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CHAPTER 7 

MicroRNAs in epileptogenesis 

Progress in epilepsy research over the past decades has led to the discovery and 
characterization of the major pathogenic processes associated with 
epileptogenesis. MiRNAs have emerged as important modulators of signaling 
pathways associated with these processes in the brain. The involvement of 
miRNAs in the pathogenesis of epilepsy has been supported by a large number 
of studies that reported dysregulation of miRNA expression in human 
epileptogenic brain tissue and in animal models of epileptogenesis 1-3. 
Dysregulation of miRNAs may represent both a consequence of pathological 
changes in the brain as well as a contributing factor to the pathology, leading 
to the idea that modulation of miRNAs in the brain may be useful in treatment 
and prevention of epilepsy 4. However, the identification of these miRNAs and 
accurate dissection of each miRNA’s contribution to epileptogenesis is a 
challenging task. From more than 2000 mature miRNAs described in mammals 
5,6, hundreds of differentially expressed miRNAs have been identified in animal 
models of epileptogenesis. Each of these miRNAs may be able to influence the 
expression of multiple mRNA targets, and even entire pathways, in a cell type-
specific manner 7. The deregulated expression of miRNAs can change 
dynamically during epileptogenesis and also varies depending on the brain 
region of assessment 8. Furthermore, the differences between methodologies 
employed by various laboratories, such as the use of different animal models of 
epileptogenesis, appear to produce heterogeneous outcomes 9,10. As a result of 
these factors, the profiles of miRNA expression have yielded largely discordant 
results 2,4, representing context-dependent pieces of an intricate, yet 
incomplete, mosaic.  

How can we pinpoint the most relevant miRNAs in epileptogenesis that 
could be of therapeutic value for the treatment of epilepsy? In chapter 2 we 
performed a meta-analysis across the published miRNA expression profiles 
during experimental epileptogenesis and created a database of more than 400 
differentially expressed miRNAs 11. Using a stringent bioinformatical approach 
we were able to find the most common differentially expressed miRNAs, that 
formed only a small subset of total analyzed miRNAs. These miRNAs were 
consistently deregulated across the expression profiles, despite the 
heterogeneity of factors involved. The identified miRNAs appear to be 
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GENERAL DISCUSSION 

 

 

associated with the key pathological processes linked to epileptogenesis, such 
as immune response/inflammation and remodelling of the extracellular matrix 
(ECM), and these processes represent commonalities in diverse animal models 
and human epilepsy 12. Immune response is mediated by the evolutionarily 
conserved pathways that have been recently targeted in search for novel anti-
epileptogenic therapy. Moreover, the activation of the innate immune 
response and inflammation is responsible for the alterations in the ECM. The 
miRNAs identified by the meta-analysis, as well as other inflammation-related 
miRNAs have a potential to modulate epileptogenesis through the regulation of 
these processes. Therefore, we focused our study on the expression of these 
miRNAs in various epileptogenic pathologies and the regulation of the 
pathogenic signaling pathways by these miRNAs in brain cells. 

Inflammation-associated miRNAs are expressed by activated glial and 
immune cells during epileptogenesis 

Several miRNAs identified by the meta-analysis and previous observations, 
including miR132, miR146a, miR155 and miR142 have been associated with the 
regulation of the immune response and inflammation 11,13-16. These miRNAs are 
evolutionarily conserved and their genomic locations are not associated with 
any protein-coding genes. Knock-out experiments in mice have shown that the 
lack of these miRNAs may lead to abnormal phenotypes associated with brain 
development or immune system dysfunctions 7. In chapters 3, 4 and 5 we 
validated the increased expression of these miRNAs in human epileptogenic 
pathologies, including temporal lobe epilepsy (TLE) and traumatic brain injury 
(TBI), as well as in animal models of TLE and TBI.  

MiRNAs in the brain display cell-type specific expression and functions 
17. One of the most commonly up-regulated miRNAs during epileptogenesis is a 
brain-specific miR132, which has been studied extensively in neurons 18-22. We 
demonstrated that miR132 can be up-regulated in astrocytes and microglia in 
the epileptogenic hippocampus. This suggests that miR-132 may be involved in 
the regulation of inflammation in the activated glial cells. The expression of 
miR146a and miR155 was found in various cell types, including the expression 
in neurons at basal level, however, their overexpression in the brain of humans 
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CHAPTER 7 

and animals with TLE or TBI is associated with activated astrocytes and 
microglia, where they function as potent inflammatory regulators. MiR142 is 
different from others because it is hardly expressed in the brain under normal 
conditions due to its hematopoietic origin 23. However, we are the first to 
demonstrate that it is expressed by activated microglia and macrophages after 
TBI, as well as by infiltrating T cells, but not by neurons or astrocytes. These 
findings were also corroborated by the observations in brain tissue of patients 
with TLE (Fig. 1). Thus, the miRNAs that are commonly up-regulated during 
epileptogenesis are expressed in activated glial and immune cells, which are the 
main cells capable of mediating the innate immune response in the brain.  
 

Figure 1. Higher miR142 expression in the human hippocampus. In situ hybridization for miR142 did not 
reveal the in situ hybridization signal (IHS) in the control hippocampus. In contrast, the stronger IHS was 
observed in the hippocampus of patients with TLE without hippocampal sclerosis (TLE no HS) (b) as well as in 
patients with TLE and hippocampal sclerosis (TLE-HS) (c). Arrows indicate individual cells expressing miR142; 
(d) Double labelling of miR142 with cell type-specific markers showed a weak IHS co-localized with NeuN and 
GFAP, stronger IHS co-localized with Iba-1 and TMEM119 and the strongest IHS co-localized with CD68 and 
CD8; Scale bar in a-c 50 µm and in d 10 µm. 

Regulation of inflammation by miRNAs 

The overexpression of inflammation-related miRNAs in the epileptogenic brain 
is also accompanied by increased expression of the markers of inflammation IL-
1β, TNF-α and TGF-β1. The activated inflammatory pathways in astrocytes, 
microglia and macrophages are responsible for the transcriptional activation of 
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miRNAs, which are further involved in regulatory networks within these 
pathways. The selected miRNAs may be broadly divided into pro-inflammatory 
and anti-inflammatory. In human astrocytes the expression of miR146a and 
miR155 could be increased in response to stimulation with pro-inflammatory 
cytokines IL-1β and TNF-α, upon which they are involved in the feedback 
regulation of signal transduction pathways that result in NF-κB and AP-1 
activation 24,25. It has been previously shown that miR146a and miR147b 
(another miRNA with anti-inflammatory properties) have prominent action in 
astrocytes, where they suppress the activation of inflammatory signaling 26-28. 
However, the overexpression of miR155 in human astrocytes leads to mixed 
results, with some inflammatory targets decreased and other – increased (Fig. 
2). There is also no consensus in the literature on this account, with existing 
evidence supporting both pro-inflammatory 29 and anti-inflammatory 30 actions 
of this miRNA. This could be explained by the multitude of target genes in cross-
reacting pathways depending on cellular context and time-point of assessment.  

 
 
 
 
 
 
 
 
 

 

Figure 2. The regulation of miR155 target genes in human astrocytes. RT-qPCR analysis of miR155 target 
gene expression involved in inflammation in human primary astrocytes (n = 5) showed a lower expression of 
TAB2 (p < 0.001), IKBKE (p < 0.001), SOCS1 (p < 0.05) and RELA (p < 0.01), but higher expression of IL6 (p < 
0.001) and NFKB1 (p < 0.01) as compared to control cells following IL-1β stimulation; Mann-Whitney U-test, 
*p < 0.05, **p < 0.01,***p < 0.001. 

MiR132 has also been associated with inflammation via targeting 
acetylcholinesterase in neurons and promoting cholinergic anti-inflammatory 
signaling 16,31. Following our findings that miR132 is expressed in glia in the 
epileptogenic brain, we demonstrated that miR132 can negatively regulate  

miR155 target genes
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IL-1β-mediated inflammatory signaling in astrocytes 32, which is corroborated 
by a previous report that miR132 can negatively regulate inflammatory 
signaling in an astrocytic cell line 33. A potential mechanism for such regulation 
could be through the down-regulation of its target COX-2. COX-2 expression is 
increased in both neurons and astrocytes in TLE 34,35 and could be involved in 
the pathogenesis of epilepsy 36. Moreover, miR132 may be involved in the 
regulation of TGF-β pathway since its expression in human astrocytes is 
increased by the stimulation with TGF-β1 and the predicted target of miR132 
TGF-β2 is down-regulated following miR132 overexpression 32. TGF-β signaling 
pathway in astrocytes has been shown to be an important contributor to 
epileptogenesis 37-39. Thus, in addition to its functions in neurons, miR132 may 
act to suppress pro-inflammatory signaling in activated astrocytes in TLE.   

MiR142 does not appear to be highly expressed in neurons or 
astrocytes, but it is found in microglia and macrophages, where its 
overexpression can lead to an increased production of TNF-α. This can both 
contribute directly to brain inflammation and can activate nearby astrocytes 40. 
Indeed, human astrocytes show a higher expression of pro-inflammatory genes, 
including IL1B, TNF and PTGS2, when treated with the culture medium from 
miR142-overexpressing macrophage-like cells as compared to astrocytes 
treated with the medium from control macrophage-like cells. This suggests that 
miR142-overexpressing cells observed in the brain post-TBI may promote a pro-
inflammatory state in surrounding astrocytes. This is in line with previous 
observations that miR-142 knock-out mice exhibit less inflammation in the 
cerebellum in the experimental autoimmune encephalomyelitis 41. Thus, the 
overexpression of miR142 in the human brain may promote inflammation after 
a brain insult, which may further contribute to epileptogenesis. 

The activation of astrocytes and loss of their homeostatic functions is 
one of the hallmarks of epileptogenesis 42. Reactive astrocytes and microglia 
provide a major source of pro-inflammatory molecules including IL-1β and TNF-
α during brain pathology 42,43. The studied miRNAs act to modulate the pro-
inflammatory signaling in astrocytes directly (miR146a, miR155, miR132) or 
indirectly (miR142). Through such modulation, these miRNAs could act not only 
to suppress their direct targets, but also influence the expression of the down-
stream targets of inflammatory pathways, such as cytokines, prostaglandins, 
growth factors and ECM molecules.  

216



541147-L-bw-Korotkov541147-L-bw-Korotkov541147-L-bw-Korotkov541147-L-bw-Korotkov
Processed on: 18-2-2020Processed on: 18-2-2020Processed on: 18-2-2020Processed on: 18-2-2020 PDF page: 217PDF page: 217PDF page: 217PDF page: 217

GENERAL DISCUSSION 

 

 

Regulation of the ECM by inflammation-related miRNAs 

The ECM is the non-cellular component of the brain, which is produced by 
neurons and glial cells, and the alterations in the ECM composition and 
structure play an important role in establishing epileptogenic networks 44, 
contributing to processes such as mossy fiber sprouting, granule cell dispersion 
and gliosis 45. Among the deregulated pathways in TLE, the pathways related to 
the remodeling of the ECM form one of the two largest clusters along with the 
pathways related to inflammation 46. Matrix metalloproteinases (MMPs) are 
the major enzymes responsible for the remodeling of the ECM 47 and their up-
regulation in epileptogenic tissue may lead to the degradation of PNNs and BBB, 
as well as promote neuroinflammation. The increased expression of 4 MMPs 
(MMP2, MMP3, MMP9 and MMP14) could be observed in human TLE and TSC 
tissue 48-50 and the increased expression of MMP genes could be observed in 
the rat hippocampus shortly after SE and during the latent and chronic phases 
49,51.  

The transcriptional activation of MMP expression is largely dependent 
on pro-inflammatory stimuli 52-55. In human astrocytes MMP3 gene expression 
could be activated by such stimuli as pro-inflammatory IL-1β, TNF-α and TGF-
β1, as well as reactive oxygen species-producing hydrogen peroxide stimulation 
(Fig. 3). In addition, MMP3 transcription was strongly activated in a 
macrophage/microglia cell model following a classic lipopolysaccharide (LPS) 
stimulation and the conditioned medium from these cells could induce MMP3 
gene expression, but not other MMP genes, in human astrocytes. Moreover, 
Mmp3 was the only metalloproteinase gene with increased expression in the 
cortex of rats 2 weeks post-TBI. MMP3 is normally expressed in astrocytes at 
low level, but is increased in response to a pro-inflammatory stimulation 56-59. 
Thus, MMP3 appears to represent an inflammation-sensitive pathological 
marker in the brain.  

Since miRNAs can modulate pro-inflammatory signaling in astrocytes, 
they could have a modulatory effect on MMP expression. The overexpression 
of the anti-inflammatory miR146a and miR132, as well as inhibition of miR155 
attenuated the increased expression of MMP3 in human astrocytes. Thus, in 
addition to modulation of inflammation, miRNAs have a potential to modulate 
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the alterations in the ECM during epileptogenesis through the control of MMP3 
expression.  

 
 
 
 
 

Figure 3. The heatmap of MMP gene expression in vitro. RT-qPCR analysis in human primary astrocytes and 
THP-1 cell line showed that of MMP2, MMP3, MMP9 and MMP14 could be induced by various pathological 
stimuli in human cells; H2O2 – 100 µm hydrogen peroxide; MCSM – conditioned culture medium from THP-1 
cells following stimulation with lipopolysaccharide (LPS); Mann-Whitney U-test, variable n =3–5; **p < 
0.01,***p < 0.001. 

miR34a overexpression may affect cerebral cortex development in TSC 

Apart from the regulation of processes, such as inflammation and ECM 
remodeling, which contribute to epileptogenesis in the adult brain, miRNAs can 
also regulate neurodevelopmental processes, the dysregulation of which may 
lead to malformations of cortical development and early-onset epilepsy 60. 
Previously we identified miR34 family (miR34a, miR34b and miR34c) among the 
most up-regulated miRNAs in TSC cortical tubers compared to autoptic control 
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brain cortex 61. A follow-up study performed in chapter 6 showed that 
overexpression of miR34a in TSC was observed during fetal and early postnatal 
brain development and may have an impact on corticogenesis and contribute 
to the pathology in several ways. First of all, the overexpression of miR34a in 
mice led to a disturbed migration of neural progenitor cells. The genes 
associated with neuron migration showed a strong enrichment among the 
predicted targets of miR34a and previous reports have linked miR34a to 
aberrant migration 62,63. Further, miR34a is normally highly expressed in the 
adult brain, but the prematurely high expression during the first years of life 
may affect neurite outgrowth, as miR34a has been shown to regulate this 
process 64. In addition, miR34a can down-regulate the expression of a cell-
adhesion molecule contactin-3 (CNTN3) in vitro. This CAM has been shown to 
possess a neurite outgrowth-promoting activity 65 and its expression is lower in 
TSC during the first years of life compared to the age-matched controls. Both 
overexpression of miR34a and the defects in CNTNs, including CNTN3, have 
been linked to ASD 66,67 and ASD frequently accompanies TSC 68. Lastly, miR34a 
has been known as a pro-apoptotic miRNA, since it can be activated by p53 
protein and is further involved in the feed-forward regulation of p53 69. 
Apoptosis is a paramount process for both embryonic neurogenesis and 
postnatal brain development 70. However, we did not observe an increase in 
apoptotic cells following miR34a overexpression in mice, suggesting that the 
increase of miR34a alone may be insufficient for triggering apoptosis.  

It is important to note that miR34a overexpression in fetal brain could 
be observed not only in giant cells, but also in other cells throughout the 
developing cortex. The increase in miR34a was contingent on the activation of 
p53 in the developing cortex, whereas pS6 activation was mostly restricted to 
giant cells. This suggests that miR34a overexpression in TSC cortex may not be 
directly related to mTOR pathway activation, but rather depend on the 
pathological microenvironment in the brain areas affected by tuber formation. 
One of such factors could be oxidative stress, since miR34a could be increased 
in vitro by stimulation of neuronal cells with hydrogen peroxide, and we have 
previously shown an increased expression of oxidative stress markers in TSC 
tubers 71.     
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Future outlook and therapeutic potential of miRNAs 

Epilepsy is a complex pathology produced by multiple intricately interwoven 
pathogenic processes.  MiRNAs are estimated to target more than 45,000 sites 
in the 3’ untranslated regions of about 60% of all existing messenger RNAs 72, 
and thus the evolutionarily conserved miRNAs deserve to be considered as 
major components of the gene regulatory units in epileptogenic networks. The 
dysregulation of many miRNAs during epileptogenesis represents an additional 
level of complexity to the gene expression analysis, but also provides an 
opportunity for therapy 3,73 or diagnostics as biomarkers 74-76. MiRNAs are 
network regulators of gene expression, and the development of new 
bioinformatics methods and statistical analysis may help to predict the most 
potent “master regulators” among them.  
 The current knowledge of the differentially-expressed miRNAs in 
epileptogenesis is mostly based on microarray- and qPCR array-based studies. 
This knowledge is waiting to be confirmed and refined by the studies using the 
more advanced and unbiased high-throughput RNA-Seq techniques. The 
benefits of RNA-Seq include a transcriptome-wide scale and the analysis of 
isomiRs – variants of mature miRNA sequences with minute differences in 
nucleotide composition at the 3’and 5’ends 77. Further, the advent of the singe-
cell expression analysis will further deepen our understanding of miRNA 
expression in a cell type- and context-specific manner. This is essential, since 
even miRNAs established to be expressed in certain cell types may be expressed 
in different cells depending on pathological states. One example is a neuronal 
miR132, the inhibition of which has been proposed as a potential 
neuroprotective treatment based on a study in a post-SE model 78. Our findings 
suggest that miR132 is expressed and may have anti-inflammatory functions in 

astrocytes during epileptogenesis 32, whereas its inhibition may promote 

inflammation and potentially aggravate the pathology. 
The field of non-coding RNA biology is a relatively young branch of 

science, but it has already produced results that are translatable to the clinics 
79-81. This includes treatment of epilepsy, since the use of an RNA-based 
inhibitor may soon enter the phase II of clinical trials for the treatment of the 
drug-resistant epilepsy in Dravet syndrome 
(https://dravetsyndromenews.com/cur-1916/). Studies in preclinical models of 
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epilepsy have shown an efficacy of modulation of neuronal miRNA expression 
in modification of epileptogenesis 82,83. Our results described in chapter 6 allow 
us to hypothesize that normalization of neuronal miR34a levels in the 
developing TSC brain may be of therapeutic value. Furthermore, the potential 
to combine inhibition of miR34a with the established drugs like rapamycin or 
everolimus, as well as anti-oxidant treatments, could be further explored in 
order to achieve a synergistic therapeutic effect in treatment of TSC and 
associated neurological impairments (Fig. 4). In a similar manner, the 
overexpression of miR146a, aimed at suppression of brain inflammation in 
order to alleviate epileptogenic pathology, has shown some promising results 
in vivo 84,85. The administration of miR132 or inhibition of miR155 may also have 
an anti-epileptogenic action through the modulation of pro-inflammatory 
signaling and down-stream targets, such as IL-1β, COX-2 and MMP3. Indeed, 
silencing of miR155 in vivo has been shown to reduce seizure frequency in rats 
and mice post-SE 86,87 (Fig. 4).  
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Figure 4. MiRNA regulation of processes associated with epileptogenesis. The activation of glial cells in the 
adult epileptogenic brain leads to the production of inflammatory mediators, such as IL-1β, TNF-α, TGF-β1. 
The overexpression of miR142 in the microglia and macrophages may lead to an increased production of at 
least one of them – TNF-α, which results in the overexpression of pro-inflammatory genes in astrocytes. This 
leads to the loss of astrocytic homeostatic functions and further perpetuation of neuroinflammation. The 
pro-inflammatory cytokines also increase the expression of miR146a, miR155 and miR132 in astrocytes. In 
the developing brain of patients with TSC, the overexpression of miR34a is dependent not only on mTOR 
activation, but also on p53 activation. The overexpression of miR34a during fetal and early post-natal brain 
development may lead to a decreased expression of neuronal molecules, such as CNTN3 and overall aberrant 
corticogenesis. The inhibition or overexpression of these miRNAs may help to normalize dysregulated 
signaling pathways and rescue pathological consequences of epileptogenic structural lesions. The 
combination treatment with the established AEDs may have a synergistic effect to alleviate epileptogenesis. 
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Conclusions 

In this thesis we aimed to investigate the involvement of miRNAs in 
epileptogenesis through the regulation of pro-epileptogenic processes in the 
brain, including immune response and inflammation, alterations in the ECM and 
corticogenesis during neural development. Furthermore, we aimed at the 
identification of novel therapeutic targets and miRNA-based approaches for 
prevention or modification of acquired epilepsy. The miRNAs miR132, miR146a, 
miR155 and miR142 are primarily involved in the regulation of innate immune 
response and inflammation in activated glial cells and can modulate the 
expression of pro-epileptogenic factors, such as pro-inflammatory cytokines 
and MMPs. The increased expression of miRNAs associated with 
neurodevelopmental processes, such as miR34a and miR34b, can lead to 
aberrant corticogenesis in the immature brain, which may contribute to 
epileptogenesis and cognitive impairment in TSC. The ability to modulate key 
pathological processes associated with epileptogenesis suggests that 
overexpression or inhibition of these miRNAs may be considered for use as a 
novel therapeutic approach in treatment of epilepsy and associated co-
morbidities. 
 

 

223



541147-L-bw-Korotkov541147-L-bw-Korotkov541147-L-bw-Korotkov541147-L-bw-Korotkov
Processed on: 18-2-2020Processed on: 18-2-2020Processed on: 18-2-2020Processed on: 18-2-2020 PDF page: 224PDF page: 224PDF page: 224PDF page: 224

CHAPTER 7 

References 

1. Cattani, A.A., et al., Involvement of microRNAs in epileptogenesis. Epilepsia, 2016. 57(7): p. 1015-26. 
2. Henshall, D.C., MicroRNA and epilepsy: profiling, functions and potential clinical applications. Curr Opin Neurol, 

2014. 27(2): p. 199-205. 
3. Henshall, D.C., et al., MicroRNAs in epilepsy: pathophysiology and clinical utility. Lancet Neurol, 2016. 15(13): p. 

1368-1376. 
4. Brennan, G.P. and D.C. Henshall, microRNAs in the pathophysiology of epilepsy. Neurosci Lett, 2018. 667: p. 47-

52. 
5. Hammond, S.M., An overview of microRNAs. Adv Drug Deliv Rev, 2015. 87: p. 3-14. 
6. Kozomara, A., M. Birgaoanu, and S. Griffiths-Jones, miRBase: from microRNA sequences to function. Nucleic 

Acids Res, 2019. 47(D1): p. D155-D162. 
7. Bartel, D.P., Metazoan MicroRNAs. Cell, 2018. 173(1): p. 20-51. 
8. Gorter, J.A., et al., Hippocampal subregion-specific microRNA expression during epileptogenesis in experimental 

temporal lobe epilepsy. Neurobiol Dis, 2014. 62: p. 508-20. 
9. Kretschmann, A., et al., Different microRNA profiles in chronic epilepsy versus acute seizure mouse models. J Mol 

Neurosci, 2015. 55(2): p. 466-79. 
10. Srivastava, P.K., et al., Meta-Analysis of MicroRNAs Dysregulated in the Hippocampal Dentate Gyrus of Animal 

Models of Epilepsy. eNeuro, 2017. 4(6). 
11. Korotkov, A., et al., Systematic review and meta-analysis of differentially expressed miRNAs in experimental and 

human temporal lobe epilepsy. Sci Rep, 2017. 7(1): p. 11592. 
12. Klein, P., et al., Commonalities in epileptogenic processes from different acute brain insults: Do they translate? 

Epilepsia, 2018. 59(1): p. 37-66. 
13. Rebane, A. and C.A. Akdis, MicroRNAs: Essential players in the regulation of inflammation. J Allergy Clin Immunol, 

2013. 132(1): p. 15-26. 
14. Quinn, S.R. and L.A. O'Neill, A trio of microRNAs that control Toll-like receptor signalling. Int Immunol, 2011. 

23(7): p. 421-5. 
15. Tahamtan, A., et al., Anti-Inflammatory MicroRNAs and Their Potential for Inflammatory Diseases Treatment. 

Front Immunol, 2018. 9: p. 1377. 
16. Soreq, H. and Y. Wolf, NeurimmiRs: microRNAs in the neuroimmune interface. Trends Mol Med, 2011. 17(10): p. 

548-55. 
17. Thomas, K.T., C. Gross, and G.J. Bassell, microRNAs Sculpt Neuronal Communication in a Tight Balance That Is 

Lost in Neurological Disease. Front Mol Neurosci, 2018. 11: p. 455. 
18. Jovicic, A., et al., Comprehensive expression analyses of neural cell-type-specific miRNAs identify new 

determinants of the specification and maintenance of neuronal phenotypes. J Neurosci, 2013. 33(12): p. 5127-
37. 

19. Vo, N., et al., A cAMP-response element binding protein-induced microRNA regulates neuronal morphogenesis. 
Proc Natl Acad Sci U S A, 2005. 102(45): p. 16426-31. 

20. Hansen, K.F., et al., Transgenic miR132 alters neuronal spine density and impairs novel object recognition 
memory. PLoS One, 2010. 5(11): p. e15497. 

21. Wayman, G.A., et al., An activity-regulated microRNA controls dendritic plasticity by down-regulating p250GAP. 
Proc Natl Acad Sci U S A, 2008. 105(26): p. 9093-8. 

22. Aten, S., et al., The miR-132/212 locus: a complex regulator of neuronal plasticity, gene expression and cognition. 
RNA Dis, 2016. 3(2). 

23. Chen, C.Z., et al., MicroRNAs modulate hematopoietic lineage differentiation. Science, 2004. 303(5654): p. 83-6. 
24. Ma, X., et al., MicroRNAs in NF-kappaB signaling. J Mol Cell Biol, 2011. 3(3): p. 159-66. 
25. O'Connell, R.M., et al., MicroRNA-155 is induced during the macrophage inflammatory response. Proc Natl Acad 

Sci U S A, 2007. 104(5): p. 1604-9. 
26. Iyer, A., et al., MicroRNA-146a: a key regulator of astrocyte-mediated inflammatory response. PLoS One, 2012. 

7(9): p. e44789. 
27. van Scheppingen, J., et al., Expression of microRNAs miR21, miR146a, and miR155 in tuberous sclerosis complex 

cortical tubers and their regulation in human astrocytes and SEGA-derived cell cultures. Glia, 2016. 64(6): p. 
1066-82. 

28. van Scheppingen, J., et al., miR147b: A novel key regulator of interleukin 1 beta-mediated inflammation in human 
astrocytes. Glia, 2018. 66(5): p. 1082-1097. 

29. Tili, E., et al., Modulation of miR-155 and miR-125b levels following lipopolysaccharide/TNF-alpha stimulation 
and their possible roles in regulating the response to endotoxin shock. J Immunol, 2007. 179(8): p. 5082-9. 

30. Ceppi, M., et al., MicroRNA-155 modulates the interleukin-1 signaling pathway in activated human monocyte-
derived dendritic cells. Proc Natl Acad Sci U S A, 2009. 106(8): p. 2735-40. 

31. Shaked, I., et al., MicroRNA-132 potentiates cholinergic anti-inflammatory signaling by targeting 
acetylcholinesterase. Immunity, 2009. 31(6): p. 965-73. 

32. Korotkov, A., et al., microRNA-132 is overexpressed in glia in temporal lobe epilepsy and reduces the expression 
of pro-epileptogenic factors in human cultured astrocytes. Glia, 2020. 68(1): p. 60-75. 

224



541147-L-bw-Korotkov541147-L-bw-Korotkov541147-L-bw-Korotkov541147-L-bw-Korotkov
Processed on: 18-2-2020Processed on: 18-2-2020Processed on: 18-2-2020Processed on: 18-2-2020 PDF page: 225PDF page: 225PDF page: 225PDF page: 225

GENERAL DISCUSSION 

 

 

33. Kong, H., et al., The Effect of miR-132, miR-146a, and miR-155 on MRP8/TLR4-Induced Astrocyte-Related 
Inflammation. J Mol Neurosci, 2015. 57(1): p. 28-37. 

34. Desjardins, P., et al., Induction of astrocytic cyclooxygenase-2 in epileptic patients with hippocampal sclerosis. 
Neurochem Int, 2003. 42(4): p. 299-303. 

35. Holtman, L., et al., Effects of SC58236, a selective COX-2 inhibitor, on epileptogenesis and spontaneous seizures 
in a rat model for temporal lobe epilepsy. Epilepsy Res, 2009. 84(1): p. 56-66. 

36. Tu, B. and N.G. Bazan, Hippocampal kindling epileptogenesis upregulates neuronal cyclooxygenase-2 expression 
in neocortex. Exp Neurol, 2003. 179(2): p. 167-75. 

37. Ivens, S., et al., TGF-beta receptor-mediated albumin uptake into astrocytes is involved in neocortical 
epileptogenesis. Brain, 2007. 130(Pt 2): p. 535-47. 

38. Cacheaux, L.P., et al., Transcriptome profiling reveals TGF-beta signaling involvement in epileptogenesis. J 
Neurosci, 2009. 29(28): p. 8927-35. 

39. Bar-Klein, G., et al., Losartan prevents acquired epilepsy via TGF-beta signaling suppression. Ann Neurol, 2014. 
75(6): p. 864-75. 

40. Liddelow, S.A., et al., Neurotoxic reactive astrocytes are induced by activated microglia. Nature, 2017. 541(7638): 
p. 481-487. 

41. Mandolesi, G., et al., miR-142-3p Is a Key Regulator of IL-1beta-Dependent Synaptopathy in Neuroinflammation. 
J Neurosci, 2017. 37(3): p. 546-561. 

42. Aronica, E., et al., Astrocyte immune responses in epilepsy. Glia, 2012. 60(8): p. 1258-68. 
43. van Vliet, E.A., et al., Review: Neuroinflammatory pathways as treatment targets and biomarker candidates in 

epilepsy: emerging evidence from preclinical and clinical studies. Neuropathol Appl Neurobiol, 2018. 44(1): p. 
91-111. 

44. Lukasiuk, K., et al., Epileptogenesis-related genes revisited. Prog Brain Res, 2006. 158: p. 223-241. 
45. Dityatev, A., Remodeling of extracellular matrix and epileptogenesis. Epilepsia, 2010. 51 Suppl 3: p. 61-5. 
46. Johnson, M.R., et al., Systems genetics identifies Sestrin 3 as a regulator of a proconvulsant gene network in 

human epileptic hippocampus. Nat Commun, 2015. 6: p. 6031. 
47. Rempe, R.G., A.M.S. Hartz, and B. Bauer, Matrix metalloproteinases in the brain and blood-brain barrier: 

Versatile breakers and makers. J Cereb Blood Flow Metab, 2016. 36(9): p. 1481-507. 
48. Broekaart, D.W.M., et al., Increased matrix metalloproteinases expression in tuberous sclerosis complex: 

modulation by microRNA 146a and 147b in vitro. Neuropathol Appl Neurobiol, 2019. 
49. Korotkov, A., et al., Increased expression of matrix metalloproteinase 3 can be attenuated by inhibition of 

microRNA-155 in cultured human astrocytes. J Neuroinflammation, 2018. 15(1): p. 211. 
50. Wilczynski, G.M., et al., Important role of matrix metalloproteinase 9 in epileptogenesis. J Cell Biol, 2008. 180(5): 

p. 1021-35. 
51. Gorter, J.A., et al., Dynamic changes of proteases and protease inhibitors revealed by microarray analysis in CA3 

and entorhinal cortex during epileptogenesis in the rat. Epilepsia, 2007. 48 Suppl 5: p. 53-64. 
52. Delany, A.M. and C.E. Brinckerhoff, Post-transcriptional regulation of collagenase and stromelysin gene 

expression by epidermal growth factor and dexamethasone in cultured human fibroblasts. J Cell Biochem, 1992. 
50(4): p. 400-10. 

53. Kirstein M, S.L., Quiñones S, Moscat J, Diaz-Meco MT, Saus J, Cross-talk between different enhancer elements 
during mitogenic induction of the human stromelysin-1 gene. J Biol Chem, 1996. 271(30): p. 18231-6. 

54. Witek-Zawada, B. and A. Koj, Regulation of expression of stromyelysin-1 by proinflammatory cytokines in mouse 
brain astrocytes. J Physiol Pharmacol, 2003. 54(4): p. 489-96. 

55. Kim, E.M. and O. Hwang, Role of matrix metalloproteinase-3 in neurodegeneration. J Neurochem, 2011. 116(1): 
p. 22-32. 

56. Crocker, S.J., et al., Cell and agonist-specific regulation of genes for matrix metalloproteinases and their tissue 
inhibitors by primary glial cells. J Neurochem, 2006. 98(3): p. 812-23. 

57. Vincenti, M.P., The matrix metalloproteinase (MMP) and tissue inhibitor of metalloproteinase (TIMP) genes. 
Transcriptional and posttranscriptional regulation, signal transduction and cell-type-specific expression. 
Methods Mol Biol, 2001. 151: p. 121-48. 

58. Van Hove, I., et al., Matrix metalloproteinase-3 in the central nervous system: a look on the bright side. J 
Neurochem, 2012. 123(2): p. 203-16. 

59. Moon, S.K., B.Y. Cha, and C.H. Kim, ERK1/2 mediates TNF-alpha-induced matrix metalloproteinase-9 expression 
in human vascular smooth muscle cells via the regulation of NF-kappaB and AP-1: Involvement of the ras 
dependent pathway. J Cell Physiol, 2004. 198(3): p. 417-27. 

60. Curatolo, P., et al., mTOR dysregulation and tuberous sclerosis-related epilepsy. Expert Rev Neurother, 2018. 
18(3): p. 185-201. 

61. Mills, J.D., et al., Coding and small non-coding transcriptional landscape of tuberous sclerosis complex cortical 
tubers: implications for pathophysiology and treatment. Sci Rep, 2017. 7(1): p. 8089. 

62. Chang, S.J., et al., MicroRNA-34a modulates genes involved in cellular motility and oxidative phosphorylation in 
neural precursors derived from human umbilical cord mesenchymal stem cells. BMC Med Genomics, 2011. 4: p. 
65. 

225



541147-L-bw-Korotkov541147-L-bw-Korotkov541147-L-bw-Korotkov541147-L-bw-Korotkov
Processed on: 18-2-2020Processed on: 18-2-2020Processed on: 18-2-2020Processed on: 18-2-2020 PDF page: 226PDF page: 226PDF page: 226PDF page: 226

CHAPTER 7 

63. Mollinari, C., et al., miR-34a regulates cell proliferation, morphology and function of newborn neurons resulting
in improved behavioural outcomes. Cell Death Dis, 2015. 6: p. e1622. 

64. Agostini, M., et al., microRNA-34a regulates neurite outgrowth, spinal morphology, and function. Proc Natl Acad
Sci U S A, 2011. 108(52): p. 21099-104. 

65. Yoshihara, Y., et al., BIG-1: a new TAG-1/F3-related member of the immunoglobulin superfamily with neurite
outgrowth-promoting activity. Neuron, 1994. 13(2): p. 415-26. 

66. Burbach, J.P. and B. van der Zwaag, Contact in the genetics of autism and schizophrenia. Trends Neurosci, 2009.
32(2): p. 69-72. 

67. Morrow, E.M., et al., Identifying autism loci and genes by tracing recent shared ancestry. Science, 2008.
321(5886): p. 218-23. 

68. Moavero, R., et al., Early Clinical Predictors of Autism Spectrum Disorder in Infants with Tuberous Sclerosis
Complex: Results from the EPISTOP Study. J Clin Med, 2019. 8(6). 

69. Rokavec, M., et al., The p53/miR-34 axis in development and disease. J Mol Cell Biol, 2014. 6(3): p. 214-30.
70. Yamaguchi, Y. and M. Miura, Programmed cell death in neurodevelopment. Dev Cell, 2015. 32(4): p. 478-90.
71. Arena, A., et al., Oxidative stress and inflammation in a spectrum of epileptogenic cortical malformations: 

molecular insights into their interdependence. Brain Pathol, 2019. 29(3): p. 351-365. 
72. Friedman, R.C., et al., Most mammalian mRNAs are conserved targets of microRNAs. Genome Res, 2009. 19(1):

p. 92-105.
73. Brindley, E., T.D.M. Hill, and D.C. Henshall, MicroRNAs as biomarkers and treatment targets in status epilepticus.

Epilepsy Behav, 2019: p. 106272. 
74. Di Pietro, V., et al., MicroRNA Signature of Traumatic Brain Injury: From the Biomarker Discovery to the Point-of-

Care. Front Neurol, 2018. 9: p. 429. 
75. Azar, S., et al., Biofluid Proteomics and Biomarkers in Traumatic Brain Injury. Methods Mol Biol, 2017. 1598: p.

45-63.
76. Pitkanen, A., et al., Advances in the development of biomarkers for epilepsy. Lancet Neurol, 2016. 15(8): p. 843-

856. 
77. Neilsen, C.T., G.J. Goodall, and C.P. Bracken, IsomiRs--the overlooked repertoire in the dynamic microRNAome.

Trends Genet, 2012. 28(11): p. 544-9. 
78. Jimenez-Mateos, E.M., et al., miRNA Expression profile after status epilepticus and hippocampal neuroprotection

by targeting miR-132. Am J Pathol, 2011. 179(5): p. 2519-32. 
79. Chakraborty, C., et al., Therapeutic miRNA and siRNA: Moving from Bench to Clinic as Next Generation Medicine.

Mol Ther Nucleic Acids, 2017. 8: p. 132-143. 
80. Rupaimoole, R. and F.J. Slack, MicroRNA therapeutics: towards a new era for the management of cancer and

other diseases. Nat Rev Drug Discov, 2017. 16(3): p. 203-222. 
81. Wanowska, E., et al., Natural antisense transcripts in diseases: From modes of action to targeted therapies. Wiley

Interdiscip Rev RNA, 2018. 9(2). 
82. Morris, G., C.R. Reschke, and D.C. Henshall, Targeting microRNA-134 for seizure control and disease modification

in epilepsy. EBioMedicine, 2019. 45: p. 646-654. 
83. Vangoor, V.R., et al., Antagonizing Increased miR-135a Levels at the Chronic Stage of Experimental TLE Reduces

Spontaneous Recurrent Seizures. J Neurosci, 2019. 39(26): p. 5064-5079. 
84. Huang, L.G., J. Zou, and Q.C. Lu, Silencing rno-miR-155-5p in rat temporal lobe epilepsy model reduces

pathophysiological features and cell apoptosis by activating Sestrin-3. Brain Res, 2017. 
85. Iori, V., E. Aronica, and A. Vezzani, Epigenetic control of epileptogenesis by miR-146a. Oncotarget, 2017. 8(28): 

p. 45040-45041.
86. Huang, L.G., J. Zou, and Q.C. Lu, Silencing rno-miR-155-5p in rat temporal lobe epilepsy model reduces

pathophysiological features and cell apoptosis by activating Sestrin-3. Brain Res, 2018. 1689: p. 109-122. 
87. Cai, Z., et al., Antagonist Targeting microRNA-155 Protects against Lithium-Pilocarpine-Induced Status

Epilepticus in C57BL/6 Mice by Activating Brain-Derived Neurotrophic Factor. Front Pharmacol, 2016. 7: p. 129. 

226




