate (E) were assessed by EdU assay (× 200), Transwell assay (× 400) and flow cytometry. (F) Protein

levels of E-cadherin, N-cadherin, Vimentin, Bcl-2, Bcl-xl, and Bax in MDA-MB-231 cells was determined by Western blot analysis. The above data was expressed as

mean ± standard deviation; comparisons between two groups were analyzed using unpaired t test; *p < 0.05; n = 3. HUCMSCs, human umbilical cord

mesenchymal stem cells; HUCMSCs-exo, HUCMSCs-derived exosomes; miR-148b-3p, microRNA-148b-3p; RT-qPCR, reverse transcription quantitative polymerase

chain reaction; NC, negative control.; EdU, 5-ethynyl-2’-deoxyuridine; Bcl-2, B cell leukemia/lymphoma 2; Bax, Bcl2 associated X protein; TRIM59, tripartite motif59.

elucidate the role by which HUCMSC-exo carrying miR-148b-
3p influences breast cancer. Collectively, our findings provided
evidence demonstrating that HUCMSC-exo carrying miR-148b-
3p could function as a suppressor of breast cancer by down-
regulating the expression of TRIM59.

A notable finding of the current study revealed that miR-
148b-3p was poorly expressed in breast cancer and functioned
as an anti-tumor miR by suppressing cancer cell growth,
migrating, and invasive capabilities of cancer cells, in addition
to promoting cancer cell apoptosis. Mangolini et al. concluded
that patients with breast cancer exhibited decreased expression
of miR-148b-3p, consistent with that of the current study (20).
Similarly, the down-regulation of miR-148b-3p expression has
been previously linked with unsatisfactory survival outcomes in

patients with breast cancer (21). Furthermore, the overexpression
of miR-148b-3p has been previously suggested to be implicated in
the inhibition of cell proliferation and invasion, and promotion
of cell apoptosis in human pituitary adenomas, while we
uncovered a similar effect on breast cancer cells in the current
study (28). Additionally, the overexpression of miR-148a is
widely considered to play a contributory role in suppressing
the invasion and migration of breast cancer cell lines MCF-7
and MDA-MB-231 (29). Moreover, the current study revealed
that TRIM59 gene was highly expressed in breast cancer.
TRIM59 gene has been previously suggested as a novel multiple
tumor marker for tumorigenesis detection during the initial
stages, highlighting its potential as a therapeutic target for
cancer diagnosis and therapy (16). Furthermore, a recent study
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FIGURE 7 | Exosomal miR-148b-3p suppressed tumor formation and EMT in nude mice. After establishment of primary xenograft tumor models by mammary fat pad

injection of MDA-MB-321 cells, tumor bearing nude mice were subjected to injection of PBS (control), Exo-NC-agomir or Exo-miR-148b-3p agomir. (A,B) Observation

and records of tumor volume and weight in nude mice. (C) The expression of miR-148b-3p and TRIM59 in tumor tissues was determined by RT-qPCR. (D) Protein

levels of TRIM59, E-cadherin, N-cadherin, Vimentin, Bcl-2, Bcl-xl, and Bax were measured by Western blot analysis. (E) Levels of TRIM59, Ki-67, E-cadherin,

N-cadherin, and Vimentin were detected by immunohistochemistry (× 400). The above data was expressed as mean ± standard deviation; comparisons between

two groups were analyzed using unpaired t test; comparisons among multiple groups are analyzed by repeated measures ANOVA; *p < 0.05; n = 6 for animal

grouping; n = 3. miR-148b-3p, microRNA-148b-3p; RT-qPCR, reverse transcription quantitative polymerase chain reaction; NC, negative control; Bcl-2, B cell

leukemia/lymphoma 2; Bax, Bcl2 associated X protein; TRIM59, tripartite motif59; ANOVA, analysis of variance.

also noted the up-regulated expression of TRIM59 in breast
cancer cells, which was consistent with our findings (22).
Meanwhile, another study has revealed that TRIM59 down-
regulation contributes to inhibition of proliferation, migration,
and invasion in breast cancer, all of which are crucial factors
in the treatment of breast cancer (23). Consistently, TRIM59
expression knock-down facilitates tumor cell apoptosis and
prevents tumorigenesis (30). Moreover, the current study
revealed that miR-148b-3p targets TRIM59 and negatively
regulates its expression. Hence, these evidences indicate that
miR-148b-3p overexpression inhibits cell proliferation, invasion,
andmigration, while promoting cell apoptosis in breast cancer by
down-regulating TRIM59.

Furthermore, our findings provided evidence indicating that
miR-148b-3p, which can be subsequently transferred into breast
cancer cells via exosomes derived from HUCMSCs, exerts
its function by targeting TRIM59. Exosomes are membrane
vesicles that can be derived from stromal and tumor cells
and play a role in tumorigenesis, contributing to development
of exosomes-based therapies (31, 32). Meanwhile, various cell
types-derived exosomal tumor-suppressive miRs have also been
documented to exert inhibitory effects on tumor growth (33).
For instance, miR-100 has been shown to act as a tumor

suppressor by restraining breast cancer cell migration and
invasion (34). Likewise, MSCs-derived exosomes overexpressing
miR-100 contribute to the suppression of angiogenesis in
breast cancer (35). Moreover, the beneficial effects of miR-
148b have been documented to inhibit tumor cell metastasis
and restrain tumor growth in breast cancer (36). Furthermore,
a previous study revealed that the inhibition of breast cancer
cell proliferation, migration, and invasion could be triggered
by TRIM59 knockdown (23). Those mentioned above are
partially consistent with the most crucial finding of the current
study, whereby HUCMSC-derived exosomes carrying miR-148b-
3p were identified to inhibit cell proliferation, invasion, and
migration, while promoting cell apoptosis in breast cancer by
down-regulating TRIM59.

Taken together, HUCMSC-exo carrying miR-148b-3p have
the potential to serve as a promising miR-targeted therapy for
breast cancer patients, due to its inhibitory effects on tumor cell
proliferation, invasion, and migration, as well as its stimulatory
effect on cell apoptosis in breast cancer (Figure 8). Our
investigation of HUCMSC-exo carrying miR-148b-3p yielded
promising results and an enhanced understanding regarding
its potential as a breast cancer therapeutic strategy. However,
the research is still at the preclinical stage. In addition, the
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FIGURE 8 | miR-148b-3p was delivered into breast cancer cells through HUCMSCs-exo. miR-148b-3p inhibited cell proliferation and EMT while promoted cell

apoptosis by suppressing TRIM59 in breast cancer cells. HUCMSCs, human umbilical cord mesenchymal stem cells; HUCMSCs-exo, HUCMSCs-derived exosomes;

miR-148b-3p, microRNA-148b-3p; Bcl-2, B cell leukemia/lymphoma 2; Bax, Bcl2 associated X protein; EMT, epithelial-mesenchymal transition.

underlying role and mechanism of miR-148b-3p in breast cancer
stills remain to be elucidated. Thus, further investigations are
needed to explore the relevant intrinsic mechanisms.
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