Cross-Species Proteomics Identifies CAPG and SBP1 as
Crucial Invasiveness Biomarkers in Rat and Human
Malignant Mesothelioma
Joëlle S Nader, Alice Boissard, Cécile Henry, Isabelle Valo, Véronique Verrièle,
Marc Grégoire, Olivier Coqueret, Catherine Guette, Daniel L Pouliquen

To cite this version:
Joëlle S Nader, Alice Boissard, Cécile Henry, Isabelle Valo, Véronique Verrièle, et al.. Cross-Species
Proteomics Identifies CAPG and SBP1 as Crucial Invasiveness Biomarkers in Rat and Human Malignant Mesothelioma. Cancers, 2020, �10.3390/cancers12092430�. �inserm-02945810�

HAL Id: inserm-02945810
https://www.hal.inserm.fr/inserm-02945810
Submitted on 22 Sep 2020

HAL is a multi-disciplinary open access
archive for the deposit and dissemination of scientific research documents, whether they are published or not. The documents may come from
teaching and research institutions in France or
abroad, or from public or private research centers.

L’archive ouverte pluridisciplinaire HAL, est
destinée au dépôt et à la diffusion de documents
scientifiques de niveau recherche, publiés ou non,
émanant des établissements d’enseignement et de
recherche français ou étrangers, des laboratoires
publics ou privés.

cancers
Article

Cross-Species Proteomics Identifies CAPG and SBP1
as Crucial Invasiveness Biomarkers in Rat and
Human Malignant Mesothelioma
Joëlle S. Nader 1 , Alice Boissard 2 , Cécile Henry 2 , Isabelle Valo 2 , Véronique Verrièle 2 ,
Marc Grégoire 1 , Olivier Coqueret 3 , Catherine Guette 2 and Daniel L. Pouliquen 3, *
1
2

3

*

Université de Nantes, Inserm, CRCINA, F-44000 Nantes, France; joelle03nader@gmail.com (J.S.N.);
marc.gregoire@inserm.fr (M.G.)
Université d’Angers, ICO Cancer Center, Inserm, CRCINA, F-44000 Nantes, France;
alice.boissard@ico.unicancer.fr (A.B.); cecile.henry@ico.unicancer.fr (C.H.);
isabelle.valo@ico.unicancer.fr (I.V.); Veronique.Verriele@ico.unicancer.fr (V.V.);
catherine.guette@ico.unicancer.fr (C.G.)
Université d’Angers, Inserm, CRCINA, F-44000 Nantes, France; olivier.coqueret@univ-angers.fr
Correspondence: daniel.pouliquen@inserm.fr; Tel.: +33-241-352854

Received: 16 July 2020; Accepted: 23 August 2020; Published: 27 August 2020




Abstract: Malignant mesothelioma (MM) still represents a devastating disease that is often
detected too late, while the current effect of therapies on patient outcomes remains unsatisfactory.
Invasiveness biomarkers may contribute to improving early diagnosis, prognosis, and treatment for
patients, a task that could benefit from the development of high-throughput proteomics. To limit
potential sources of bias when identifying such biomarkers, we conducted cross-species proteomic
analyzes on three different MM sources. Data were collected firstly from two human MM cell lines,
secondly from rat MM tumors of increasing invasiveness grown in immunocompetent rats and human
MM tumors grown in immunodeficient mice, and thirdly from paraffin-embedded sections of patient
MM tumors of the epithelioid and sarcomatoid subtypes. Our investigations identified three major
invasiveness biomarkers common to the three tumor sources, CAPG, FABP4, and LAMB2, and an
additional set of 25 candidate biomarkers shared by rat and patient tumors. Comparing the data to
proteomic analyzes of preneoplastic and neoplastic rat mesothelial cell lines revealed the additional
role of SBP1 in the carcinogenic process. These observations could provide new opportunities to
identify highly vulnerable MM patients with poor survival outcomes, thereby improving the success
of current and future therapeutic strategies.
Keywords: malignant mesothelioma; biomarkers; proteomics; macrophage-capping protein;
fatty acid-binding protein; laminin subunit beta-2; selenium-binding protein 1; carcinogenesis

1. Introduction
The management of malignant mesothelioma (MM) remains a challenge today given its complex
biology and aggressiveness, and the absence of specific early symptoms [1]. The effect of current and
new therapies on overall survival also remains very modest [2], prompting the need to search for
biomarkers that could improve early diagnosis, prognosis, and treatment [3]. Sequential Window
Acquisition of all Theoretical Mass Spectra (SWATH-MS) has recently emerged as a promising new tool
in cancer proteomics, making it possible to identify biomarkers of increasing stages of invasiveness in
MM experimental models, for example [4].
Proteomic analyzes of MM have already provided lists of putative cancer biomarkers,
although significant differences are observed between primary and commercial MM cell lines [5],
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for example, emphasizing the need to use best-suited preclinical cellular models [6]. Moreover,
long-established human cell lines [7], some genetically engineered mouse models [8], and subcutaneous
xenograft models of human tumors [9,10] often fail to predict drug effects in clinical practice.
Therefore, to recapitulate the spectrum of tumor heterogeneity seen in patients, and limit the impact of
differences in stromal conditions observed between patient and cancer models, cross-species proteomic
analyzes are suggested to improve preclinical evaluation [11].
Remembering the importance of potential sources of bias when identifying biomarkers with
potential application in oncology [12,13], to determine which invasiveness biomarkers identified in
MM experimental models evolved similarly in human MM, we compared lists of proteins of interest
from three biological sources. Data were collected firstly from two MM cell lines, secondly from
rat MM tumors grown in syngeneic immunocompetent animals and human MM tumors grown in
immunodeficient mice, and thirdly from paraffin-embedded sections of patient MM tumors of the
epithelioid and sarcomatoid subtypes. The results identified one main biomarker, CAPG, associated with
invasiveness and common to all three categories of tumors and human cell lines. Moreover, two other
biomarkers were common to the three tumor sources, while 25 other candidates of interest were shared
by rat and patient MM tumors. Finally, comparing these data with proteomic analyzes of a large
collection of preneoplastic and neoplastic rat mesothelial cell lines revealed the additional role of SBP1
in the carcinogenic process.
2. Results
2.1. Characterization of Cell Lines and MM Tumors
The four rat MM tumor models shared a sarcomatoid morphology of tumor cells but differed in
their infiltrative potential. The M5-T2 tumor is noninvasive, with tumor cell development restricted to
the omentum without liver capsular breakthrough (Figure 1A, top left). The F4-T2 tumor is moderately
invasive with a regular tumor front (Figure 1A, top right). The F5-T1 and M5-T1 tumors are both
characterized by deep infiltration of the liver with irregular tumor fronts, however their respective
tumor cells differ in their levels of atypia (Figure 1A, bottom). The highly invasive nature of the M5-T1
tumor is also revealed by necrosis of the liver parenchyma and the presence of apoptotic hepatocytes
at the tumor front (Figure 1A, bottom right), associated with the specificities of its proteome [4].
The mean time required for macroscopic tumor development following the injection of 3–5 × 106 cells
i.p. into syngeneic rats also differs among the four models: five weeks for M5-T2, four weeks for F4-T2,
and three and a half weeks for F5-T1 and M5-T1.
The tumor rate development of the two models of human MM xenografts grown in NOD SCID
mice (mice homozygous for the severe combined immune deficiency spontaneous mutation Prkdcscid ,
characterized by an absence of functional T cells and B cells) also differed markedly, with six weeks for
MM34 versus three and a half weeks for MM163. These differences were also confirmed at microscopic
level, as MM163 was characterized by tumor cells with heterogeneous nuclei in size and shape,
prominent nucleoli, the presence of mitotic figures, and frequent atypia (Figure 1B, right) compared
with MM 34 (Figure 1B, left).
The two sarcomatoid MM tumors from patients (SMM-1 and S-MM-2) were characterized by
abundant intercellular collagen deposition, the presence of spindle-shaped tumor cells with oval nuclei,
considerable heterogeneity in cell dimensions, and frequent atypia (Figure 1C, right column). The two
epithelioid MM tumors (EMM-1 and EMM-2) contained tumor cells with abundant eosinophilic
cytoplasm, round nuclei, and mild nuclear atypia (Figure 1C, left column).
One of the most frequent genomic alterations found in MM concerned CDKN2A, observed in the
different histologic types [14]. Analysis of mRNA levels of this gene by qRT PCR in cell lines from the
two species has previously revealed a comparable decreased relative expression in human pleural
MM cell lines relative to normal mesothelial cells, and in rat MM cell lines relative to preneoplastic
mesothelial cell lines [15]. Additionally, Cdkn2a relative expression was even more decreased in the
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three invasive MM cell lines (F4-T2: 2.54; F5-T1: 2.10; and M5-T1: 0.79) relative to the non-invasive
M5-T2 cell line (4.97) [15]. The bi-allelic deletion of the CDKN2A gene, further confirmed in a list of
MM human cell lines including the least invasive MM34 (Meso 34), was found to be strongly associated
with overexpression of IL34 and weakly with mutations of the NF2 gene (with no association with other
genetic alterations in BAP1, LATS2 or TP53 genes) [16]. MM163 (Meso 163) differed from MM34 by a
homozygous deletion of the IFNB1 gene (located in the same 9p21.3 chromosome region as CDKN2A)
that encodes IFN-β [17]. A transcriptomic analysis of the group of human MM cell lines sharing the
same features as MM163, comparing cells exposed to measles virus with untreated cells, revealed these
cells were characterized by a weak IFN-I response, some canonical pathways involved in antigen
2020, 12, x
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Figure 1. Histological features of the three sources of malignant mesothelioma MM tumors.
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tumor (T) histological sections included liver tissue (L) and tumor cells exhibiting increasing levels of
invasiveness. (B) Xenografts of human MM tumors grown in NOD SCID mice, with the corresponding
cell line names indicated on the external side of the photographs. (Om) = omentum, (G) = gut,
(S) = spleen. The large open arrow shows a mitotic figure. (C), Human MM tumors from patients.
EMM-1 and EMM-2 (left column) = epithelioid histotype, SMM-1 and SMM-2 (right column) =
sarcomatoid histotype.

2.2. Main Biomarkers Sharing the Same Evolution in the Three Sources of MM Tumors
SWATH-MS data on increased MM tumor invasiveness were collected from (1) comparison
of the three invasive rat MM tumors (F4-T2, F5-T1, M5-T1) versus the noninvasive one, M5-T2;
(2) comparison of Meso 163 xenografts versus Meso 34 human MM tumors grown in immunodeficient
mice; and (3) comparison of human MM tumors from patients, sarcomatoid versus epithelioid subtypes.
The main findings are summarized in Table 1. The number of proteins with a fold change > 1.5
and statistical p-value < 0.05 estimated by MarkerView was 433, 133, and 191 in each experiment,
respectively. Volcano plots for comparisons (1) (2) and (3) are provided in Figure 2A–C, respectively.
Comparing these lists, represented by the green, brown, and orange circles, respectively (illustrated in
Figure 2D), led us to identify a first pattern of common changes observed in the three experiments
and shared by the macrophage-capping protein (encoded by CAPG), the fatty acid-binding protein,
adipocyte (encoded by FABP4), and the laminin subunit beta-2 (encoded by LAMB2). These proteins
are involved in actin filament finding, lipid transport (fatty acid binding) and extracellular matrix
constitution (cell adhesion), respectively. Additional consideration of the comparison of Meso 163
versus Meso 34 human MM cell lines revealed that CAPG was the only biomarker exhibiting similar
changes (a strong tendency was also observed for LAMB2), while there were no significant changes
for FABP4 (Table 1 and Figure 3). No additional change was observed in the comparison of invasive
versus noninvasive rat MM cell lines for the three proteins.
Table 1. Summary of proteomics biomarkers of MM invasiveness and carcinogenesis. Abundance changes:
+ p < 0.05; - ns (p > 0.09); (+) tendency (0.05 < p < 0.09).
Protein

Rat MM

Patient MM

Human Xenografts

Human MM Cell Lines

Rat MM Carcinogenesis

CAPG

+

+

+

+

+/−

FABP4
LAMB2

+
+

+
+

+
+

−
(+)

−
−

PARP1
NSF
IMDH2

+
+
+

+
+
+

(+)
(+)
(+)

+
+
+

−
−
−

ANXA5
VAT1
SBP1

+
+
+

+
+
+

−
−
−

+
+
+

−
+/−
+

COX2
SC22B
FINC

+
+
+

+
+
+

−
−
−

(+)
(+)
(+)

−
−
+/−

RAB31

+

+

−

−

+

DPYL3
LRC59
LTOR1
TPM3
ERP29
PRAF3
IDH3A
FRIL1
VATB2
RS18
EHD2
SEPT7
ALBU
HBA

+
+
+
+
+
+
+
+
+
+
+
+
+
+

+
+
+
+
+
+
+
+
+
+
+
+
+
+

−
−
−
−
−
−
−
−
−
−
−
−
−
−

−
−
−
−
−
−
−
−
−
−
−
−
−
−

−
−
−
+/−
−
−
−
−
−
−
−
−
−
−

HBB

+

+

−

−

−
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A second pattern of common changes was represented by proteins sharing the same differences
between rat and human MM but showing no significant changes in human MM xenografts.
Three proteins were involved, poly [ADP-ribose] polymerase 1 (encoded by PARP1), vesicle-fusing
Cancers 2020,
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Volcano plots and schematic representation of the comparative proteomic analyzes.
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2.3. Additional Biomarkers of Interest Common to Rat and Human MM
Several additional conclusions were drawn from the common changes in abundance limited to rat
and patient MM tumors. Firstly, in the 3 versus 1 comparative analysis (Figure 2D), among the
18 proteins exhibiting a common increase, annexin A5 (encoded by ANXA5), involved in the
blood coagulation cascade (anticoagulant), was the only one showing the same pattern of changes
in human MM cell lines (Figure 4). Moreover, three more proteins revealed the same tendency,
cytochrome c oxidase subunit 2 (encoded by MT-CO2), vesicle-trafficking protein SC22b (encoded by
SEC22B), and fibronectin (encoded by FN1) (Table 1 and Figure 4). These proteins are involved in
electron transport (respiratory chain), vesicle-mediated transport (membrane), and extracellular matrix
structural composition (cell adhesion and motility), respectively. Finally, among the seven other
proteins exhibiting a decreased abundance, two presented the same pattern, selenium-binding protein
1 (encoded by SELENBP1), an oxidoreductase also involved in protein transport, and synaptic vesicle
Cancers 2020, 12, x
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Figure 4. Main invasiveness biomarkers in human vs. rat MM, and cell lines. Proteins showing
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We next investigated whether some of the 28 candidate biomarkers (the 18 increased and
7 decreased proteins listed in the 3 versus 1 comparison, plus CAPG, FABP4, and LAMB2) common to
the rat and human MM (Figure 2D) exhibited additional abundance changes during the carcinogenesis
process. For that purpose, we first examined the SWATH-MS proteomic data of the whole biocollection
of rat mesothelial cell lines, looking in particular at the list of 674 proteins differentiating preneoplastic
cell lines with sarcomatoid versus epithelioid morphology [18]. In a second step, we compared this
list to another list of 192 proteins discriminating the two subgroups of preneoplastic cell lines with
sarcomatoid morphology PNsarc2 vs. PNsarc1, which differ in their relative expression of Hif1a [18].
Finally, comparing the 94 proteins exhibiting significant abundance changes in the two previous
situations with the 28 candidate biomarkers described above (see Figure 2D and Sections 2.2 and 2.3),
led to six proteins common to the four proteomic analyzes (Figure 6A). The absence of FABP4 in this
list (the protein was not detected in cells) suggests a location in the stroma.
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2.4. Candidate Biomarkers Common to Xenografts and Rat or Patient MM
Compared with the previous situation (3 versus 1), the numbers of common proteins found in
conditions 2 versus 1, and 3 versus 2, were significantly reduced (Figure 2D). Among these lists, the
parallel increase in prohibitin (encoded by PHB), and decrease in peroxiredoxin-6 (encoded by
PRDX6) and ezrin (encoded by EZR) have previously been reported to be linked to the acquisition of
invasive properties in rat MM models [4]. Moreover, these lists contain several candidate
invasiveness biomarkers common to MM and other cancer types and reported in the literature,
including gelsolin (encoded by GSN), profiling-1 (encoded by PFN1), glutathione-S-transferase P
(encoded by GSTP1), keratin, type I cytoskeletal 10 (encoded by KRT10), and serpin H1 (encoded by
SERPINH1) [13].
2.5. Abundance Changes during Rat MM Carcinogenesis
We next investigated whether some of the 28 candidate biomarkers (the 18 increased and 7
decreased proteins listed in the 3 versus 1 comparison, plus CAPG, FABP4, and LAMB2) common to
the rat and human MM (Figure 2D) exhibited additional abundance changes during the
carcinogenesis process. For that purpose, we first examined the SWATH-MS proteomic data of the
whole biocollection of rat mesothelial cell lines, looking in particular at the list of 674 proteins
differentiating preneoplastic cell lines with sarcomatoid versus epithelioid morphology [18]. In a
second step, we compared this list to another
list 6.ofCont.
192 proteins discriminating the two subgroups
Figure
of preneoplastic cell lines with sarcomatoid morphology PNsarc2 vs. PNsarc1, which differ in their
relative expression of Hif1a [18]. Finally, comparing the 94 proteins exhibiting significant abundance
changes in the two previous situations with the 28 candidate biomarkers described above (see Figure
2D and Sections 3.2 and 3.3), led to six proteins common to the four proteomic analyzes (Figure 6A).
The absence of FABP4 in this list (the protein was not detected in cells) suggests a location in the
stroma.
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Interestingly, among these six proteins, selenium-binding protein 1 (SBP1, encoded by Selenbp1)
was the only one exhibiting a continuous decrease from the different subgroups of preneoplastic cell
Interestingly, among these six proteins, selenium-binding protein 1 (SBP1, encoded by Selenbp1)
lines with epithelioid morphology to PNsarc1 and PNsarc2, including a final additional decrease in
was the only one exhibiting a continuous decrease from the different subgroups of preneoplastic cell
neoplastic cell lines (Table 1 and Figure 6D). Conversely, for CAPG and RAB31, protein abundances in
lines with epithelioid morphology to PNsarc1 and PNsarc2, including a final additional decrease in
neoplastic cells differed significantly from only one of the two groups of preneoplastic cell lines (Table 1
and Figure 6B,C). For comparison, proteomic data for LAMB2 revealed the absence of significant
changes within the different groups and subgroups of preneoplastic cell lines, while there was a
dramatic decrease in all neoplastic cell lines (Table 1 and Figure 6E). For fibronectin, the evolution of
abundance showed a progressive rise within the first four subgroups of preneoplastic cell lines but as
above discrimination with neoplastic cells was incomplete (Table 1 and Figure S1). Finally, for TPM3
and VAT1, no clear evolution was observed within the different groups and subgroups of preneoplastic
cells in comparison with neoplastic cells (Table 1 and Figure S1).
3. Discussion
This study investigated the proteomic changes associated with MM invasiveness that were
common to experimental and human cell lines or tumor models generated in the F344 rat, human tumor
xenografts, and tumor specimens from patients. Our investigations identified three major invasiveness
biomarkers not documented so far in integrative molecular studies characterizing MM [14], common to
the three tumor sources, CAPG, FABP4, and LAMB2, and an additional set of candidate biomarkers
shared by rat and patient tumors. Among these, SBP1 appeared to play an additional crucial role in
the carcinogenic process of mesothelial cells.
CAPG, together with ANXA5 and FABP4, was previously found within a group of biomarkers
differentiating invasive from noninvasive MM rat tumor models, their abundance being very
significantly increased and decreased, respectively [4]. This actin filament end-capping protein was
initially reported to be increased in the transformation of human breast cancer cells into a highly

Cancers 2020, 12, 2430

13 of 19

metastatic variant [19]. Herein, we confirm that CAPG is also increased in human MM cell lines,
human MM tumor models, and patient MM. Interestingly, our observations are consistent with several
previous reports showing this protein’s overexpression in different cancer types. Its role in promoting
the invasiveness of cholangiocarcinoma and hepatocellular carcinoma has been established by Morofuji
et al. [20], and Kimura et al. [21], respectively. Its involvement in migration and invasiveness has been
documented for ovarian carcinoma by Glaser et al. [22], and for breast cancer by Davalieva et al. [23]
and Huang et al. [24]. Its upregulation in clinical high-grade glioblastoma has also been reported
by Xing and Zeng [25], while the correlation of its expression level with shorter survival time was
demonstrated by Fu et al. [26]. Moreover, the link between its abundance and occurrence of lymph
node metastasis has also been documented for three different types of cancer [20,27,28], as well as its
association with the prediction of response to treatment [20,29].
FABP4 (also called A-FABP or aP2) is 1 of 10 members of a family of proteins involved in
intracellular fatty acid transport and lipid trafficking regulation in cells, which show different
tissue-specific expression patterns [30]. Its previously mentioned adipokine function regulating
macrophage and adipocyte interactions during inflammation [31] may be consistent with the absence
of significant differences observed in our study between mesothelial and MM cell lines. We previously
reported that the extent of the decrease was related to increasing invasiveness in rat MM [4].
Interestingly, our observations also agree with the findings of Mathis et al. showing that FABP4 loss
was associated with high stage/grade and the presence of metastatic lymph nodes in invasive bladder
cancer [32]. Zhong et al. have also demonstrated that similar observations are made in hepatocellular
carcinoma, with the protein’s overexpression leading to tumor growth inhibition in vivo [33]. A second
common protein exhibiting a decreased abundance in all tumor sources was laminin subunit beta-2
(LAMB2). This protein belongs to a family of 16 laminin isoforms, which combine with subunits
of collagen IV to build the basement membranes surrounding blood vessels, lymphatics, nerves,
and muscle cells. Hewitt et al. initially reported that within carcinomas, vascular basement membrane
staining for the subunit beta-2 is clearly weaker relative to normal tissues, probably due to their
incomplete maturation [34]. This observation was further confirmed by immunohistochemistry by
Mustafa et al. when studying angiogenesis in glioblastoma [35]. The fascinating aspects of their
structural diversity have been emphasized by Hohenester and Yurchenco [36], raising crucial questions
on the challenge that studying their complex interactions in vivo presents.
The first of an additional subset of common biomarkers of interest, which differed from the
previous three by the absence of significant changes in xenografts (only a tendency), was represented
by PARP1. The recent development of PARP1 inhibitors for the treatment of cancers presenting
compromised HR repair has led to interesting findings on biomarkers associated with their clinical
use against MM [37]. Moreover, Gaetani et al. revealed the relationship between PARP1 and miR-126
regulation in the context of asbestos-induced malignancy [38]. Regarding NSF, changes have not yet
been documented in the context of cancer invasiveness; however. our data suggest that the increase
commonly observed is related to the reassembly pathway of Golgi cisternae at the end of mitosis [39].
Finally, our results are consistent with the recent finding by Kofuji et al. that overexpression of the
rate-limiting enzyme for de novo guanine nucleotide biosynthesis, IMDH2, relative to primary glia,
promotes glioblastoma tumorigenesis [40]. Among the other biomarkers for which no changes were
observed in xenografts, the most significant differences in abundance were found for annexin A5.
The potential of the smallest member of the annexin family as a predictive biomarker for tumor
development, metastasis, and invasion has already been reviewed [41], with it also being involved
in cell membrane repair [42]. Our results are consistent with reports of its overexpression in several
other cancer types, including renal cell carcinoma [43], colon cancer [44], and hepatocarcinoma [45,46].
Other highly significant changes mainly involve two proteins, COX2 for increase and VAT1 for
decrease. Cytochrome c oxidase dysfunction has already been demonstrated to be related to the
Warburg effect in invasive cancers [47]. The involvement of VAT1, a largely uncharacterized enzyme,
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has also been reported in the regulation of cancer cell motility and its interaction with Talin-1, a key
cytoskeletal protein [48].
Two other proteins caught our attention among the second additional subset of common biomarkers
of interest, EHD2 and RAB31, characterized by highly significant changes in abundance in both rat and
patient MM, but not in human cell lines or in xenografts. The level of the first protein, which belongs to the
EHD family associated with plasma membrane, has been reported to be reduced in human esophageal
squamous carcinoma in comparison with adjacent normal tissues, linked to increased motility of the
tumor cells [49]. Subsequently, a decreased expression was also observed, correlated with histological
grade, in an immunohistochemical study of 96 human breast carcinoma samples, leading Shi et al. to
suggest that this protein inhibits metastasis by regulating EMT [50]. The second protein, which belongs
to the small GTPase family Rab and to the Rab5 subfamily, presents an estrogen receptor-responsive
element in its promoter region which can be dysregulated in breast cancer cells, the consequences of
this key finding in cancer research having been reviewed by Chua and Tang [51].
Both CAPG and RAB31 shared a similar pattern of changes during the course of rat mesothelial cell
carcinogenesis. However, these changes were only observed in the first two subgroups of preneoplastic
cell lines with sarcomatoid morphology, suggesting a link to increased Hifa expression [18]. The pattern
of changes observed for SBP1 markedly contrasted with these situations as decreases in abundance
were observed at three main stages of the carcinogenic process. Firstly, the decrease observed between
PNep and PNint was concomitant with the first dramatic decrease in the expression of Cdh1 and Il10,
and parallel increase in the expression of Acta 2, Tgfb1 [15]. Secondly, the new decrease observed
between PNsarc1 and PNsarc2, and continuous decrease from PNep to PNsarc2, confirm the existence
of links to both the level of expression of Hifa [18] and EMT process [15]. Thirdly, the decrease
observed between preneoplastic cell lines with both epithelioid and sarcomatoid morphologies and
neoplastic cell lines leads to the conclusion that SBP1 presents additional interest as a biomarker of
neoplastic transformation. Finally, the decrease in SBP1 also observed in association with increased
invasiveness in human cell lines, rat and patient MM tumors tends to confirm the protein’s crucial role.
The downregulation of another selenium-containing protein was earlier reported by Apostolou et al.,
suggesting that selenium could be useful as a chemopreventive agent in individuals at high risk of MM
due to asbestos exposure [52]. Interestingly, Rundlöf et al. found differential expression within isoforms
of the selenoenzyme thioredoxin reductase 1 (TrxR1) in MM cell lines, with the sarcomatoid phenotype
showing the lower total TrxR1 mRNA level [53]. The mechanisms by which dietary selenium may affect
MM tumor progression have only been partly explored, mostly in cell lines, pointing to the crucial role of
redox metabolism [54]. Although it is well established that low levels of SBP1 are frequently associated
with poor clinical outcome [55], the complexity of selenium metabolism has highlighted the fact that
among selenocysteine-containing proteins that are members of the glutathione peroxidase family, SBP1
is the only one for which no catalytic function has been assigned [56]. Therefore, many aspects of
this research field require further investigation. To give just a few more very recent examples of the
protein’s importance, Lee et al. have suggested that hepatitis B virus-X-expressing cells, which show
markedly decreased SELENBP1 expression, might be one factor in the development of hepatocellular
carcinoma caused by HBV infection [57]. Wang et al. have also reported this protein’s novel function in
transcriptionally modulating p21 expression through a p53-independent mechanism, with a resulting
impact on the G0 /G1 phase cell cycle arrest in bladder cancer [58].
4. Materials and Methods
4.1. Study Approval
The human studies were conducted according to the ethical guidelines of the Declaration of
Helsinki. The paraffin-embedded human MM tumor pieces were prepared from samples of the Tumor
Bank of the Reims University Hospital Biological Resource, Collection No. DC-2008-374, declared to
the Ministry of Health according to French law, for the use of tissue samples for research. The two
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human cell lines MM34 (Meso 34) and MM163 (Meso 163) were established from pleural effusions
of patients with suspected pleural MM [59], according to the ethics committee approval (Comité de
Protection des Personnes Ouest IV-Nantes, dossier n◦ DC-2011-1399). The animal studies were carried
out in agreement with European Union guidelines for the care and use of laboratory animals in research
protocols (Agreement #01257.03). All experiments were approved by the ethics committee for animal
experiments of the Pays de la Loire Region, France (CEEA.2011.38 and CEEA.2013.7.).
4.2. Rat and Human Cell Lines, and Tumor Samples
The 27 cell lines of the rat biocollection were grown in RPMI 1640 medium, supplemented
with 10% heat-inactivated fetal calf serum, 2 mM L-glutamine, 100 U/mL penicillin, and 100 µg/mL
streptomycin (all reagents from Gibco Life Technologies Limited, Paisley, UK) at 37 ◦ C in a 5% CO2
atmosphere. Cells were collected from preconfluent 75 cm2 flasks and cell pellets of 2 × 106 cells were
used for SWATH-MS proteomic analysis after washing in PBS buffer. The four rat neoplastic cell lines
(M5-T2, F4-T2, F5-T1, and M5-T1) were injected into syngeneic rats, and tumors collected and fixed
as previously described [4]. The two human cell lines Meso 34 and Meso 163 were established from
pleural effusions of patients with suspected pleural MM, aseptically collected by thoracocentesis as
previously described [56], and cultivated as rat cell lines. Meso 34 and Meso 163 xenografted tumors
were collected and fixed after injection of the corresponding cell lines into the peritoneal cavity of two
groups of five immunodeficient NOD SCID mice. For patient tumors, four pieces of paraffin-embedded
pleural MM tumor pieces collected from four different patients were obtained from the Tumor Bank of
the Reims University Hospital Biological Resource. They represented two tumors of the sarcomatoid
subtype (S-MM1 and S-MM2) versus two tumors of the epithelioid subtype (E-MM1 and E-MM2).
4.3. SWATH-MS Analysis
The spectral libraries, DDA experiments, peptide identification, and peak extraction of the SWATH
data were performed as previously described [4], using either Spectronaut software (v 8.0, Biognosys,
Schlieren, Switzerland) or the SWATH micro app embedded in PeakView (v 2.0, AB Sciex Pte. Ltd.,
Framingham, MA, USA). Sections of the tumors, stained with hematoxylin-phloxine-saffron (HPS),
were first examined to select areas of interest, then removed with a scalpel. Five 20 µm thick sections of
the samples were used, and the areas of interest collected in a microtube. Samples were deparaffinized,
and then cell pellets and dried deparaffinized tumor samples treated as previously described [4].
After centrifugation, salts were removed using OASIS® HLB extraction cartridges (Waters SAS.,
St Quentin-en-Yvelines, 78, France), and the samples dried under SpeedVac. Peptide concentrations
of the samples were determined using the Micro BCATM protein assay kit (Thermo Fisher Scientific,
St Herblain, 44, France).
Five micrograms of each sample were analyzed with a SWATH-MS acquisition method.
The method of acquisition, peak extraction of the SWATH data, calibration of the retention time
of extracted peptide peaks and quantification followed the procedure already described in [4].
For statistical analysis of the SWATH data set, the peak extraction output data matrix from PeakView
was imported into MarkerView (v 2, Sciex, Framingham, MA, USA) for data normalization and relative
protein quantification. Proteins with a fold change >1.5 and statistical p-value < 0.05 estimated by
MarkerView were declared differentially expressed under different conditions.
5. Conclusions
This study pointed to some proteins of interest that exhibited the same patterns of quantitative
changes in different situations, and for which the relationship with tumor invasiveness has already been
reported in the literature for other cancer types. Although this study was limited by the small number of
samples, an interesting point was the similarity of observations made on malignant mesothelioma cells
and tumors from different sources and from two different species. Extending these studies to a larger
number of samples would be the logical next step, which may later contribute to improving current
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therapies for patients with the worst survival outcomes. Another interesting prospect is related to the
questions raised by the additional involvement of the selenium-binding protein 1 in the carcinogenic
process, a point that would present a good basis for further basic research in cancerology, and probably
also for improving early MM diagnosis.
Supplementary Materials: The following are available online at http://www.mdpi.com/2072-6694/12/9/2430/s1,
Figure S1: Additional biomarkers of human vs. rat MM and rat mesothelial cell carcinogenesis.
Author Contributions: Conceptualization of experiments (rat experimental cell lines, rat MM tumor models,
human MM cell lines, and MM34 and MM163 xenografts in NOD SCID mice), J.S.N. and D.L.P. Preparation of
samples from patient tumors and histological examination, I.V. and V.V. Preparation of samples for proteomic
analysis, D.L.P., A.B. and C.H. Relative quantification by SWATH-MS acquisition and statistical analysis, validation,
C.G. Formal analysis, D.L.P. Funding acquisition, M.G., D.L.P., C.G. and O.C. Original draft preparation, D.L.P.
All authors have read and agreed to the published version of the manuscript.
Funding: This study was conducted with the support of the Ligue contre le Cancer (Ligue inter-régionale du
Grand-Ouest, comités 16, 29, 44, 72), the Fondation pour la Recherche Médicale (FRM), and the “Comité Féminin
49 Octobre Rose”.
Acknowledgments: The authors are indebted to Philippe Birembaut, CHU de Reims, Hôpital Maison
Blanche, Laboratoire de Pathologie, F-51092 Reims, France, for his invaluable help in providing human MM
tumor samples from patients from the Tumor Bank of the Reims University Hospital Biological Resource,
Collection No. DC-2008-374.
Conflicts of Interest: The authors declare no conflict of interest.

References
1.

2.

3.
4.

5.

6.

7.
8.
9.
10.
11.

12.
13.

Carbone, M.; Adusumilli, P.S.; Alexander, H.R., Jr.; Baas, P.; Bardelli, F.; Bononi, A.; Bueno, R.; Felley-Bosco, E.;
Galateau-Salle, F.; Jablons, D.; et al. Mesothelioma: Scientific clues for prevention, diagnosis, and therapy.
CA Cancer J. Clin. 2019, 69, 402–429. [CrossRef] [PubMed]
Mutti, L.; Peikert, T.; Robinson, B.W.S.; Scherpereel, A.; Tsao, A.S.; de Perrot, M.; Woodard, G.A.;
Jablons, D.M.; Wiens, J.; Hirsch, F.R.; et al. Scientific advances and new frontiers in mesothelioma therapeutics.
J. Thorac. Oncol. 2018, 13, 1269–1283. [CrossRef] [PubMed]
Panou, V.; Vyberg, M.; Weinreich, U.M.; Meristoudis, C.; Falkmer, U.G.; Røe, O.D. The established and future
biomarkers of malignant pleural mesothelioma. Cancer Treat. Rev. 2015, 41, 486–495. [CrossRef] [PubMed]
Nader, J.S.; Abadie, J.; Deshayes, S.; Boissard, A.; Blandin, S.; Blanquart, C.; Boisgerault, N.; Coqueret, O.;
Guette, C.; Grégoire, M.; et al. Characterization of increasing stages of invasiveness identifies stromal/cancer
cell crosstalk in rat models of mesothelioma. Oncotarget 2018, 9, 16311–16329. [CrossRef] [PubMed]
Chernova, T.; Sun, X.M.; Powley, I.R.; Galavotti, S.; Grosso, S.; Murphy, F.A.; Miles, G.J.; Cresswell, L.;
Antonov, A.V.; Bennett, J.; et al. Molecular profiling reveals primary mesothelioma cell lines recapitulate
human disease. Cell Death Differ. 2016, 23, 1152–1164. [CrossRef]
Workman, P.; Aboagye, E.O.; Balkwill, F.; Balmain, A.; Bruder, G.; Chaplin, D.J.; Double, J.A.; Everitt, J.;
Farningham, D.A.H.; Glennie, M.J.; et al. Guidelines for the welfare and use of animals in cancer research.
Br. J. Cancer 2010, 102, 1555–1577. [CrossRef]
Hughes, P.; Marshall, D.; Reid, Y.; Parkes, H.; Gelber, C. The costs of using unauthenticated, over-passaged
cell lines: How much more data do we need? Biotechniques 2007, 43, 577–578. [CrossRef]
Olive, K.P.; Tuveson, D.A. The use of targeted mouse models for preclinical testing of novel cancer therapeutics.
Clin. Cancer Res. 2006, 12, 5277–5287. [CrossRef]
Kerbel, R.S. Human tumor xenografts as predictive preclinical models for anticancer drug activity in humans:
Better than commonly perceived-but they can be improved. Cancer Biol. Ther. 2003, 2, S134–S139. [CrossRef]
Aggarwal, B.B.; Danda, D.; Gupta, S.; Gehlot, P. Models for prevention and treatment of cancer: Problem vs.
promises. Biochem. Pharmacol. 2009, 78, 1083–1094. [CrossRef]
Shiozawa, K.; Oyama, R.; Takahashi, M.; Kito, F.; Hattori, E.; Yoshida, A.; Kawai, A.; Ono, M.; Kondo, T.
Species-specific quantitative proteomics profiles of sarcoma patient-derived models closely reflect their
primary tumors. Proteom. Clin. Appl. 2019, 13, 1900054. [CrossRef] [PubMed]
Henry, N.L.; Hayes, D.F. Cancer biomarkers. Mol. Oncol. 2012, 6, 140–146. [CrossRef] [PubMed]
Pouliquen, D.L.; Boissard, A.; Coqueret, O.; Guette, C. Biomarkers of tumor invasiveness in proteomics
(Review). Int. J. Oncol. 2020. [CrossRef] [PubMed]

Cancers 2020, 12, 2430

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.
26.

27.

28.
29.

30.

31.

17 of 19

Hmeljak, J.; Sanchez-Vega, F.; Hoadley, K.A.; Shih, J.; Stewart, C.; Heiman, D.; Tarpey, P.; Danilova, L.; Drill, E.;
Gibb, E.A.; et al. Integrative molecular characterization of malignant pleural mesothelioma. Cancer Discov.
2018, 8, 1548–1565. [CrossRef] [PubMed]
Roulois, D.; Deshayes, S.; Guilly, M.-N.; Nader, J.S.; Liddell, C.; Robard, M.; Hulin, P.; Ouacher, A.;
Le Martelot, V.; Fonteneau, J.-F.; et al. Characterization of preneoplastic and neoplastic rat mesothelial cell
lines: The involvement of TETs, DNMTs, and 5-hydroxymethylcytosine. Oncotarget 2016, 7, 34664–34687.
[CrossRef]
Blondy, T.; d’Almeida, S.M.; Briolay, T.; Tabiasco, J.; Meiller, C.; Chéné, A.-L.; Cellerin, L.; Deshayes, S.;
Delneste, Y.; Fonteneau, J.-F.; et al. Involvement of the M-CSF/IL-34/CSF-1R pathway in malignant pleural
mesothelioma. J. Immunother. Cancer 2020, 8, e000182. [CrossRef]
Delaunay, T.; Achard, C.; Boisgerault, N.; Grard, M.; Petithomme, T.; Chatelain, C.; Dutoit, S.; Blanquart, C.;
Royer, P.-J.; Minvielle, S.; et al. Frequent homozygous deletions of type I interferon genes in pleural
mesothelioma confer sensitivity to oncolytic measles virus. J. Thor. Oncol. 2020, 15, 827–842. [CrossRef]
Nader, J.S.; Guillon, J.; Petit, C.; Boissard, A.; Franconi, F.; Blandin, S.; Lambot, S.; Grégoire, M.; Verrièle, V.;
Nawrocki-Raby, B.; et al. S100A4 is a biomarker of tumorigenesis, EMT, invasion, and colonization of host
organs in experimental malignant mesothelioma. Cancers 2020, 12, 939. [CrossRef]
Xu, S.-G.; Yan, P.-J.; Shao, Z.-M. Differential proteomic analysis of a highly metastatic variant of human breast
cancer cells using two-dimensional differential gel electrophoresis. J. Cancer Res. Clin. Oncol. 2010, 136,
1545–1556. [CrossRef]
Morofuji, N.; Ojima, H.; Onaya, H.; Okusaka, T.; Shimada, K.; Sakamoto, Y.; Esaki, M.; Nara, S.; Kosuge, T.;
Asahina, D.; et al. Macrophage-capping protein as a tissue biomarker for prediction of response to gemcitabine
treatment and prognosis in cholangiocarcinoma. J. Proteom. 2012, 75, 1577–1589. [CrossRef]
Kimura, K.; Ojima, H.; Kubota, D.; Sakumoto, M.; Nakamura, Y.; Tomonaga, T.; Kosuge, T.; Kondo, T.
Proteomic identification of the macrophage-capping protein as a protein contributing to the malignant
features of hepatocellular carcinoma. J. Proteom. 2013, 78, 362–373. [CrossRef] [PubMed]
Glaser, J.; Neumann, M.H.D.; Mei, Q.; Betz, B.; Seier, N.; Beyer, I.; Fehm, T.; Neubauer, H.; Niederacher, D.;
Fleisch, M.C. Macrophage-capping protein CapG is a putative oncogene involved in migration and
invasiveness in ovarian carcinoma. Biomed. Res. Int. 2014, 2014, 1–8. [CrossRef] [PubMed]
Davalieva, K.; Kiprijanovska, S.; Broussard, C.; Petrusevska, G.; Efremov, G.D. Proteomic analysis of
infiltrating ductal carcinoma tissues by coupled 2-D DIGE/MS/MS analysis. Mol. Biol. 2012, 46, 469–480.
[CrossRef]
Huang, S.; Chi, Y.; Qin, Y.; Wang, Z.; Xiu, B.; Su, Y.; Guo, R.; Guo, L.; Sun, H.; Zheng, C.; et al. CAPG enhances
breast cancer metastasis by competing with PRMT5 to modulate STC-1 transcription. Theranostics 2018, 8,
2549–2564. [CrossRef] [PubMed]
Xing, W.; Zeng, C. An integrated transcriptomic and computational analysis for biomarker identification in
human glioma. Tumor Biol. 2016, 37, 7185–7192. [CrossRef]
Fu, Q.; Shaya, M.; Li, S.; Kugeluke, Y.; Dilimulati, Y.; Liu, B.; Zhou, Q. Analysis of clinical characteristics of
macrophage-capping protein (CAPG) gene expressed in glioma based on TCGA data and clinical experiments.
Oncol. Lett. 2019, 18, 1344–1350. [CrossRef]
Ichikawa, H.; Kanda, T.; Kosugi, S.-I.; Kawachi, Y.; Sasaki, H.; Wakai, T.; Kondo, T. Laser microdissection and
two-dimensional difference gel electrophoresis reveal the role of a novel macrophage-capping protein in
lymph node metastasis in gastric cancer. J. Proteome Res. 2013, 12, 3780–3791. [CrossRef]
Wu, W.; Chen, J.; Ding, Q.; Yang, S.; Wang, J.; Yu, H.; Lin, J. Function of the macrophage-capping protein in
colorectal carcinoma. Oncol. Lett. 2017, 14, 5549–5555. [CrossRef]
Westbrook, J.A.; Cairns, D.A.; Peng, J.; Speirs, V.; Hanby, A.M.; Holen, I.; Wood, S.L.; Ottewell, P.D.;
Marshall, H.; Banks, R.E.; et al. CAPG and GIPC1: Breast cancer biomarkers for bone metastasis development
and treatment. J. Natl. Cancer Inst. 2016, 108, djv360. [CrossRef]
Guaita-Esteruelas, S.; Guma, J.; Masana, L.; Borràs, J. The peritumoural adipose tissue microenvironment
and cancer. The roles of fatty acid binding protein 4 and fatty acid binding protein 5. Mol. Cell. Endocrinol.
2018, 462, 107–118. [CrossRef]
Thumser, A.E.; Moore, J.B.; Plant, N.J. Fatty acid binding proteins: Tissue-specific functions in health and
disease. Curr. Opin. Clin. Nutr. Metab. Care 2014, 17, 124–129. [CrossRef] [PubMed]

Cancers 2020, 12, 2430

32.

33.

34.

35.

36.
37.

38.

39.

40.

41.
42.
43.

44.

45.

46.

47.

48.

49.
50.

18 of 19

Mathis, C.; Lascombe, I.; Monnien, F.; Bittard, H.; Kleinclauss, F.; Bedgedjian, I.; Fauconnet, S.;
Valmary-Degano, S. Down-regulation of A-FABP predicts non-muscle invasive bladder cancer progression:
Investigation with a long-term clinical follow-up. BMC Cancer 2018, 18, 1239. [CrossRef]
Zhong, C.-Q.; Zhang, X.-P.; Ma, N.; Zhang, E.-B.; Li, J.J.; Jiang, Y.-B.; Gao, Y.-Z.; Yuan, Y.-M.; Lan, S.-Q.;
Xie, D.; et al. FABP4 suppresses proliferation and invasion of hepatocellular carcinoma cells and predicts a
poor prognosis for hepatocellular carcinoma. Cancer Med. 2018, 7, 2629–2640. [CrossRef] [PubMed]
Hewitt, R.E.; Powe, D.G.; Morrell, K.; Bailey, E.; Leach, I.H.; Ellis, I.O.; Turner, D.R. Laminin and collagen
IV subunit distribution in normal and neoplastic tissues of colorectum and breast. Br. J. Cancer 1997, 75,
221–229. [CrossRef] [PubMed]
Mustafa, D.A.M.; Dekker, L.J.; Stingl, C.; Kremer, A.; Stoop, M.; Sillevis Smitt, P.A.E.; Kros, J.M.;
Luider, T.M. A proteome comparison between physiological angiogenesis and angiogenesis in glioblastoma.
Mol. Cell. Proteom. 2012, 11. [CrossRef] [PubMed]
Hohenester, E.; Yurchenco, P.D. Laminins in basement membrane assembly. Cell Adhes. Migr. 2013, 7, 56–63.
[CrossRef]
Morra, F.; Merolla, F.; D’Abbiero, D.; Ilardi, G.; Campione, S.; Monaco, R.; Guggino, G.; Ambrosio, F.;
Staibano, S.; Cerrato, A.; et al. Analysis of CCDC6 as a novel biomarker for the clinical use of PARP1
inhibitors in malignant pleural mesothelioma. Lung Cancer 2019, 135, 56–65. [CrossRef]
Gaetani, S.; Monaco, F.; Alessandrini, F.; Tagliabracci, A.; Sabbatini, A.; Bracci, M.; Valentino, M.; Neuzil, J.;
Amati, M.; Santarelli, L.; et al. Mechanism of miR-222 and miR-126 regulation and its role in asbestos-induced
malignancy. Int. J. Biochem. Cell Biol. 2020, 121, 105700. [CrossRef]
Rabouille, C.; Kondo, H.; Newman, R.; Hui, N.; Freemont, P.; Warren, G. Syntaxin 5 is a common component
of the NSF-and p97-mediated reassembly pathways of Golgi cisternae from mitotic Golgi fragments in vitro.
Cell 1998, 92, 603–610. [CrossRef]
Kofuji, S.; Hirayama, A.; Eberhardt, A.O.; Kawaguchi, R.; Sugiura, Y.; Sampetrean, O.; Ikeda, Y.; Warren, M.;
Sakamoto, N.; Kitahara, S.; et al. IMP dehydrogenase-2 drives aberrant nucleolar activity and promotes
tumorigenesis in glioblastoma. Nat. Cell Biol. 2019, 21, 1003–1014. [CrossRef]
Peng, B.; Guo, C.; Guan, H.; Liu, S.; Sun, M.-Z. Annexin A5 as a potential marker in tumors. Clin. Chim. Acta
2014, 427, 42–48. [CrossRef] [PubMed]
Bouter, A.; Carmeille, R.; Gounou, C.; Bouvet, F.; Degrelle, S.A.; Evain-Brion, D.; Brisson, A.R. Review:
Annexin-A5 and cell membrane repair. Placenta 2015, 36, S43–S49. [CrossRef] [PubMed]
Tang, J.; Qin, Z.; Han, P.; Wang, W.; Yang, C.; Xu, Z.; Li, R.; Liu, B.; Qin, C.; Wang, Z.; et al. High annexin A5
expression promotes tumor progression and poor prognosis in renal cell carcinoma. Int. J. Oncol. 2017, 50,
1839–1847. [CrossRef] [PubMed]
Sun, C.-B.; Zhao, A.-Y.; Ji, S.; Han, X.-Q.; Sun, Z.-C.; Wang, M.-C.; Zheng, F.-C. Expression of annexin A5 in
serum and tumor tissue of patients with colon cancer and its clinical significance. World J. Gastroenterol. 2017,
23, 7168–7173. [CrossRef]
Sun, X.; Wei, B.; Liu, S.; Guo, C.; Wu, N.; Liu, Q.; Sun, M.-Z. Anxa5 mediates the in vitro malignant
behaviours of murine hepatocarcinoma Hca-F cells with high lymph node metastasis potential preferentially
via ERK2/p-ERK2/c-Jun/p-c-Jun(Ser73) and E-cadherin. Biomed. Pharmacother. 2016, 84, 645–654. [CrossRef]
Sun, X.; Liu, S.; Wang, J.; Wei, B.; Guo, C.; Chen, C.; Sun, M.-Z. Annexin A5 regulates hepatocarcinoma
malignancy via CRKI/II-DOCK180-RAC1 integrin and MEK-ERK pathways. Cell Death Dis. 2018, 9, 637.
[CrossRef]
Srinivasan, S.; Guha, M.; Dong, D.W.; Whelan, K.A.; Ruthel, G.; Uchikado, Y.; Natsugoe, S.; Nakagawa, H.;
Avadhani, N.G. Disruption of cytochrome c oxidase function induces Warburg effect and metabolic
reprogramming. Oncogene 2016, 35, 1585–1595. [CrossRef]
Gleissner, C.M.-L.; Pyka, C.L.; Heydenreuter, W.; Gronauer, T.F.; Atzberger, C.; Korotkov, V.S.; Cheng, W.;
Hacker, S.M.; Vollmar, A.M.; Braig, S.; et al. Neocarzilin A is a potent inhibitor of cancer cell motility targeting
VAT-1 controlled pathways. ACS Cent. Sci. 2019, 5, 1170–1178. [CrossRef]
Li, M.; Yang, X.; Zhang, J.; Shi, H.; Hang, Q.; Huang, X.; Liu, G.; Zhu, J.; He, S.; Wang, H. Effects of EHD2
interference on migration of esophageal squamous cell carcinoma. Med. Oncol. 2013, 30, 396. [CrossRef]
Shi, Y.; Liu, X.; Sun, Y.; Wu, D.; Qiu, A.; Cheng, H.; Wu, C.; Wang, X. Decreased expression and prognostic
role of EHD2 in human breast carcinoma with E-cadherin. J. Mol. Histol. 2015, 46, 221–231. [CrossRef]

Cancers 2020, 12, 2430

51.
52.

53.

54.

55.
56.
57.
58.

59.

19 of 19

Chua, C.E.L.; Tang, B.L. The role of the small GTPase Rab31 in cancer. J. Cell. Mol. Med. 2015, 19, 1–10.
[CrossRef] [PubMed]
Apostolou, S.; Klein, J.O.; Mitsuuchi, Y.; Shetler, J.N.; Poulikakos, P.I.; Jhanwar, S.C.; Kruger, W.D.; Testa, J.R.
Growth inhibition and induction of apoptosis in mesothelioma cells by selenium and dependence on
selenoprotein SEP15 genotype. Oncogene 2014, 23, 5032–5040. [CrossRef] [PubMed]
Rundlöf, A.-K.; Fernandes, A.P.; Selenius, M.; Babic, M.; Shariatgorji, M.; Nilsonne, G.; Ilag, L.L.; Dobra, K.;
Björnsted, M. Quantification of alternative mRNA species and identification of thioredoxin reductase 1
isoforms in human tumor cells. Differentiation 2007, 75, 123–132. [CrossRef] [PubMed]
Rose, A.H.; Bertino, P.; Hoffmann, F.W.; Gaudino, G.; Carbone, M.; Hoffmann, P.R. Increasing dietary
selenium elevates reducing capacity and ERK activation associated with accelerated progression of select
mesotheliomas tumors. Am. J. Pathol. 2014, 184, 1041–1049. [CrossRef] [PubMed]
Elhodaky, M.; Diamond, A.M. Selenium-binding protein 1 in human health and disease. Int. J. Mol. Sci.
2018, 19, 3437. [CrossRef]
Diamond, A.M. The subcellular location of selenoproteins and the impact on their function. Nutrients 2015,
7, 3938–3948. [CrossRef]
Lee, Y.-M.; Kim, S.; Park, R.-Y.; Kim, Y.-S. Hepatitis B virus-X downregulates expression of selenium binding
protein 1. Viruses 2020, 12, 565. [CrossRef]
Wang, Y.; Zhu, W.; Chen, X.; Wei, G.; Jiang, G.; Zhang, G. Selenium-binding protein 1 transcriptionally
activates p21 expression via p53-independent mechanism and its frequent reduction associates with poor
prognosis in bladder cancer. J. Transl. Med. 2020, 18, 17. [CrossRef]
Blanquart, C.; Gueugnon, F.; Nguyen, J.M.; Roulois, D.; Cellerin, L.; Sagan, C.; Perigaud, C.; Scherpereel, A.;
Grégoire, M. CCL2, Galectin-3, and SMRP combination improves the diagnosis of mesothelioma in pleural
effusions. J. Thorac. Oncol. 2012, 7, 883–889. [CrossRef]
© 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

