
Abstract. Background/Aim: Glioblastoma multiforme (GBM)-
induced oedema is a major cause of morbidity and mortality
among patients with GBM. Dexamethasone (Dex) is the most
common corticosteroid used pre-operatively to control cerebral
oedema in patients with GBM. Dex is associated with many side
effects, and shorter overall survival and progression-free
survival of patients with GBM. These negative effects of Dex
highlight the need for combinational therapy. Riluzole (Ril), a
drug used to treat amyotrophic lateral sclerosis (ALS), is
thought to have potential as a treatment for various cancers,
with clinical trials underway. Here, we investigated whether Ril
could reverse some of the undesirable effects of Dex. Materials
and Methods: The effect of Dex, Ril, and Ril-Dex treatment on
cell migration was monitored using the xCELLigence system.
Cell viability assays were performed using 3-(4, 5-
dimethylthiazol)-2, 5-diphenyltetrazolium bromide (MTT). The
expression of genes involved in migration, glucose metabolism,
and stemness was examined using real-time polymerase chain
reaction (PCR). Results: Pre-treating GBM cells with Ril
reduced Dex-induced cell migration and altered Dex-induced
effects on cell invasion, stem cell, and glucose metabolism
markers. Furthermore, Ril remained effective in killing GBM
cells in combination with Dex. Conclusion: Ril, which acts as
an anti-tumorigenic drug, mediates some of the negative effects
of Dex; therefore, it could be a potential drug to manage the
side effects of Dex therapy in GBM.

Among brain tumours, glioblastoma multiforme (GBM) is the
most common and most aggressive. Standard therapy consists
of surgical resection, radiotherapy and chemotherapy. Cerebral
oedema is a major cause of morbidity and mortality in GBM
due to the high risk of brain herniation [in up to 60% of GBM
patients, reviewed in (1)]. Corticosteroids are commonly used
pre-operatively to control cerebral oedema and post-operatively
to combat side effects. Dexamethasone (Dex) is the preferred
corticosteroid due to its ability to decrease the permeability of
the blood-brain barrier. Additional benefits of Dex use in
patients with cancer are its ability to control tumor-associated
pain, nausea and vomiting and to improve appetite (2).
Unfortunately, besides the positive effects of Dex, many side
effects, such as abnormal glucose metabolism, gastrointestinal
complications, insomnia, and anxiety, have been reported (3).
The use of Dex is also associated with shorter overall survival
and progression-free survival of patients with GBM (4). 

Important correlations between Dex treatment and alterations
in gene expression profiles have been identified (5). In a study
that included patients with mesenchymal and proneural GBM,
Dex-controlled gene network and pathways closely related to
proliferation, invasion and angiogenesis were significantly up-
regulated in the mesenchymal group. Dex was also shown to
increase the invasion and proliferation of cells derived from
patients with GBM, highlighting that Dex can increase tumor
aggressiveness (5). Furthermore, Dex promoted a glioma stem
cell-like phenotype and resistance to chemotherapy in primary
tumor cells from human glioblastoma (6). Therefore, the use of
Dex in GBM therapy has been questioned. These negative
effects of Dex highlight the need for combinational therapy. 

Riluzole (Ril) is an approved drug for amyotrophic lateral
sclerosis (ALS) (7). Previous research has demonstrated
various positive effects of Ril on GBM. For example, in a
GBM model using the U87 cell line, Yelskaya et al. (8) showed
that Ril inhibited cell proliferation by blocking glutamate
release. Previously, our lab showed that Ril decreased glucose
transporter 3 (GLUT3, gene: SLC2A3) in glioblastoma stem-
like cells (9). We also showed that Ril was effective in killing
brain tumor stem-like cells in vitro and inhibiting tumor growth
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in vivo. Considering that Dex treatment of GBM cells promotes
migration/invasion and a stem-like phenotype and that Ril
influences GBM stem-like cells, we investigated whether pre-
treatment of GBM cells with Ril would eliminate/reverse some
of the negative effects of Dex.

Materials and Methods

Materials and cell culture. This study used the U87MG (RRID:
CVCL_0022) (ATTC, Manassas, VI, USA) GBM cell line, which
have been authenticated using STR profiling within the last three
years. All experiments were performed with mycoplasma-free cells.
Cell culture media, fetal bovine sera and other supplements were
purchased from Gibco Life Technologies (Carlsbad, CA, USA). Dex
was purchased from Sigma-Aldrich (St. Louis, MO, USA). Ril was
purchased from TOCRIS (Bristol, UK), and temozolomide (TMZ)
was purchased from MSD Sharp & Dohme GmbH (Haar, Germany).
Ril and Dex were dissolved in double-distilled water. TMZ was
dissolved in dimethyl sulfoxide (DMSO) (Sigma-Aldrich). The cells
were grown in the presence of penicillin/streptomycin (Thermo
Fisher Scientific, Waltham, MA, USA). 

Experimental setup. The experiments in this study were designed as
follows: U87MG cells were pretreated with 25 μM Ril for 72 h in
all Ril groups. Simultaneously, all control (Co) and single Dex
treatment groups received vehicle fetal bovine serum (FBS)-free
medium (Figure 1). After 72 h, the Co group continued to receive
FBS-free medium, the Ril groups received an additional 25 μM Ril,
the Dex group received 10 μM Dex, and the Ril+Dex group received
25 μM Ril and 10 μM Dex. In addition, for cell viability analysis,
TMZ or irradiation was added to the treatment described above to
simulate standard of care therapy. For the radiation treatment, Co,
Ril, Dex and Ril+Dex groups were irradiated with 10 Gy on day 5
(96 h). To simulate chemotherapy, 100 μM TMZ was added to the
corresponding treatment on day 5 (96 h). In the treatment with TMZ
groups the vehicle was DMSO, therefore all groups had DMSO
added and the groups were described as follows: Co_DMSO,
Ril_DMSO, Dex_DMSO, TMZ (dissolved in DMSO), Ril+TMZ,
Dex+TMZ and Ril+Dex_DMSO. For cell death and gene expression
analysis, cells were harvested after a further 72 h (144 h in total).
For the migration assay, cells were monitored/recorded over a 6 h
timeframe (72 h pre-treatment + 6 h co-treatment). A schematic
representation of the experimental setup is shown in Figure 1.

Cell viability assay. Cell viability assays were performed using 3-(4,
5-dimethylthiazol)-2, 5-diphenyltetrazolium bromide (MTT) (Sigma-
Aldrich). The cells were seeded in 96-well plates at a final density
of 10×103 cells/well. The cells were given 24 h to attach and then
treated, as presented in Figure 1, with Dex (10 μM) or Ril (25 μM)
only or a combination of Dex (10 μM) and Ril (25 μM). As a control
treatment (Co), cells received FBS-free medium. The drug
concentrations were within a wide range previously described for in
vitro studies (10, 11). The drugs were diluted in 100 μl of FBS-free
medium. Cell viability was also tested after standard treatment with
100 μM TMZ or/and radiation with one dose of 10 Gy on day 5 
(96 h) as described in the Experimental setup. After 144 h, MTT was
added, and the cell cultures were incubated for a further 4 h at 37°C.
The sample absorption was measured using a spectrophotometer
reader (Bio-TEK, Winooski, VT, USA) at 562 nm wavelength.

RNA purification, reverse transcription and real-time polymerase
chain reaction (PCR) for the analysis of gene expression. Total cellular
RNA was isolated using an RNeasy kit (Qiagen, Hilden, Germany)
and reverse-transcribed into cDNA using a SuperScript III first-strand
synthesis kit (Life Technologies, Waltham, MA, USA). For real-time
PCR amplification, cDNA (100 ng) was used. Real-time PCR was
performed on a BioRAD CFX384 cycler using iTaq universal SYBR-
Green Mastermix (Bio-rad, Hercules, CA, USA) and gene-specific
primers for the following: CDH2 (N-cadherin) forward: 5’
CTCCATGTGCCGGATAGC 3’, 5’ reverse: CGATTTCACCAGAAG
CCTCTAC 3’; tissue factor pathway inhibitor-2 (TFPi2) forward: 5’
GTCGATTCTGCTGCTTTTCC 3’, reverse: 5’ CAGCTCTGCGTGT
ACCTGTC 3’; cluster of differentiation 90 (CD90) forward: 5’
CACCCTCTCCGCACACCT 3’, reverse: 5’ CCCCACCATCCCA
CTACC 3’; SLC2A1 (glucose transporter 1, GLUT1), forward: 5’
ATCGTGGCCATCTTTGGCTTTGTG 3’, reverse: 5’ CTGGAAGC
ACATGCCCACAATGAA 3’; SLC2A3 (glucose transporter 3,
GLUT3) forward: 5’ AGCTCTCTGGGATCAATGCTGTGT 3’,
reverse: 5’ ATGGTGGCATAGATGGGCTCTTGA 3’; S100 calcium
binding protein A10 (S100A10), forward: 5’ AACAAAGG
AGGACCTGAGAGTAC 3’, reverse: 5’ CTTTGCCAT CTCTAC
ACTGGTCC 3’; and β-actin forward: 5’ TCCTTCCTGGGCAT
GGAG 3’, reverse: 5’ AGGAGGAGCAATGATCTTGATCTT 3’.

Migration assay. The rate of cell migration was monitored in real-
time using the xCELLigence system (ACEA Biosciences Inc., San
Diego, CA, USA) with CIM plates. Cells were pre-treated with 25
μM Ril for 72 h. After 72 h, 50,000 of these cells were seeded in
each well of the upper chamber of the CIM plate in serum-free
media, including the drugs and combinations thereof. The lower
chamber of the same CIM plate contained culture medium,
including 5% FBS (which acts as a chemoattractant) and the
corresponding treatment drugs. The electrode impedance value of
each well was automatically monitored by the xCELLigence system
(ACEA Biosciences Inc.) for 6 h and expressed as the cell index.

Statistical analysis. All cell migration, RT-PCR, and MTT analysis
were performed at least thrice. Statistically significant differences
were analyzed using two-sided t-tests for two-group comparisons.
Calculations were performed using the statistics software GraphPad
Prism 5 (GraphPad Software, La Jolla, CA, USA). A probability of
p<0.05 was considered statistically significant. 

Results

Ril decreased the Dex-induced increase in cell migration.
Reports on the involvement of Dex in the migration of GBM
cells are conflicting (5, 12). In our previous study, we
showed the effect of Ril on U87MG GBM cells (11), where
the strong inhibitory effect of Ril on these cells was shown
after 72 h. Therefore, in this study, we pre-treated the cells
with Ril (Ril and Ril/Dex groups) or vehicle [control (Co)
and Dex groups] for 72 h. After 72 h pretreatment, the
respective groups were further treated with either vehicle (Co
group), Ril (Ril and Ril+Dex groups) or/and Dex (Dex and
Ril+Dex groups). Migration was monitored at 6 h (Figure
1A). Dex alone significantly increased migration, whereas
Ril alone had no effect on the migration of these cells
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(Figure 2A and B). Co-administration of Ril and Dex
significantly reduced cell migration (Figure 2A and B).

Dex induced changes in gene expression and attenuation of
these changes by Ril co-administration. Dex drives changes
in gene expression in GBM cells (6). We analyzed the
expression of TFPi2, CDH2 (N- Cadherin), CD90, SLC2A1

(GLUT1), SLC2A3 (GLUT3) and S100A10 genes involved in
the migration, glucose metabolism, and stemness of GBM
cells. Treatment groups were as follows: 1) Ril, only Ril
treatment, 2) Dex, only Dex and 3) Ril+Dex, co-
administration of Ril and Dex, as previously described. The
single treatment with Dex had no effect on the expression of
TFPi2 mRNA (Figure 3A). However, we detected a significant
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Figure 2. Cell migration analysis, (A) a representative image of real-time monitoring of cell migration in single and riluzole (Ril)-Dex co-treated
cells. The rate of migration of the cells treated with Dexamethasone (Dex), Ril, and Ril+Dex was monitored using the xCELLigence system, analyzing
the slope (B) of the line between 1- and 6- h intervals. The bars depict the mean±SEM from three independent experiments. Significantly different
at: *p<0.05, **p<0.01, and ***p<0.001.

Figure 1. Schematic representation of the experimental setup used to analyze migration, gene expression and cell viability. 
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Figure 3. RT-PCR analysis of the U87MG cells treated with Riluzole (Ril), Dexamethasone (Dex) and Ril-Dex co-treatment. Expression analysis of
following mRNA (A) TFPi2, (B) N- Cadherin (CDH2), (C) CD90, (D) GLUT1 (SLC2A1), (E) GLUT3 (SLC2A3), and (F) S100A10 in U87MG GBM
cells after 144 h.



increase in the expression level of TFPi2 mRNA in Ril alone
and Ril+Dex groups. Gene expression analysis revealed no
significant changes in the expression of N-cadherin mRNA,
in Dex, Ril or co-treatment groups (Figure 3B). Furthermore,
Dex significantly increased the expression of CD90 mRNA, a
stem cell and neural to mesenchymal transition marker,
whereas the co-treatment with Ril significantly reversed this
effect (Figure 3C). Finally, the single Dex treatment
significantly reduced the expression of genes involved in
glucose metabolism [SLC2A1 (GLUT1), SLC2A3 (GLUT3)
and S100A10]. The positive effect of Dex on the expression
of glucose metabolism genes remained even after it was
combined with Ril (Figure 3D-F). Ril single treatment
significantly reduced GLUT1 and S100A10 gene expression.

Dex does not interfere with Ril-induced GBM cell death. As
pre-treatment with Ril had a positive effect, reversing the
negative effects of Dex on cell migration and gene
expression, we investigated whether Ril would still influence
cell viability (11) after co-application with Dex. Compared
to the control, Ril alone had a significant effect on cell death
whereas Dex did not (Figure 4A). The effect of Ril on cell
viability remained significant after co-application of Dex
compared to control and Dex alone (Figure 4A) confirming
that Dex did not interfere with Ril -induced GBM cell death.
There was no additional effect on cell viability of any
treatment, neither after 10 Gy irradiation (Figure 4B) nor
under TMZ treatment (Figure 4C).

Discussion

Peri-tumoral oedema associated with GBM influences the
clinical course and prognosis of GBM (13). Dex is the
preferred steroid used to reduce brain tumor oedema (14) and
post-operative side effects (2). However, side effects of Dex,
including promoting GBM aggressiveness, have emerged from
a number of clinical studies (3) and in vitro and in vivo studies
(5, 6), with these studies reporting that Dex facilitates C6 cell
migration (15), significantly increases the invasiveness of
GBM stem-like cells and promotes proliferation and
angiogenesis in vivo (5). However, inhibitory effects of Dex
on migration of glioma cell lines have also been reported (12). 

In this study, we investigated whether Ril would reduce
some of the negative effects of Dex in cell culture
experiments. Our results showed that Dex increased the
migration of U87MG cells and that Ril co-treatment
decreased the migration of these cells (Figure 2B). Ril
treatment alone did not have an effect on cell migration (11).
To clarify the mechanism underlying the beneficial effect of
Ril on Dex-induced increased cell migration, we conducted
expression analysis of two genes known for their roles in
GBM migration/invasion. As reported previously, TFPi2
down-regulation is associated with a poor prognosis in GBM
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Figure 4. Dex did not influence the death of glioblastoma (GBM) cells. (A)
Riluzole (Ril) significantly increased GBM cell death, and Dexamethasone
(Dex) did not interfere with GMB cell death induced by Ril. (B) The effect
of Co, Ril, Dex and Ril-Dex after radiotherapy or (C) after chemotherapy
(where all groups contained DMSO since TMZ is dissolved in DMSO).
The groups were described as follows: Co_DMSO, Ril_DMSO,
Dex_DMSO, TMZ, Ril+TMZ, Dex+TMZ and Ril+Dex_DMSO. 



(16), and knockdown of this gene in GBM leads to an
increase in cell migration/invasion (17). Previously, we
showed that Ril can significantly increase the expression of
this gene (11). In this study, co-administration of Ril and
Dex had positive effects on gene expression related to
migration/invasion in GBM cells. Changes in TFPi2 mRNA
expression are probably not the reason for the decrease in
migration, as Dex alone causes up-regulation of this gene.
N-cadherin is expressed in glioma cells (18). The Ril -Dex
treatment had no effect on N-Cadherin mRNA expression.
Thus, the positive effect of co-administration of Dex and Ril
on cell migration is likely not attributed to changes in TFPi2
and N-cadherin mRNA expression. 

Aberrant changes in GLUT1, GLUT3, and S100A10 have
been found in glioblastoma, as well as in several other forms
of cancer, as reviewed previously (19). In this study, Dex had
a positive effect when administered alone and this remained
even after when co-administered with Ril. By significantly
reducing the expression of GLUT1, GLUT3 and S100A10
mRNA, the treatment had positive effect by possibly
reducing glucose metabolism in GBM cells (Figure 3). 

As reported previously, Dex treatment of GBM cells
promotes the development of a GBM stem cell phenotype and
confers resistance to physiological stress and chemotherapy
(6). In this study, Dex treatment significantly increased
expression level CD90 mRNA (Figure 3C), which was
previously identified as a marker for cancer stem cells in
high-grade gliomas (20) and as having high tumorigenic and
metastatic potential in esophageal squamous cell carcinoma
(21). In our study, the pre-treatment with Ril significantly
decreased the expression level of CD90 mRNA (Figure 3C).
To elucidate the effects of drugs (single or co-administered)
on specific pathways, knockdown of relevant genes could be
performed, followed by an analysis of their influence on these
pathways. The results could then be compared with drug
treatment effects to confirm the influence of specific genes
on particular pathways. 

The effects of Ril on GBM cell death and GBM stem-like
cells have previously been described (9, 11). As Dex did not
interfere with GBM cell death induced by Ril (Figure 4),
combined treatment with Ril and Dex could be beneficial for
patients receiving Dex treatment for GBM oedema. Although
previous research reported that Dex protects GBM cells from
TMZ-induced apoptosis (22) and irradiation-induced
autophagy (23), we detected no such negative effect of Dex
in this study. This variable effect of Dex is potentially due
to different experimental settings or cell lines.

Ril attenuates cytotoxic brain oedema, as assessed by T2-
weighted magnetic resonance imaging following focal
cerebral ischemia (24). Stover et al. (25) showed that Ril
substantially decreased brain oedema formation, which might
be due to anti-sodium or anti-glutamate effects of Ril or a
combination of these effects. 

Conclusion

Pre-treatment of U87MG GBM cells with Ril reduced the
Dex-induced increase in cell migration. Ril also reversed the
effect of Dex on CD90 mRNA expression. Furthermore, co-
treatment with Ril and Dex could have beneficial effects in
terms of increasing GBM cell death. We suggest that the use
of Ril, which acts as an anti-tumorigenic drug, could mediate
some of the negative effects of Dex and contribute to the
anti-edematous effect of Dex. However, further studies
including more GBM cell lines and in vivo studies, as well
as studies on the possible use of Ril as an anti-edematous
drug in GBM patients are needed.

Conflicts of Interest

The Author(s) declare no conflicts of interest with respect to the
research, authorship and/or publication of this article. They also do
not have relevant or non-financial interests to disclose.

Authors’ Contributions

The work reported in this article has been performed by the authors,
unless clearly specified in the text. Jonathan Keul: Conceptualization,
Methodology, Formal Analysis, Investigation, Writing – Original
Draft. Swetlana Sperling: Conceptualization, Methodology,
Validation, Writing – Review & Editing. Veit Rohde: Funding,
Writing-Review & Editing. Dorothee Mielke: Writing – Review &
Editing. Milena Ninkovic: Conceptualization, Methodology,
Investigation, Writing – Review & Editing, Supervision.

Funding 

The Authors declare that no funds, grants or other support were
received during the preparation of this manuscript.

References

1 Dubois LG, Campanati L, Righy C, D’Andrea-Meira I, Spohr
TC, Porto-Carreiro I, Pereira CM, Balça-Silva J, Kahn SA,
DosSantos MF, Oliveira Mde A, Ximenes-da-Silva A, Lopes
MC, Faveret E, Gasparetto EL, Moura-Neto V: Gliomas and the
vascular fragility of the blood brain barrier. Front Cell Neurosci
8: 418, 2014. DOI: 10.3389/fncel.2014.00418

2 Markman M, Sheidler V, Ettinger DS, Quaskey SA, Mellits ED:
Antiemetic Efficacy of Dexamethasone. N Engl J Med 311(9):
549-552, 1984. DOI: 10.1056/NEJM198408303110901

3 Kostaras X, Cusano F, Kline GA, Roa W, Easaw J: Use of
dexamethasone in patients with high-grade glioma: a clinical
practice guideline. Curr Oncol 21(3): e493-e503, 2014. DOI:
10.3747/co.21.1769

4 Zhou L, Shen Y, Huang T, Sun Y, Alolga RN, Zhang G, Ge Y:
The prognostic effect of dexamethasone on patients with
glioblastoma: a systematic review and meta-analysis. Front
Pharmacol 12: 727707, 2021. DOI: 10.3389/fphar.2021.727707

5 Luedi MM, Singh SK, Mosley JC, Hassan ISA, Hatami M,
Gumin J, Andereggen L, Sulman EP, Lang FF, Stueber F, Fuller

ANTICANCER RESEARCH 44: 1829-1835 (2024)

1834



GN, Colen RR, Zinn PO: Dexamethasone-mediated oncogenicity
in vitro and in an animal model of glioblastoma. J Neurosurg
129(6): 1446-1455, 2018. DOI: 10.3171/2017.7.JNS17668

6 Kostopoulou ON, Mohammad AA, Bartek J Jr, Winter J, Jung
M, Stragliotto G, Söderberg-Nauclér C, Landázuri N:
Glucocorticoids promote a glioma stem cell-like phenotype and
resistance to chemotherapy in human glioblastoma primary cells:
Biological and prognostic significance. Int J Cancer 142(6):
1266-1276, 2018. DOI: 10.1002/ijc.31132

7 Lacomblez L, Amyotrophic Lateral Sclerosis/Riluzole Study Group
II, Bensimon G, Meininger V, Leigh P, Guillet P: Dose-ranging
study of riluzole in amyotrophic lateral sclerosis. Lancet 347(9013):
1425-1431, 1996. DOI: 10.1016/s0140-6736(96)91680-3

8 Yelskaya Z, Carrillo V, Dubisz E, Gulzar H, Morgan D, Mahajan
SS: Synergistic inhibition of survival, proliferation, and migration
of U87 cells with a combination of LY341495 and Iressa. PLoS
One 8(5): e64588, 2013. DOI: 10.1371/journal.pone.0064588

9 Sperling S, Aung T, Martin S, Rohde V, Ninkovic M: Riluzole:
a potential therapeutic intervention in human brain tumor stem-
like cells. Oncotarget 8(57): 96697-96709, 2017. DOI:
10.18632/oncotarget.18043

10 Luedi MM, Singh SK, Mosley JC, Hatami M, Gumin J, Sulman
EP, Lang FF, Stueber F, Zinn PO, Colen RR: A dexamethasone-
regulated gene signature is prognostic for poor survival in
glioblastoma patients. J Neurosurg Anesthesiol 29(1): 46-58,
2017. DOI: 10.1097/ANA.0000000000000368

11 Sachkova A, Sperling S, Mielke D, Schatlo B, Rohde V,
Ninkovic M: Combined Applications of repurposed drugs and
their detrimental effects on glioblastoma cells. Anticancer Res
39(1): 207-214, 2019. DOI: 10.21873/anticanres.13099

12 Lin YM, Jan HJ, Lee CC, Tao HY, Shih YL, Wei HW, Lee HM:
Dexamethasone reduced invasiveness of human malignant
glioblastoma cells through a mapk phosphatase-1 (mkp-1)
dependent mechanism. Eur J Pharmacol 593(1-3): 1-9, 2008.
DOI: 10.1016/j.ejphar.2008.06.111

13 Stummer W: Mechanisms of tumor-related brain edema. Neurosurg
Focus 22(5): 1-7, 2007. DOI: 10.3171/foc.2007.22.5.9

14 Ryken TC, McDermott M, Robinson PD, Ammirati M, Andrews
DW, Asher AL, Burri SH, Cobbs CS, Gaspar LE, Kondziolka D,
Linskey ME, Loeffler JS, Mehta MP, Mikkelsen T, Olson JJ,
Paleologos NA, Patchell RA, Kalkanis SN: The role of steroids
in the management of brain metastases: a systematic review and
evidence-based clinical practice guideline. J Neurooncol 96(1):
103-114, 2010. DOI: 10.1007/s11060-009-0057-4

15 Guan Y, Chen J, Zhan Y, Lu H: Effects of dexamethasone on C6
cell proliferation, migration and invasion through the
upregulation of AQP1. Oncol Lett 15(5): 7595-7602, 2018. DOI:
10.3892/ol.2018.8269

16 Vaitkiene P, Skiriute D, Skauminas K, Tamasauskas A:
Associations between tfpi-2 methylation and poor prognosis in
glioblastomas. Medicina (Kaunas) 48(7): 345-349, 2012.

17 Gessler F, Voss V, Seifert V, Gerlach R, Kogel D: Knockdown of
tfpi-2 promotes migration and invasion of glioma cells. Neurosci
Lett 497(1): 49-54, 2011. DOI: 10.1016/j.neulet.2011.04.027

18 Asano K, Duntsch CD, Zhou Q, Weimar JD, Bordelon D,
Robertson JH, Pourmotabbed T: Correlation of N-cadherin
expression in high grade gliomas with tissue invasion. J Neurooncol
70(1): 3-15, 2004. DOI: 10.1023/b:neon.0000040811.14908.f2

19 Labak CM, Wang PY, Arora R, Guda MR, Asuthkar S, Tsung
AJ, Velpula KK: Glucose transport: Meeting the metabolic
demands of cancer, and applications in glioblastoma treatment.
Am J Cancer Res 6(8): 1599-1608, 2016.

20 He J, Liu Y, Zhu T, Zhu J, Dimeco F, Vescovi AL, Heth JA,
Muraszko KM, Fan X, Lubman DM: CD90 is identified as a
candidate marker for cancer stem cells in primary high-grade
gliomas using tissue microarrays. Mol Cell Proteomics 11(6):
M111.010744, 2012. DOI: 10.1074/mcp.M111.010744

21 Tang KH, Dai YD, Tong M, Chan YP, Kwan PS, Fu L, Qin YR,
Tsao SW, Lung HL, Lung ML, Tong DK, Law S, Chan KW, Ma
S, Guan XY: A CD90(+) tumor-initiating cell population with an
aggressive signature and metastatic capacity in esophageal
cancer. Cancer Res 73(7): 2322-2332, 2013. DOI: 10.1158/0008-
5472.CAN-12-2991

22 Das A, Banik NL, Patel SJ, Ray SK: Dexamethasone protected
human glioblastoma U87MG cells from temozolomide induced
apoptosis by maintaining Bax:Bcl-2 ratio and preventing
proteolytic activities. Mol Cancer 3(1): 36, 2004. DOI:
10.1186/1476-4598-3-36

23 Komakech A, Im JH, Gwak HS, Lee KY, Kim JH, Yoo BC,
Cheong H, Park JB, Kwon JW, Shin SH, Yoo H: Dexamethasone
interferes with autophagy and affects cell survival in irradiated
malignant glioma cells. J Korean Neurosurg Soc 63(5): 566-578,
2020. DOI: 10.3340/jkns.2019.0187

24 Mottet I, Demeure R, Rataud J, Lucas M, Wahl F, Warscotte V,
Thiran JP, Goudemant JF, Maldague B, Maloteaux JM,
Stutzmann JM: Effects of riluzole on the evolution of focal
cerebral ischemia: a magnetic resonance imaging study.
MAGMA 5(3): 185-191, 1997. DOI: 10.1007/BF02594581

25 Stover JF, Beyer TF, Unterberg AW: Riluzole reduces brain
swelling and contusion volume in rats following controlled
cortical impact injury. J Neurotrauma 17(12): 1171-1178, 2000.
DOI: 10.1089/neu.2000.17.1171

Received February 8, 2024
Revised March 18, 2024

Accepted March 19, 2024

Keul et al: Riluzole Reverse Dexamethasone Unfavorable Effects

1835




