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Adult hippocampal neurogenesis plays a critical role in a wide spectrum of hippocampus-dependent functions.
Brain pathologies that involve the hippocampus like epilepsy, stroke, and traumatic brain injury, are commonly
associated with cognitive impairments and mood disorders. These insults can affect neural stem cells and the
subsequent neurogenic cascade in the hippocampus, resulting in the induction of aberrant neurogenesis, which is
thought to compromise hippocampal network function, thereby hampering hippocampus-dependent behavior.

We here summarize recent preclinical literature on hippocampal insult-induced changes in neurogenesis and

based on that, we propose that normalizing aberrant neurogenesis post-insult may help to prevent or rescue
behavioral deficits which could help develop novel therapeutic strategies.

1. Introduction

Although considered non-existent for decades, the occurrence and
controlled regulation of hippocampal neurogenesis in the adult mam-
malian brain has now been broadly accepted in the field [1]. This form
of brain plasticity has received extensive attention after identification
of various hormonal and environmental regulators [2-4]. This interest
further increased following the (re-)confirmation of neurogenesis in
human brain [5-7], that was paralleled by an intense debate over op-
timal detection methods, tissue preservation and a possible functional
role in human brain recently [8-12].

Adult hippocampal neurogenesis (AHN) is driven by a neural stem
cell (NSC) pool in the subgranular zone (SGZ) of the dentate gyrus (DG).
NSCs are commonly found in a quiescent state, but upon activation they
give rise to neural progenitor cells that divide and produce neuroblasts.
In turn, these neuroblasts differentiate into immature neurons (Fig. 1),
that, over the course of several weeks, transform into fully functional

granule neurons and integrate into the existing hippocampal network
[13,14]. Granule neurons in the DG are the first relay station in the
information flow entering the hippocampus and their firing rate is
under a strong inhibitory control from different types of local inter-
neurons, constituting a robust electrophysiological filter or “gating”
function which, when disrupted by insults such as traumatic brain in-
jury (TBI) or status epilepticus, leads to hippocampal network hyper-
excitability and memory dysfunction [15-17]. The development and
functional integration of newborn granule cells originated from AHN is
controlled locally by GABA-ergic interneurons, such as parvalbumin y-
aminobutyric acid-releasing interneurons, and glutamatergic inter-
neurons such as mossy cells [18-21] demonstrating that a delicate
balance in excitation and inhibition is crucial for the physiological “on
demand” contribution of AHN to hippocampal plasticity [22].

The production of newborn neurons decreases slowly with age
[10,23-25] possibly due to changes in the vasculature or neurogenic
niche [26,27], the systemic environment [28], or the limited
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ABNORMAL NEUROBLASTs/NEURONs

Fig. 1. Normal and aberrant neurogenesis. In physiological conditions (1) NSCs divide asymmetrically to generate neuronal precursors that divide and differentiate
into neurons [13,14]. NSCs can also generate astrocytes and divide symmetrically to produce more NSCs. In pathological conditions, such as epilepsy, traumatic brain
injury or stroke, adult hippocampal neurogenesis can be deregulated in different ways: (2) NSCs can abandon neurogenesis almost completely as they become
reactive NSCs (React-NSCs) that ultimately convert into reactive astrocytes [58,72]. (3) Production (sometimes in excess) of new neurons with altered morphological
and electrophysiological properties is also possible [65,66,68,70,71,134]. (4) Neurogenesis can be diminished either because proliferative capacity of NSCs and/or
activated neuronal precursors (ANPs) is compromised, or because an initial increase in NSC activation provokes the depletion of the NSC population [55,58-61,64].

regenerative capacity of NSCs [29]. Over time, this is thought to result
in a depletion of the stem cell pool, although the production of new
neurons can still be increased in the senescent brain by manipulating
glucocorticoids [30-32], neurosteroids [33], or exposing animals to
physical activity [34] or an enriched environment [34,35]. Experi-
mental studies in rodents have shown that AHN critically contributes to
complex memory processes, such as navigating through space [36-38],
behavioural pattern separation [39-41], remembering [42], forgetting
[43], anxiety [44], and drug addiction [45]. Interestingly, during aging
the extent of memory impairment has been quantitatively linked to the
rate of neurogenesis [46].

In addition to environmental stimuli, AHN is tightly regulated by
cell-intrinsic and extrinsic molecular signals, such as growth factors,
transcription factors, adhesion molecules, neurotransmitters, hormones
and epigenetic regulators (Reviewed in [47-49]. This tight regulation
of the neurogenesis cascade is likely aimed at maintaining a steady rate
of neuron production throughout life. Changes in intrinsic programs
and external environment with ageing together may lead to memory
deficits [27].

Over the years, multiple pathologies, i.e. epileptic seizures, stroke,
and TBI, were demonstrated to affect the hippocampal neurogenic
cascade in multiple ways. These alterations have been primarily iden-
tified in epilepsy models and captured under the umbrella term
“aberrant neurogenesis” [50], encompassing a variety of abnormal
outcomes of, and changes in, the neurogenic cascade (Fig. 1) and in the
morphology and location of newborn granule neurons, which are fun-
damentally different from the outcome of physiologically reactive AHN.
Here, we use these as examples to discuss recent advances in this field.

2. Aberrant AHN and functional implications

Since AHN is a multi-step process that includes NSC activation,
proliferation, apoptotic selection, migration and neuronal differentia-
tion, each individual stage is sensitive to dysregulation in a pathological
environment or following specific insults. This can result in multiple
(dys)functional outcomes such as: an excessive activation of NSCs
[58,60]; alterations in NSC fate [58,59]; downregulation of the pro-
liferative capacity of NSCs, neural progenitor cells or neuroblasts
[55,59,61]; an abnormal development and length of the dendritic tree
of newborn neurons [57,62] and ectopic migration of newborn neurons
[53] (summarized in Table 1). In particular, the development of ab-
normal dendritic trees may be a significant feature of aberrant neuro-
genesis, since low synaptic connectivity prevents immature neurons
from responding to cortical activity [63]. Overall, these abnormalities
result in the generation of newborn neurons with altered properties,
which in turn can alter their integration in, and functional contributions
to the preexisting hippocampal network. Since AHN is located in the
DG, i.e. the start of the trisynaptic circuit, changes in their properties
will influence CA3 and subsequent CAl projections, thereby affecting
hippocampal network function and ultimately, cognition. Moreover,
adding substantial numbers of NSC-derived reactive astrocytes to the
neuronal population of the DG will likely also induce profound changes
in functioning of the hippocampal circuit.

One of the most common pathologies studied in relation to AHN is
epilepsy and the occurrence of epileptic seizures. Despite the variability
in literature largely derived from the wide range of experimental epi-
lepsy models, it is well established that convulsive epileptic seizures
initially increase the rate of neurogenesis, which is then followed by a
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long-lasting decline [55,60,61,64]. In addition, neurons born during
and after the seizures display morphological and functional alterations.
In fact, the concept of aberrant neurogenesis was first described in the
context of seizure-associated plasticity that lead to long-lasting struc-
tural changes in hippocampal morphology [50]. Furthermore, the hy-
peractivation of NSCs induced by seizures eventually exhausts the NSC
pool and leads to a strong and long-lasting decrease in AHN at later
stages [58].

The hyperactivation of NSCs as a phenomenon per se has only re-
cently been studied in more detail. Upon activation by strong stimuli,
like convulsive seizures, NSCs do not only enter the cell cycle in much
larger numbers, they also shift their division mode from asymmetric to
symmetric division, and with an important change: after seizures, NSCs
transform into reactive NSCs (React-NSCs) in a seemingly similar
manner as astrocytes do when they convert into reactive astrocytes.
React-NSCs become multibranched and extend basal prolongations as
they move away from the SGZ in an upward direction after which they
locate throughout the entire GCL up into the molecular layer. Their
prolongations are much thicker than the normal single radial process
and the fine ‘broccoli-like’ arborization that normal NSCs develop as
they migrate into the molecular layer, is lost. Furthermore, React-NSCs
overexpress GFAP and nestin. Thus, React-NSCs divide symmetrically at
the cost of maintaining a neuronal progenitor cell pool and in turn,
seem to further differentiate into reactive astrocytes, thereby con-
tributing to increased astrogliosis [58].

Besides the loss of NSCs and the induction of astrogliosis, other al-
terations are observed in the newly generated neurons after seizure
onset. One of the most striking and consistent observations has been the
ectopic displacement of such cells to the outer layers of the granule cell
layer (GCL), the molecular layer (ML), or the hilus of the DG. Next to
this ectopic location, these neurons also show altered dendritic arbor-
ization, including the generation of basal dendrites. Together, these
phenomena are thought to change local neuronal rewiring and hence
the structural and functional organization of the hippocampal network.
Furthermore, several studies have highlighted neuron-intrinsic altera-
tions in baseline excitability, which potentially could contribute to the
formation of a pro-epileptogenic microenvironment known to facilitate
recurrent seizures [65,66].

Epileptic seizures comprise a wide variety of pathologies, with
convulsive seizures being mostly studied. Recently, however, several
studies have addressed the effects of less severe, non-convulsive, sei-
zures on several aspects of the neurogenic cascade. These studies have
shown that also non-convulsive seizures induce aberrant neurogenesis,
though not all outcome parameters have been addressed thus far. Even
epileptiform activity per se, as characterized by burst discharges and
interictal spikes e.g., and an abnormal increase in neuronal activity that
does not trigger seizures of any kind, already affects neurogenesis [58].
Non-convulsive seizures induce neuroblast proliferation, reactive NSCs
and decrease the total NSC pool shortly after seizure onset, but this
occurs to a lesser extent than after convulsive seizures [58,59,67]. As
the long-term development and subsequent integration of the newborn
neurons was not assessed in these studies, it remains still unknown
whether some of these changes are transient or compensated for by
other phases, and thus whether or not the entire neurogenic process can
be considered aberrant.

Interestingly, many of the hallmarks of aberrant neurogenesis, in-
cluding increased numbers of newborn granule cells, ectopic granule
cells, malformations of the dendritic tree and synapse composition,
have also been observed after other comparable brain insults, such as
stroke [68-71]. They seem to depend on the severity, location and size
of the stroke lesion [70], suggesting that aberrant neurogenesis may be
a common pathological substrate for several types of brain insults.
Furthermore, the induction of reactive astrocytes derived from React-
NSCs has also been confirmed after stroke [72], suggesting that the
induction of React-NSC may be a characteristic feature of aberrant
AHN.

Behavioural Brain Research 372 (2019) 112032

Several models of epilepsy in mice show a massive inflammatory
response in brain areas affected during the onset and propagation of
epileptic activity [73-77]. However, the production of these proin-
flammatory molecules is also accompanied by the synthesis of other
anti-inflammatory mediators which avoid the possible harmful effects
[78]. For example, neurons upregulate IL-1 and TNF-alpha receptors
during seizures [79,80]. Therefore, when this delicate balance between
pro- and anti-inflammatory molecules is affected, a loop of neuronal
hyperexcitation and neuroinflammation may be generated, which may
contribute to the development of chronic seizures: neuronal ex-
citotoxicity provokes glial and NSC-mediated proinflammatory re-
activity which in turns promotes seizures, further neuronal ex-
citotoxicity and NSC-derived reactive astrocytes (RAs) [58]. RAs are
essential players in epilepsy-related neuroinflammation. In normal
conditions astrocytes regulate ion levels (especially potassium), the
amount of interstitial liquid and glutamate levels at the synapses. These
capabilities are lost or altered in RAs, which in turn can contribute to
perpetuation of seizures [81]. In fact, the induction of RAs in a healthy
brain is enough to trigger epileptic seizures [82]. This effect may be due
to ionic imbalance that facilitates neuronal depolarization and gluta-
mate persistence for longer time in the synaptic cleft as RAs fail to re-
move it, thus lowering the threshold for the synchronous hyperexcita-
tion that characterizes epilepsy. In addition, astrocytes use glutamate to
generate glutamine via glutamine synthetase. Glutamine is required by
neurons to synthesize GABA. In a proinflammatory context, RAs may
not only capture less glutamate but also have diminished expression of
glutamine synthetase [83] and therefore the amount of GABA is de-
creased, as has been shown in human epileptic tissue of hippocampal
sclerosis [84]. The contribution of microglia in epilepsy is also slowly
being revealed in the last years. One of the possible mechanisms in-
volved could be altered synaptic pruning as shown in a model of Rett
syndrome [85] or after an upregulation of the complement components
[86]. More recently, it has been shown how the natural capacity of
microglia to phagocytose cell debris is impaired due to seizures and
therefore dead neurons and their toxic remains accumulate. This im-
pairment is at least partially mediated by altered ATP widespread re-
lease during seizures, which disrupts ATP basal microgradients funda-
mental for microglia recognition of apoptotic cells [87]. As the blood
brain barrier (BBB) is altered after seizures, blood-to-brain extravasa-
tion of peripheral immune cells is possible. Although in the previously
mentioned report [87] both monocyte and neutrophil invasion were
ruled out in a mice model of MTLE, this cellular invasion has been
shown to be relevant in epilepsy experimentally induced by a viral
infection [88]. In this case, the main contribution to neuroinflammation
by infiltrating macrophages is caused by their elevated release of cy-
tokines (especially interleukin-6, IL-6), a biological response also trig-
gered in microglia [89]. Microglial phagocytic capacity is also known to
be changed by insults to the brain. While in physiological conditions
only a little proportion of the microglia show active phagocytosis, their
phagocytic index increases after exposing them to an inflammatory
challenge in vitro, which may be in order to maintain the phagocytosis/
apoptosis coupling ratio. However, this microglial phagocytosis shows a
chronic impairment in an experimental model of MTLE which leads to
the accumulation of apoptotic cells contributing to the development of
an inflammatory response [87].

Though not studied in as much detail as epileptic seizures, it has
become clear that also traumatic brain injury (TBI) strongly affects the
hippocampus. Following an initial insult, like physical injury to the
cortex e.g., its secondary damage involves local inflammation, ex-
citotoxicity and other long-term changes that are triggered by the initial
trauma [90-92]. Shortly after TBI, astrogliosis is observed in the hip-
pocampus, although it is not yet clear whether there is a contribution
from TBI-induced React-NSCs or whether it is fully dependent on re-
sident astrocytes.

Even more so than for experimental seizures, experimental TBI
comprises a wide range of models which provoke different effects and,
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not unexpectedly, different and even opposing results have been re-
ported in the literature regarding changes in neurogenesis. In general,
and comparable to epileptic seizures, TBI also induces proliferation in
the SGZ of the DG, which returns to baseline levels 1-2 weeks post
trauma [93,94]. The newborn neurons studied after TBI also share
several features with those observed after seizures, such as an ectopic
location and aberrant dendritic development [95-97]. This phenotype
clearly resembles the aberrant neurogenesis that is observed after epi-
leptic seizures and stroke, and thus one can hypothesize that similar
downstream mechanisms may underlie these phenomena in these dif-
ferent pathologies.

While initial effects of TBI on AHN have been extensively char-
acterized in rodent models [98,99], recent evidence indicates that TBI
may also induce neurogenesis in the human brain [100]. Interestingly,
TBI induces increased migration of adult-born immature neurons, one
of the typical hallmarks of the aberrant neurogenesis that is also ob-
served after seizures. Although these atypical, immature neurons do
become mature and differentiate into granular neurons, their ectopic
location remains limited to the outer GCL, with a reduced dendritic
complexity after TBI [95,96]. Electrophysiological characterization of
granule cells after TBI has further revealed increased excitability, both
cell-intrinsic as well as cell-extrinsic by decreased inhibitory synaptic
input and decreased feed-forward inhibition on granule -cells
[100-103]. Importantly, the severity of TBI determined its effects on
AHN: while mild TBI did not affect measures like NSC proliferation,
immature neuron numbers or newly-generated mature neurons, mod-
erate TBI also promoted NSC proliferation but did not increase neuro-
genesis. Severe TBI again increased NSC proliferation as well as the
numbers of immature neurons and newly-generated mature neurons,
thereby resembling the differences observed before between strong
convulsive seizures and milder, non-convulsive ones [104]. Consistent
with earlier findings on the effects of seizures on radial glia-like Type-1
NSCs in the hippocampus [60], TBI particularly activates the pro-
liferation of quiescent Type 1 cells [93] and undermines their long-term
neurogenic potential [105]. Although astrogenic React-NSCs are in-
duced after both convulsive and non-convulsive seizures [58,59], their
induction by TBI has not yet been characterized.

Hippocampal neurogenesis plays a crucial role in a wide array of
behaviours and in agreement, both epileptic seizures, stroke, and TBI
have been associated with cognitive deficits over time [106-108]. This
has lead to the hypothesis that prevention of insult-induced alterations
in the hippocampal neurogenic cascade could possibly rescue at least
some of the cognitive deficits common to these types of pathologies.

Several studies have identified some of the possible molecular me-
chanisms involved in aberrant AHN, among which the Wnt signaling
pathway seems to be a central contributor [109,110]. In addition, other
studies have found a consistent upregulation of microRNAs associated
with seizure-induced aberrant AHN (reviewed in [48]). In particular,
the synergistic action of the microRNAs miR-124 and miR-137 seems to
be a relevant regulator of aberrant AHN [59,111]. Although the mo-
lecular mechanisms involved have not been extensively characterized,
mitochondrial (oxidative) pathways seem likely to be involved
[111,112], some of which are linked to adequate lineage progression of
adult NSCs [113]. 3 previous single-cell RNA sequencing studies have
identified a common group of genes expressed in mouse hippocampal
NSCs [114-116] (Supplementary Table 1), from which we generated a
list of genes that are predicted to be common targets for both miR-124
and miR-137 using mirWalk 2.0, a comprehensive atlas of microRNA-
target interactions [117] (Supplementary Table 2) and used it to obtain
a list of 1018 genes expressed in NSCs that are predicted to be common
targets for both microRNAs (Supplementary Table 3). Gene ontology
analyses using The PANTHER (Protein ANalysis THrough Evolutionary
Relationships) Classification System, Version 14 [118] identified a list
of 18 significantly overrepresented and 6 significantly under-
represented biological pathways (BPs, Fig. 2A). Interestingly, the top
overrepresented BP (FDR corrected p value =2.45 E-3) was
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mitochondrial fatty acid beta-oxidation (FAO), a BP previously identi-
fied as key regulator of adult NSC activity [119]. 7 genes involved in
FAO were predicted as common miR-124 and miR-137 targets (Fig. 2B).
Previous studies have shown that cytokine-mediated astrocyte activa-
tion in the striatum is linked to enhanced FAO and increased astrocyte
resistance to (metabolic) insults [120], pointing at FAO as a possible
candidate molecular pathway for further studies aimed to understand
the regulation of NSC by neurological insults.

3. The hippocampal neurogenic cascade as potential therapeutic
target

Effects of aberrant neurogenesis on cognition have been extensively
characterized. However, the shift from neurogenesis towards astro-
genesis, due to the induction of React-NSCs, has not been studied in
great detail. Interestingly, astrogliosis in the hippocampus has been
shown to drive the formation of chronic epileptic seizures, possibly by
deregulation of the tripartite synapse and hence the electric home-
ostasis of the neuronal-glial network [82].

As a significant number of TBI patients suffer from post-traumatic
epileptic seizures [121], which has also been shown in established ro-
dent models, these studies together raise the question whether in-
hibiting the induction of aberrant neurogenesis and astrogliosis could
be a potential therapeutic target to prevent or rescue the secondary
cognitive deficits and occurrence of post-traumatic epilepsy.

Several studies have attempted to inhibit neurogenesis using ap-
proaches like irradiation, but altogether failed to reach a consensus on
the role of neurogenesis in seizure development and cognitive impair-
ment, possibly due to differences in spatiotemporal design and readouts
and the choice of behavioral paradigm [122-125]. The most compelling
evidence linking aberrant neurogenesis to cognitive deficits in relation
to epilepsy comes from a study that used a genetic approach to ablate
neurogenesis in the DG, shortly prior to the chemical induction of
epileptic seizures by means of pilocarpine. Mice with intact neurogen-
esis showed cognitive deficits and chronic spontaneous seizures, which
could both be rescued by the genetic ablation of neurogenesis [126].
Inhibiting neurogenesis to prevent cognitive deficits was recently
shown to also be a promising strategy after stroke [68].

To date, most studies addressing aberrant neurogenesis in the con-
text of the 3 brain disorders discussed here have been exploratory ap-
proaches using a complete inhibition of the neurogenic cascade in order
to understand the molecular mechanisms behind this pathological shift
in stem cell fate decisions and aberrant neurogenesis. These studies
have been of great value, as they have given the field new approaches
to tackle the induction of aberrant neurogenesis. In order to work to-
wards translational therapeutic strategies, one must consider strategies
that are solely aimed at preventing the shift from healthy neurogenesis
towards aberrant neurogenesis, maintaining a healthy baseline level of
neurogenesis that will be crucial for proper cognitive functions, instead
of complete inhibition of the neurogenic cascade, which in itself will
hamper cognitive processes.

We have recently employed such a non-genetic approach using
microRNA interference in vivo [59]. Our study identified non-con-
vulsive seizure-induced changes in NSCs that resulted in a shift from
neurogenesis towards reactive astrogenesis. In a first attempt to rescue
the seizure-induced effects on NSCs and their progeny, we infused anti-
microRNA oligonucleotides (AMOs) to simultaneously inhibit miR-124
and miR-137 specifically and found that this intervention blocked or
reversed several seizure-induced alterations in NSCs. Although we did
not address the effects of miR-124 and miR-137 AMOs on long-term
seizure outcomes, the contribution of aberrant new neurons to hippo-
campal circuits or cognition, recent studies have demonstrated the ef-
fectiveness of AMOs targeting miR-135a and miR-134 to reduce spon-
taneous recurrent seizures in experimental models of epilepsy
[127,128] and to identify a role for miR-22 in aberrant neurogenesis
after status epilepticus, where miR-22 AMOs exacerbated the ectopic
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Fig. 2. Bioinformatic analysis of putative common miR-124 and -137 targets indicates fatty acid beta oxidation as a potential regulatory pathway involved in the
therapeutic effects of the antagomir treatment.

A) Venn diagram of genes expressed in hippocampal NSCs mapped against putative common targets of miR-124 and -137 reveals 1018 putative candidate genes.
Panther GO analysis identified 18 overrepresented biological processes, of which fatty acid beta oxidation was the highest overrepresented within our sample. B)
Genemania pathway analysis of fatty acid beta oxidation. Out of the total 22 genes involved in the pathway, 7 genes (striped pattern) were predicted common targets
of both miRNAs.
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migration of newborn neurons [129]. Overall, these results underscore
the potential of AMOs as experimental tools that could be further de-
veloped towards future therapeutic strategies to counteract the dele-
terious effects of brain insults.

4. Future perspectives

During recent years, it has become clear that insult-induced aber-
rant neurogenesis is detrimental to hippocampal function and results in
cognitive deficits. First attempts to rescue the induction of aberrant
neurogenesis have recently been employed, but we are still a long way
from fully understanding the process, its consequences, and thus po-
tential therapeutic targets and strategies. Instead of a complete in-
hibition of the full neurogenic cascade, rather individual stages of the
neurogenic process might be worthwhile to consider as potential targets
(i.e. NSC hyperactivation, the induction of React-NSCs, or the differ-
entiation and integration phase of the newborn neurons (Fig. 1). It will
be crucial in the coming years to also focus more on the epigenetic
dysregulation of the neurogenic cascade upon the induction of pa-
thology, as this will help to identify novel therapeutic approaches with
a higher clinical translational value that can be employed to prevent
cognitive deficits.

The gap from preclinically used approaches to the clinic is still
significant, but the use of RNA interference is a first step. The tem-
porary nature of RNA interference compared to genetic approaches
provides powerful, specific tools with more translational value.
Recently, the first clinical RNA interference approach has been ap-
proved by the FDA [130], giving way for the further development of
such approaches, that one day may hopefully be able to help prevent
the comorbid cognitive deficits associated with the devastating
pathologies of epilepsy, stroke and TBI.

Funding

JME: RyC-2012-11137; PCIN-2016-128; SAF-2015-70866-R (with
FEDER funds) from MINECO. ERA-NET-NEURON EJTC 2016. ID is a
FPI fellowship holder (MINECO). PJL is supported by Alzheimer
Nederland, NWO and the HersenStichting Nederland. CPF and PB are
supported by ERA-NET-NEURON EJTC 2016. JD: Newron-TBI project
has received funding from the European Union’s Horizon 2020 research
and innovation program under the Marie Sklodowska-Curie grant
agreement No. 799384. VB has received funding from ERA-NET Cofund
REACT NSCs. DNA is supported by ERA-NET Cofund REACT NSCs and
Inserm (Institut National de la Recherche Médicale).

References

[1] J.T. Gongalves, S.T. Schafer, F.H. Gage, Adult neurogenesis in the hippocampus:
from stem cells to behavior, Cell 167 (2016) 897-914, https://doi.org/10.1016/j.
cell.2016.10.021.

[2] M.W. Voss, C. Soto, S. Yoo, M. Sodoma, C. Vivar, H. van Praag, Exercise and
hippocampal memory systems, Trends Cogn. Sci. 23 (2019) 318-333, https://doi.
org/10.1016/j.tics.2019.01.006.

[3] G. Kempermann, Environmental enrichment, new neurons and the neurobiology
of individuality, Nat. Rev. Neurosci. 20 (2019) 235-245, https://doi.org/10.1038/
$41583-019-0120-x.

[4] P.J. Lucassen, C.A. Oomen, E.F.G. Naninck, C.P. Fitzsimons, A.-M. van Dam,

B. Czeh, A. Korosi, Regulation of Adult Neurogenesis and Plasticity by (Early)
Stress, Glucocorticoids, and Inflammation, Cold Spring Harb. Perspect. Biol. 7
(2015) 021303, , https://doi.org/10.1101/cshperspect.a021303.

[5] P.S. Eriksson, E. Perfilieva, T. Bjork-Eriksson, A.-M. Alborn, C. Nordborg,

D.A. Peterson, F.H. Gage, Neurogenesis in the adult human hippocampus, Nat.
Med. 4 (1998) 1313-1317, https://doi.org/10.1038/3305.

[6] M. Boldrini, C.A. Fulmore, A.N. Tartt, L.R. Simeon, I. Pavlova, V. Poposka,

G.B. Rosoklija, A. Stankov, V. Arango, A.J. Dwork, R. Hen, J.J. Mann, Human
hippocampal neurogenesis persists throughout aging, Cell Stem Cell 22 (2018)
589-599, https://doi.org/10.1016/j.stem.2018.03.015 e5.

[7] K.L. Spalding, O. Bergmann, K. Alkass, S. Bernard, M. Salehpour, H.B. Huttner,
E. Bostrom, I. Westerlund, C. Vial, B.A. Buchholz, G. Possnert, D.C. Mash,

H. Druid, J. Frisén, Dynamics of hippocampal neurogenesis in adult humans, Cell
153 (2013) 1219-1227, https://doi.org/10.1016/j.cell.2013.05.002.

[8]

[91

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

[18]

[19]

[20]

[21]

[22]

[23]

[24]

[25]

[26]

[27]

[28]

[29]

[30]

[31]

Behavioural Brain Research 372 (2019) 112032

P.J. Lucassen, N. Toni, G. Kempermann, J. Frisen, F.H. Gage, D.F. Swaab, Limits to
human neurogenesis—really? Mol. Psychiatry (2019), https://doi.org/10.1038/
s41380-018-0337-5.

AN. Tartt, C.A. Fulmore, Y. Liu, G.B. Rosoklija, A.J. Dwork, V. Arango, R. Hen,
J.J. Mann, M. Boldrini, Considerations for assessing the extent of hippocampal
neurogenesis in the adult and aging human brain, Cell Stem Cell 23 (2018)
782-783, https://doi.org/10.1016/j.stem.2018.10.025.

E.P. Moreno-Jiménez, M. Flor-Garcia, J. Terreros-Roncal, A. Rabano, F. Cafini,
N. Pallas-Bazarra, J. Avila, M. Llorens-Martin, Adult hippocampal neurogenesis is
abundant in neurologically healthy subjects and drops sharply in patients with
Alzheimer’s disease, Nat. Med. 25 (2019) 554-560, https://doi.org/10.1038/
$41591-019-0375-9.

M.F. Paredes, S.F. Sorrells, A. Cebrian-Silla, K. Sandoval, D. Qi, K.W. Kelley,

D. James, S. Mayer, J. Chang, K.I. Auguste, E.F. Chang, A.J. Gutierrez Martin,
A.R. Kriegstein, G.W. Mathern, M.C. Oldham, E.J. Huang, J.M. Garcia-Verdugo,
Z. Yang, A. Alvarez-Buylla, Does adult neurogenesis persist in the human
Hippocampus? Cell Stem Cell 23 (2018) 780-781, https://doi.org/10.1016/j.
stem.2018.11.006.

G. Kempermann, F.H. Gage, L. Aigner, H. Song, M.A. Curtis, S. Thuret, H.G. Kuhn,
S. Jessberger, P.W. Frankland, H.A. Cameron, E. Gould, R. Hen, D.N. Abrous,

N. Toni, A.F. Schinder, X. Zhao, P.J. Lucassen, J. Frisén, Human adult neurogen-
esis: evidence and remaining questions, Cell Stem Cell 23 (2018) 25-30, https://
doi.org/10.1016/j.stem.2018.04.004.

G. Kempermann, S. Jessberger, B. Steiner, G. Kronenberg, Milestones of neuronal
development in the adult hippocampus, Trends Neurosci. 27 (2004) 447-452,
https://doi.org/10.1016/j.tins.2004.05.013.

H. van Praag, A.F. Schinder, B.R. Christie, N. Toni, T.D. Palmer, F.H. Gage,
Functional neurogenesis in the adult hippocampus, Nature 415 (2002)
1030-1034, https://doi.org/10.1038/4151030a.

K.A. Folweiler, S. Samuel, H.E. Metheny, A.S. Cohen, Diminished dentate gyrus
filtering of cortical input leads to enhanced area Ca3 excitability after mild trau-
matic brain injury, J. Neurotrauma 35 (2018) 1304-1317, https://doi.org/10.
1089/neu.2017.5350.

R. Brenner, Q.H. Chen, A. Vilaythong, G.M. Toney, J.L. Noebels, R.W. Aldrich, BK
channel (34 subunit reduces dentate gyrus excitability and protects against tem-
poral lobe seizures, Nat. Neurosci. 8 (2005) 1752-1759, https://doi.org/10.1038/
nnl573.

H.E. Scharfman, Advances in understanding hilar mossy cells of the dentate gyrus,
Cell Tissue Res. 373 (2018) 643-652, https://doi.org/10.1007/s00441-017-
2750-5.

H. Bao, B. Asrican, W. Li, B. Gu, Z. Wen, S.-A. Lim, 1. Haniff, C. Ramakrishnan,
K. Deisseroth, B. Philpot, J. Song, Long-range GABAergic inputs regulate neural
stem cell quiescence and control adult hippocampal neurogenesis, Cell Stem Cell
21 (2017) 604-617, https://doi.org/10.1016/j.stem.2017.10.003 e5.

C.-Y. Yeh, B. Asrican, J. Moss, L.J. Quintanilla, T. He, X. Mao, F. Cassé, E. Gebara,
H. Bao, W. Lu, N. Toni, J. Song, Mossy cells control adult neural stem cell
quiescence and maintenance through a dynamic balance between direct and in-
direct pathways, Neuron 99 (2018) 493-510, https://doi.org/10.1016/j.neuron.
2018.07.010 e4.

D.D. Alvarez, D. Giacomini, S.M. Yang, M.F. Trinchero, S.G. Temprana,

K.A. Buttner, N. Beltramone, A.F. Schinder, A disynaptic feedback network acti-
vated by experience promotes the integration of new granule cells, Science (80-.)
354 (2016) 459-465, https://doi.org/10.1126/science.aaf2156.

L.O. Wadiche, D.A. Bromberg, A.L. Bensen, G.L. Westbrook, GABAergic signaling
to newborn neurons in dentate gyrus, J. Neurophysiol. 94 (2005) 4528-4532,
https://doi.org/10.1152/jn.00633.2005.

C.V. Dieni, J.H. Chancey, L.S. Overstreet-Wadiche, Dynamic functions of GABA
signaling during granule cell maturation, Front. Neural Circuits 6 (2013) 113,
https://doi.org/10.3389/fncir.2012.00113.

J.S. Snyder, Recalibrating the relevance of adult neurogenesis, Trends Neurosci.
42 (2019) 164-178, https://doi.org/10.1016/j.tins.2018.12.001.

H.G. Kuhn, H. Dickinson-Anson, F.H. Gage, Neurogenesis in the dentate gyrus of
the adult rat: age-related decrease of neuronal progenitor proliferation, J.
Neurosci. 16 (1996) 2027-2033.

V. Lemaire, M. Koehl, M. Le Moal, D.N. Abrous, Prenatal stress produces learning
deficits associated with an inhibition of neurogenesis in the hippocampus, Proc.
Natl. Acad. Sci. 97 (2000) 11032-11037, https://doi.org/10.1073/PNAS.97.20.
11032.

A. Pombero, R. Garcia-Lopez, A. Estirado, S. Martinez, Vascular pattern of the
dentate gyrus is regulated by neural progenitors, Brain Struct. Funct. 223 (2018)
1971-1987, https://doi.org/10.1007/s00429-017-1603-z.

E. Drapeau, D. Nora Abrous, Stem cell review series: role of neurogenesis in age-
related memory disorders, Aging Cell 7 (2008) 569-589, https://doi.org/10.1111/
j.1474-9726.2008.00369.x.

K.I. Mosher, D.V. Schaffer, Influence of hippocampal niche signals on neural stem
cell functions during aging, Cell Tissue Res. 371 (2018) 115-124, https://doi.org/
10.1007/s00441-017-2709-6.

J.M. Encinas, T.V. Michurina, N. Peunova, J.-H. Park, J. Tordo, D.A. Peterson,
G. Fishell, A. Koulakov, G. Enikolopov, Division-coupled astrocytic differentiation
and age-related depletion of neural stem cells in the adult hippocampus, Cell Stem
Cell 8 (2011) 566-579, https://doi.org/10.1016/j.stem.2011.03.010.

H.A. Cameron, R.D.G. McKay, Restoring production of hippocampal neurons in old
age, Nat. Neurosci. 2 (1999) 894-897, https://doi.org/10.1038/13197.

M.F. Montaron, E. Drapeau, D. Dupret, P. Kitchener, C. Aurousseau, M. Le Moal,
P.V. Piazza, D.N. Abrous, Lifelong corticosterone level determines age-related
decline in neurogenesis and memory, Neurobiol. Aging 27 (2006) 645-654,


https://doi.org/10.1016/j.cell.2016.10.021
https://doi.org/10.1016/j.cell.2016.10.021
https://doi.org/10.1016/j.tics.2019.01.006
https://doi.org/10.1016/j.tics.2019.01.006
https://doi.org/10.1038/s41583-019-0120-x
https://doi.org/10.1038/s41583-019-0120-x
https://doi.org/10.1101/cshperspect.a021303
https://doi.org/10.1038/3305
https://doi.org/10.1016/j.stem.2018.03.015
https://doi.org/10.1016/j.cell.2013.05.002
https://doi.org/10.1038/s41380-018-0337-5
https://doi.org/10.1038/s41380-018-0337-5
https://doi.org/10.1016/j.stem.2018.10.025
https://doi.org/10.1038/s41591-019-0375-9
https://doi.org/10.1038/s41591-019-0375-9
https://doi.org/10.1016/j.stem.2018.11.006
https://doi.org/10.1016/j.stem.2018.11.006
https://doi.org/10.1016/j.stem.2018.04.004
https://doi.org/10.1016/j.stem.2018.04.004
https://doi.org/10.1016/j.tins.2004.05.013
https://doi.org/10.1038/4151030a
https://doi.org/10.1089/neu.2017.5350
https://doi.org/10.1089/neu.2017.5350
https://doi.org/10.1038/nn1573
https://doi.org/10.1038/nn1573
https://doi.org/10.1007/s00441-017-2750-5
https://doi.org/10.1007/s00441-017-2750-5
https://doi.org/10.1016/j.stem.2017.10.003
https://doi.org/10.1016/j.neuron.2018.07.010
https://doi.org/10.1016/j.neuron.2018.07.010
https://doi.org/10.1126/science.aaf2156
https://doi.org/10.1152/jn.00633.2005
https://doi.org/10.3389/fncir.2012.00113
https://doi.org/10.1016/j.tins.2018.12.001
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0120
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0120
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0120
https://doi.org/10.1073/PNAS.97.20.11032
https://doi.org/10.1073/PNAS.97.20.11032
https://doi.org/10.1007/s00429-017-1603-z
https://doi.org/10.1111/j.1474-9726.2008.00369.x
https://doi.org/10.1111/j.1474-9726.2008.00369.x
https://doi.org/10.1007/s00441-017-2709-6
https://doi.org/10.1007/s00441-017-2709-6
https://doi.org/10.1016/j.stem.2011.03.010
https://doi.org/10.1038/13197

P. Bielefeld, et al.

[32]

[33]

[34]

[35]

[36]

[37]

[38]

[39]

[40]

[41]

[42]

[43]

[44]

[45]

[46]

[47]

[48]

[49]

[50]

[52]

[53]

[54]

[55]

https://doi.org/10.1016/j.neurobiolaging.2005.02.014.

M.F. Montaron, K.G. Petry, J.J. Rodriguez, M. Marinelli, C. Aurousseau,

G. Rougon, M. Le Moal, D.N. Abrous, Adrenalectomy increases neurogenesis but
not PSA-NCAM expression in aged dentate gyrus, Eur. J. Neurosci. 11 (1999)
1479-1485.

W. Mayo, V. Lemaire, J. Malaterre, J.J. Rodriguez, M. Cayre, M.G. Stewart,

M. Kharouby, G. Rougon, M. Le Moal, P.V. Piazza, D.N. Abrous, Pregnenolone
sulfate enhances neurogenesis and PSA-NCAM in young and aged hippocampus,
Neurobiol. Aging 26 (2005) 103-114, https://doi.org/10.1016/j.neurobiolaging.
2004.03.013.

H. van Praag, T. Shubert, C. Zhao, F.H. Gage, Exercise enhances learning and
hippocampal neurogenesis in aged mice, J. Neurosci. 25 (2005) 8680-8685,
https://doi.org/10.1523/JNEUROSCI.1731-05.2005.

G. Kempermann, H.G. Kuhn, F.H. Gage, Experience-induced neurogenesis in the
senescent dentate gyrus, J. Neurosci. 18 (1998) 3206-3212.

D. Dupret, J.-M. Revest, M. Koehl, F. Ichas, F. De Giorgi, P. Costet, D.N. Abrous,
P.V. Piazza, Spatial relational memory requires hippocampal adult neurogenesis,
PLoS One 3 (2008) e1959, , https://doi.org/10.1371/journal.pone.0001959.

S. Farioli-Vecchioli, D. Saraulli, M. Costanzi, S. Pacioni, I. Cina, M. Aceti,

L. Micheli, A. Bacci, V. Cestari, F. Tirone, The timing of differentiation of adult
hippocampal neurons is crucial for spatial memory, PLoS Biol. 6 (2008) e246,
https://doi.org/10.1371/journal.pbio.0060246.

A. Garthe, J. Behr, G. Kempermann, Adult-generated hippocampal neurons allow
the flexible use of spatially precise learning strategies, PLoS One 4 (2009) e5464,
https://doi.org/10.1371/journal.pone.0005464.

C.D. Clelland, M. Choi, C. Romberg, G.D. Clemenson, A. Fragniere, P. Tyers,

S. Jessberger, L.M. Saksida, R.A. Barker, F.H. Gage, T.J. Bussey, A functional role
for adult hippocampal neurogenesis in spatial pattern separation, Science (80-.)
325 (2009) 210-213, https://doi.org/10.1126/science.1173215.

S. Tronel, L. Belnoue, N. Grosjean, J.-M. Revest, P.-V. Piazza, M. Koehl,

D.N. Abrous, Adult-born neurons are necessary for extended contextual dis-
crimination, Hippocampus 22 (2012) 292-298, https://doi.org/10.1002/hipo.
20895.

A. Sahay, K.N. Scobie, A.S. Hill, C.M. O’Carroll, M.A. Kheirbek, N.S. Burghardt,
A.A. Fenton, A. Dranovsky, R. Hen, Increasing adult hippocampal neurogenesis is
sufficient to improve pattern separation, Nature 472 (2011) 466—470, https://doi.
org/10.1038/nature09817.

M. Arruda-Carvalho, K.G. Akers, A. Guskjolen, M. Sakaguchi, S.A. Josselyn,

P.W. Frankland, Posttraining ablation of adult-generated olfactory granule cells
degrades odor-reward memories, J. Neurosci. 34 (2014) 15793-15803, https://
doi.org/10.1523/JNEUROSCI.2336-13.2014.

K.G. Akers, A. Martinez-Canabal, L. Restivo, A.P. Yiu, A. De Cristofaro, H.-

L. Hsiang, A.L. Wheeler, A. Guskjolen, Y. Niibori, H. Shoji, K. Ohira, B.A. Richards,
T. Miyakawa, S.A. Josselyn, P.W. Frankland, Hippocampal neurogenesis regulates
forgetting during adulthood and infancy, Science (80-.) 344 (2014) 598-602,
https://doi.org/10.1126/science.1248903.

J.-M. Revest, D. Dupret, M. Koehl, C. Funk-Reiter, N. Grosjean, P.-V. Piazza,
D.N. Abrous, Adult hippocampal neurogenesis is involved in anxiety-related be-
haviors, Mol. Psychiatry 14 (2009) 959-967, https://doi.org/10.1038/mp.
2009.15.

V. Deroche-Gamonet, J.-M. Revest, J.-F. Fiancette, E. Balado, M. Koehl,

N. Grosjean, D.N. Abrous, P.-V. Piazza, Depleting adult dentate gyrus neurogenesis
increases cocaine-seeking behavior, Mol. Psychiatry 24 (2019) 312-320, https://
doi.org/10.1038/541380-018-0038-0.

E. Drapeau, W. Mayo, C. Aurousseau, M. Le Moal, P.-V. Piazza, D.N. Abrous,
Spatial memory performances of aged rats in the water maze predict levels of
hippocampal neurogenesis, Proc. Natl. Acad. Sci. 100 (2003) 14385-14390,
https://doi.org/10.1073/pnas.2334169100.

T. Toda, S.L. Parylak, S.B. Linker, F.H. Gage, The role of adult hippocampal
neurogenesis in brain health and disease, Mol. Psychiatry 24 (2019) 67-87,
https://doi.org/10.1038/541380-018-0036-2.

P. Bielefeld, C. Mooney, D.C. Henshall, C.P. Fitzsimons, miRNA-mediated reg-
ulation of adult hippocampal neurogenesis; implications for epilepsy, Brain Plast.
3 (1) (2016) 43-59, https://doi.org/10.3233/BPL-160036.

M. Schouten, M.R. Buijink, P.J. Lucassen, C.P. Fitzsimons, New neurons in aging
brains: molecular control by small non-coding RNAs, Front. Neurosci. 6 (2012) 25,
https://doi.org/10.3389/fnins.2012.00025.

S. Jessberger, K. Nakashima, G.D. Clemenson, E. Mejia, E. Mathews, K. Ure,

S. Ogawa, C.M. Sinton, F.H. Gage, J. Hsieh, Epigenetic modulation of seizure-
induced neurogenesis and cognitive decline, J. Neurosci. 27 (2007) 5967-5975,
https://doi.org/10.1523/JNEUROSCI.0110-07.2007.

H.E. Scharfman, J.H. Goodman, A.L. Sollas, Granule-like neurons at the hilar/CA3
border after status epilepticus and their synchrony with area CA3 pyramidal cells:
functional implications of seizure-induced neurogenesis, J. Neurosci. 20 (2000)
6144-6158.

D.P. McCloskey, T.M. Hintz, J.P. Pierce, H.E. Scharfman, Stereological methods
reveal the robust size and stability of ectopic hilar granule cells after pilocarpine-
induced status epilepticus in the adult rat, Eur. J. Neurosci. 24 (2006) 2203-2210,
https://doi.org/10.1111/j.1460-9568.2006.05101.x.

I. Kondratiuk, G. Plucinska, D. Miszczuk, G. Wozniak, K. Szydlowska,

L. Kaczmarek, R.K. Filipkowski, K. Lukasiuk, Epileptogenesis following kainic
acid-induced status epilepticus in cyclin D2 knock-out mice with diminished adult
neurogenesis, PLoS One 10 (2015) e0128285, , https://doi.org/10.1371/journal.
pone.0128285.

J.M. Parent, T.W. Yu, R.T. Leibowitz, D.H. Geschwind, R.S. Sloviter,

D.H. Lowenstein, Dentate granule cell neurogenesis is increased by seizures and

[56]

[57]

[58]

[59]

[60]

[61]

[62]

[63]

[64]

[65]

[66]

[67]

[68]

[69]

[70]

[71]

[72]

[73]

[74]

[75]

[76]

[77]

[78]

Behavioural Brain Research 372 (2019) 112032

contributes to aberrant network reorganization in the adult rat hippocampus, J.
Neurosci. 17 (1997) 3727-3738.

B.L. Murphy, R.D. Hofacer, C.N. Faulkner, A.W. Loepke, S.C. Danzer,
Abnormalities of granule cell dendritic structure are a prominent feature of the
intrahippocampal kainic acid model of epilepsy despite reduced postinjury neu-
rogenesis, Epilepsia 53 (2012) 908-921, https://doi.org/10.1111/§.1528-1167.
2012.03463.x.

L.S. Overstreet-Wadiche, D.A. Bromberg, A.L. Bensen, G.L. Westbrook, Seizures
accelerate functional integration of adult-generated granule cells, J. Neurosci. 26
(2006) 4095-4103, https://doi.org/10.1523/JNEUROSCI.5508-05.2006.

A. Sierra, S. Martin-Sudrez, R. Valcéarcel-Martin, J. Pascual-Brazo, S.-A. Aelvoet,
O. Abiega, J.J. Deudero, A.L. Brewster, I. Bernales, A.E. Anderson, V. Baekelandt,
M. Maleti¢-Savati¢, J.M. Encinas, Neuronal hyperactivity accelerates depletion of
neural stem cells and impairs hippocampal neurogenesis, Cell Stem Cell 16 (2015)
488-503, https://doi.org/10.1016/j.stem.2015.04.003.

P. Bielefeld, M. Schouten, G.M. Meijer, M.J. Breuk, K. Geijtenbeek, S. Karayel,
A. Tiaglik, A.H. Vuuregge, R.A.L. Willems, D. Witkamp, P.J. Lucassen,

J.M. Encinas, C.P. Fitzsimons, Co-administration of anti microRNA-124 and -137
oligonucleotides prevents hippocampal neural stem cell loss upon non-convulsive
seizures, Front. Mol. Neurosci. 12 (2019) 31, https://doi.org/10.3389/fnmol.
2019.00031.

S. Lugert, O. Basak, P. Knuckles, U. Haussler, K. Fabel, M. G6tz, C.A. Haas,

G. Kempermann, V. Taylor, C. Giachino, Quiescent and active hippocampal neural
stem cells with distinct morphologies respond selectively to physiological and
pathological stimuli and aging, Cell Stem Cell 6 (2010) 445-456, https://doi.org/
10.1016/j.stem.2010.03.017.

S. Jessberger, B. Romer, H. Babu, G. Kempermann, Seizures induce proliferation
and dispersion of doublecortin-positive hippocampal progenitor cells, Exp. Neurol.
196 (2005) 342-351, https://doi.org/10.1016/j.expneurol.2005.08.010.

C.L. LaSarge, R.Y.K. Pun, M.B. Muntifering, S.C. Danzer, Disrupted hippocampal
network physiology following PTEN deletion from newborn dentate granule cells,
Neurobiol. Dis. 96 (2016) 105-114, https://doi.org/10.1016/j.nbd.2016.09.004.
C.V. Dieni, R. Panichi, J.B. Aimone, C.T. Kuo, J.I. Wadiche, L. Overstreet-Wadiche,
Low excitatory innervation balances high intrinsic excitability of immature den-
tate neurons, Nat. Commun. 7 (2016) 11313, https://doi.org/10.1038/
ncomms11313.

K. Hiittmann, M. Sadgrove, A. Wallraff, S. Hinterkeuser, F. Kirchhoff,

C. Steinhduser, W.P. Gray, Seizures preferentially stimulate proliferation of radial
glia-like astrocytes in the adult dentate gyrus: functional and im-
munocytochemical analysis, Eur. J. Neurosci. 18 (2003) 2769-2778.

J.C. Wood, J.S. Jackson, K. Jakubs, K.Z. Chapman, C.T. Ekdahl, Z. Kokaia,

M. Kokaia, O. Lindvall, Functional integration of new hippocampal neurons fol-
lowing insults to the adult brain is determined by characteristics of pathological
environment, Exp. Neurol. 229 (2011) 484-493, https://doi.org/10.1016/j.
expneurol.2011.03.019.

R.-Z. Zhan, O. Timofeeva, J.V. Nadler, High ratio of synaptic excitation to synaptic
inhibition in hilar ectopic granule cells of pilocarpine-treated rats, J.
Neurophysiol. 104 (2010) 3293-3304, https://doi.org/10.1152/jn.00663.2010.
T. Uemori, K. Toda, T. Seki, Seizure severity-dependent selective vulnerability of
the granule cell layer and aberrant neurogenesis in the rat hippocampus,
Hippocampus. 27 (2017) 1054-1068, https://doi.org/10.1002/hipo.22752.

M.L Cuartero, J. de la Parra, A. Pérez-Ruiz, 1. Bravo-Ferrer, V. Durin-Laforet,

A. Garcia-Culebras, J.M. Garcia-Segura, J. Dhaliwal, P.W. Frankland, I. Lizasoain,
M.A. Moro, Abolition of aberrant neurogenesis ameliorates cognitive impairment
after stroke in mice, J. Clin. Invest. (2019), https://doi.org/10.1172/JCI120412.
F. Woitke, M. Ceanga, M. Rudolph, F. Niv, O.W. Witte, C. Redecker, A. Kunze,
S. Keiner, Adult hippocampal neurogenesis poststroke: more new granule cells but
aberrant morphology and impaired spatial memory, PLoS One 12 (2017)
e0183463, , https://doi.org/10.1371/journal.pone.0183463.

F. Niv, S. Keiner, -K. Krishna, O.W. Witte, D.C. Lie, C. Redecker, Aberrant neu-
rogenesis after stroke, Stroke 43 (2012) 2468-2475, https://doi.org/10.1161/
STROKEAHA.112.660977.

O. Lindvall, Z. Kokaia, Neurogenesis following stroke affecting the adult brain,
Cold Spring Harb. Perspect. Biol. 7 (2015), https://doi.org/10.1101/cshperspect.
a019034.

M. Faiz, N. Sachewsky, S. Gascén, K.W.A. Bang, C.M. Morshead, A. Nagy, Adult
neural stem cells from the subventricular zone give rise to reactive astrocytes in
the cortex after stroke, Cell Stem Cell 17 (2015) 624-634, https://doi.org/10.
1016/j.stem.2015.08.002.

J.W. Wheless, D.F. Clarke, A. Arzimanoglou, D. Carpenter, Treatment of pediatric
epilepsy: european expert opinion, 2007, Epileptic Disord. 9 (2007) 353-412,
https://doi.org/10.1684/epd.2007.0144.

S.M. Allan, P.J. Tyrrell, N.J. Rothwell, Interleukin-1 and neuronal injury, Nat. Rev.
Immunol. 5 (2005) 629-640, https://doi.org/10.1038/nri1664.

T. Bartfai, M. Sanchez-Alavez, S. Andell-Jonsson, M. Schultzberg, A. Vezanni,

E. Danielsson, B. Conti, Interleukin-1 system in CNS stress: seizures, fever, and
neurotrauma, Ann. N. Y. Acad. Sci. 1113 (2007) 173-177, https://doi.org/10.
1196/annals.1391.022.

S.M. Allan, N.J. Rothwell, Cytokines and acute neurodegeneration, Nat. Rev.
Neurosci. 2 (2001) 734-744, https://doi.org/10.1038/35094583.

B.D. Semple, T. Kossmann, M.C. Morganti-Kossmann, Role of Chemokines in CNS
Health and Pathology: A Focus on the CCL2/CCR2 and CXCL8/CXCR2 Networks,
J. Cereb. Blood Flow Metab. 30 (2010) 459-473, https://doi.org/10.1038/jcbfm.
2009.240.

B.J. Baker, L.N. Akhtar, E.N. Benveniste, SOCS1 and SOCS3 in the control of CNS
immunity, Trends Immunol. 30 (2009) 392-400, https://doi.org/10.1016/j.it.


https://doi.org/10.1016/j.neurobiolaging.2005.02.014
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0160
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0160
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0160
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0160
https://doi.org/10.1016/j.neurobiolaging.2004.03.013
https://doi.org/10.1016/j.neurobiolaging.2004.03.013
https://doi.org/10.1523/JNEUROSCI.1731-05.2005
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0175
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0175
https://doi.org/10.1371/journal.pone.0001959
https://doi.org/10.1371/journal.pbio.0060246
https://doi.org/10.1371/journal.pone.0005464
https://doi.org/10.1126/science.1173215
https://doi.org/10.1002/hipo.20895
https://doi.org/10.1002/hipo.20895
https://doi.org/10.1038/nature09817
https://doi.org/10.1038/nature09817
https://doi.org/10.1523/JNEUROSCI.2336-13.2014
https://doi.org/10.1523/JNEUROSCI.2336-13.2014
https://doi.org/10.1126/science.1248903
https://doi.org/10.1038/mp.2009.15
https://doi.org/10.1038/mp.2009.15
https://doi.org/10.1038/s41380-018-0038-0
https://doi.org/10.1038/s41380-018-0038-0
https://doi.org/10.1073/pnas.2334169100
https://doi.org/10.1038/s41380-018-0036-2
https://doi.org/10.3233/BPL-160036
https://doi.org/10.3389/fnins.2012.00025
https://doi.org/10.1523/JNEUROSCI.0110-07.2007
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0255
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0255
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0255
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0255
https://doi.org/10.1111/j.1460-9568.2006.05101.x
https://doi.org/10.1371/journal.pone.0128285
https://doi.org/10.1371/journal.pone.0128285
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0270
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0270
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0270
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0270
https://doi.org/10.1111/j.1528-1167.2012.03463.x
https://doi.org/10.1111/j.1528-1167.2012.03463.x
https://doi.org/10.1523/JNEUROSCI.5508-05.2006
https://doi.org/10.1016/j.stem.2015.04.003
https://doi.org/10.3389/fnmol.2019.00031
https://doi.org/10.3389/fnmol.2019.00031
https://doi.org/10.1016/j.stem.2010.03.017
https://doi.org/10.1016/j.stem.2010.03.017
https://doi.org/10.1016/j.expneurol.2005.08.010
https://doi.org/10.1016/j.nbd.2016.09.004
https://doi.org/10.1038/ncomms11313
https://doi.org/10.1038/ncomms11313
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0315
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0315
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0315
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0315
https://doi.org/10.1016/j.expneurol.2011.03.019
https://doi.org/10.1016/j.expneurol.2011.03.019
https://doi.org/10.1152/jn.00663.2010
https://doi.org/10.1002/hipo.22752
https://doi.org/10.1172/JCI120412
https://doi.org/10.1371/journal.pone.0183463
https://doi.org/10.1161/STROKEAHA.112.660977
https://doi.org/10.1161/STROKEAHA.112.660977
https://doi.org/10.1101/cshperspect.a019034
https://doi.org/10.1101/cshperspect.a019034
https://doi.org/10.1016/j.stem.2015.08.002
https://doi.org/10.1016/j.stem.2015.08.002
https://doi.org/10.1684/epd.2007.0144
https://doi.org/10.1038/nri1664
https://doi.org/10.1196/annals.1391.022
https://doi.org/10.1196/annals.1391.022
https://doi.org/10.1038/35094583
https://doi.org/10.1038/jcbfm.2009.240
https://doi.org/10.1038/jcbfm.2009.240
https://doi.org/10.1016/j.it.2009.07.001

P. Bielefeld, et al.

791

[80]

[81]

[82]

[83]

[84]

[85]

[86]

[87]

[88]

[89]

[90]

[91]

[92]

[93]

[94]

[95]

[96]

[971

[98]

[99]

2009.07.001.

G.C. Blobe, W.P. Schiemann, H.F. Lodish, Role of transforming growth factor p in
human disease, N. Engl. J. Med. 342 (2000) 1350-1358, https://doi.org/10.1056/
NEJM200005043421807.

R. Sapolsky, C. Rivier, G. Yamamoto, P. Plotsky, W. Vale, Interleukin-1 stimulates
the secretion of hypothalamic corticotropin-releasing factor, Science 238 (1987)
522-524.

J. Wetherington, G. Serrano, R. Dingledine, Astrocytes in the epileptic brain,
Neuron. 58 (2008) 168-178, https://doi.org/10.1016/j.neuron.2008.04.002.

S. Robel, S.C. Buckingham, J.L. Boni, S.L. Campbell, N.C. Danbolt, T. Riedemann,
B. Sutor, H. Sontheimer, Reactive astrogliosis causes the development of sponta-
neous seizures, J. Neurosci. 35 (2015) 3330-3345, https://doi.org/10.1523/
JNEUROSCI.1574-14.2015.

T. Eid, M.J. Thomas, D.D. Spencer, E. Rundén-Pran, J.C.K. Lai, G.V. Malthankar,
J.H. Kim, N.C. Danbolt, O.P. Ottersen, N.C. de Lanerolle, Loss of glutamine syn-
thetase in the human epileptogenic hippocampus: possible mechanism for raised
extracellular glutamate in mesial temporal lobe epilepsy, Lancet (London,
England) 363 (2004) 28-37.

0.A.C. Petroff, Book review: GABA and glutamate in the human brain, Neurosci. 8
(2002) 562-573, https://doi.org/10.1177/1073858402238515.

D.P. Schafer, C.T. Heller, G. Gunner, M. Heller, C. Gordon, T. Hammond, Y. Wolf,
S. Jung, B. Stevens, Microglia contribute to circuit defects in Mecp2 null mice
independent of microglia-specific loss of Mecp2 expression, Elife. 5 (2016),
https://doi.org/10.7554/eLife.15224.

E. Aronica, K. Boer, E.A. van Vliet, S. Redeker, J.C. Baayen, W.G.M. Spliet,

P.C. van Rijen, D. Troost, F.H. Lopes da Silva, W.J. Wadman, J.A. Gorter,
Complement activation in experimental and human temporal lobe epilepsy,
Neurobiol. Dis. 26 (2007) 497-511, https://doi.org/10.1016/j.nbd.2007.01.015.
O. Abiega, S. Beccari, 1. Diaz-Aparicio, A. Nadjar, S. Layé, Q. Leyrolle, D. Gémez-
Nicola, M. Domercq, A. Pérez-Samartin, V. Sanchez-Zafra, I. Paris, J. Valero,
J.C. Savage, C.-W. Hui, M.-E. Tremblay, J.J.P. Deudero, A.L. Brewster,

A.E. Anderson, L. Zaldumbide, L. Galbarriatu, A. Marinas, M. dM Vivanco,

C. Matute, M. Maletic-Savatic, J.M. Encinas, A. Sierra, Neuronal hyperactivity
disturbs ATP microgradients, impairs microglial motility, and reduces phagocytic
receptor expression triggering Apoptosis/Microglial phagocytosis uncoupling,
PLoS Biol. 14 (2016) €1002466, , https://doi.org/10.1371/journal.pbio.1002466.
M.F. Cusick, J.E. Libbey, D.C. Patel, D.J. Doty, R.S. Fujinami, Infiltrating macro-
phages are key to the development of seizures following virus infection, J. Virol.
87 (2013) 1849-1860, https://doi.org/10.1128/JVI.02747-12.

T.J. Hanak, J.E. Libbey, D.J. Doty, J.T. Sim, A.B. DePaula-Silva, R.S. Fujinami,
Positive modulation of mGluR5 attenuates seizures and reduces TNF-a+ macro-
phages and microglia in the brain in a murine model of virus-induced temporal
lobe epilepsy, Exp. Neurol. 311 (2019) 194-204, https://doi.org/10.1016/j.
expneurol.2018.10.006.

B. Mengel, A. Hunziker, L. Pedersen, A. Trusina, M.H. Jensen, S. Krishna, Modeling
oscillatory control in NF-kB, p53 and Wnt signaling, Curr. Opin. Genet. Dev. 20
(2010) 656-664, https://doi.org/10.1016/j.gde.2010.08.008.

K. Krishnamurthy, D.T. Laskowitz, Cellular and Molecular Mechanisms of
Secondary Neuronal Injury Following Traumatic Brain Injury, CRC Press/Taylor
and Francis Group, 2016.

F. Girgis, J. Pace, J. Sweet, J.P. Miller, Hippocampal neurophysiologic changes
after mild traumatic brain injury and potential neuromodulation treatment ap-
proaches, Front. Syst. Neurosci. 10 (2016) 8, https://doi.org/10.3389/fnsys.2016.
00008.

T.-S. Yu, G. Zhang, D.J. Liebl, S.G. Kernie, Traumatic brain injury-induced hip-
pocampal neurogenesis requires activation of early nestin-expressing progenitors,
J. Neurosci. 28 (2008) 12901-12912, https://doi.org/10.1523/JNEUROSCL.4629-
08.2008.

X. Gao, J. Chen, Moderate traumatic brain injury promotes neural precursor
proliferation without increasing neurogenesis in the adult hippocampus, Exp.
Neurol. 239 (2013) 38-48, https://doi.org/10.1016/j.expneurol.2012.09.012.

S. Ibrahim, W. Hu, X. Wang, X. Gao, C. He, J. Chen, Traumatic brain injury causes
aberrant migration of adult-born neurons in the Hippocampus, Sci. Rep. 6 (2016)
21793, https://doi.org/10.1038/srep21793.

L.E. Villasana, K.N. Kim, G.L. Westbrook, E. Schnell, Functional integration of
adult-born hippocampal neurons after traumatic brain injury, eNeuro. 2 (2015),
https://doi.org/10.1523/ENEURO.0056-15.2015.

L.A. Shapiro, Altered hippocampal neurogenesis during the first 7 days after a
fluid percussion traumatic brain injury, Cell Transplant. 26 (2017) 1314-1318,
https://doi.org/10.1177/0963689717714099.

P.K. Dash, S.A. Mach, A.N. Moore, Enhanced neurogenesis in the rodent hippo-
campus following traumatic brain injury, J. Neurosci. Res. 63 (2001) 313-319,
https://doi.org/10.1002/1097-4547(20010215)63:4 < 313::AID-JNR1025 > 3.0.
CO;2-4.

L.B. Ngwenya, S.C. Danzer, Impact of traumatic brain injury on neurogenesis,
Front. Neurosci. 12 (2019) 1014, https://doi.org/10.3389/fnins.2018.01014.

[100] W. Zheng, Q. ZhuGe, M. Zhong, G. Chen, B. Shao, H. Wang, X. Mao, L. Xie, K. Jin,

[101]

[102]

[103]

Neurogenesis in adult human brain after traumatic brain injury, J. Neurotrauma
30 (2013) 1872-1880, https://doi.org/10.1089/neu.2010.1579.
V. Santhakumar, A.D. Ratzliff, J. Jeng, Z. Toth, I. Soltesz, Long-term hyperexcit-
ability in the hippocampus after experimental head trauma, Ann. Neurol. 50
(2001) 708-717.
G. Golarai, A.C. Greenwood, D.M. Feeney, J.A. Connor, Physiological and struc-
tural evidence for hippocampal involvement in persistent seizure susceptibility
after traumatic brain injury, J. Neurosci. 21 (2001) 8523-8537.
B.M. Witgen, J. Lifshitz, M.L. Smith, E. Schwarzbach, S.-L. Liang, M.S. Grady,

[104]

[105]

[106]

[107]

[108]

[109]

[110]

[111]

[112]

[113]

[114]

[115]

[116]

[117]

[118]

[119]

[120]

[121]

[122]

[123]

[124]

Behavioural Brain Research 372 (2019) 112032

A.S. Cohen, Regional hippocampal alteration associated with cognitive deficit
following experimental brain injury: a systems, network and cellular evaluation,
Neuroscience. 133 (2005) 1-15, https://doi.org/10.1016/j.neuroscience.2005.01.
052.

X. Wang, X. Gao, S. Michalski, S. Zhao, J. Chen, Traumatic brain injury severity
affects neurogenesis in adult mouse Hippocampus, J. Neurotrauma 33 (2016)
721-733, https://doi.org/10.1089/neu.2015.4097.

E.J. Neuberger, B. Swietek, L. Corrubia, A. Prasanna, V. Santhakumar, Enhanced
dentate neurogenesis after brain injury undermines long-term neurogenic poten-
tial and promotes seizure susceptibility, Stem Cell Rep. 9 (2017) 972-984, https://
doi.org/10.1016/j.stemcr.2017.07.015.

A.R. Rabinowitz, H.S. Levin, Cognitive sequelae of traumatic brain injury,
Psychiatr. Clin. North Am. 37 (2014) 1-11, https://doi.org/10.1016/j.psc.2013.
11.004.

J.-H. Sun, L. Tan, J.-T. Yu, Post-stroke cognitive impairment: epidemiology, me-
chanisms and management, Ann. Transl. Med. 2 (2014) 80, https://doi.org/10.
3978/j.issn.2305-5839.2014.08.05.

G. Vingerhoets, Cognitive effects of seizures, Seizure 15 (2006) 221-226, https://
doi.org/10.1016/J.SEIZURE.2006.02.012.

Z. Qu, F. Su, X. Qi, J. Sun, H. Wang, Z. Qiao, H. Zhao, Y. Zhu, Wnt/B-catenin
signalling pathway mediated aberrant hippocampal neurogenesis in kainic acid-
induced epilepsy, Cell Biochem. Funct. 35 (2017) 472-476, https://doi.org/10.
1002/cbf.3306.

R. Jagasia, H. Song, F. Gage, D. Lie, New regulators in adult neurogenesis and their
potential role for repair, Trends Mol. Med. 12 (2006) 400-405, https://doi.org/10.
1016/J.MOLMED.2006.07.006.

M. Schouten, S.A. Fratantoni, C.J. Hubens, S.R. Piersma, T.V. Pham, P. Bielefeld,
R.A. Voskuyl, P.J. Lucassen, C.R. Jimenez, C.P. Fitzsimons, MicroRNA-124 and
-137 cooperativity controls caspase-3 activity through BCL2L13 in hippocampal
neural stem cells, Sci. Rep. 5 (2015), https://doi.org/10.1038/srep12448.

M. Schouten, P. Bielefeld, S.A. Fratantoni, C.J. Hubens, S.R. Piersma, T.V. Pham,
R.A. Voskuyl, P.J. Lucassen, C.R. Jimenez, C.P. Fitzsimons, Multi-omics profile of
the mouse dentate gyrus after kainic acid-induced status epilepticus, Sci. Data 3
(2016) 160068, , https://doi.org/10.1038/sdata.2016.68.

R. Beckervordersandforth, B. Ebert, I. Schiffner, J. Moss, C. Fiebig, J. Shin,

D.L. Moore, L. Ghosh, M.F. Trinchero, C. Stockburger, K. Friedland, K. Steib, J. von
Wittgenstein, S. Keiner, C. Redecker, S.M. Holter, W. Xiang, W. Wurst, R. Jagasia,
AF. Schinder, G. Ming, N. Toni, S. Jessberger, H. Song, D.C. Lie, Role of mi-
tochondrial metabolism in the control of early lineage progression and aging
phenotypes in adult hippocampal neurogenesis, Neuron 93 (2017) 560-573,
https://doi.org/10.1016/j.neuron.2016.12.017 e6.

J. Shin, D.A. Berg, Y. Zhu, J.Y. Shin, J. Song, M.A. Bonaguidi, G. Enikolopov,
D.W. Nauen, K.M. Christian, G. Ming, H. Song, M. Ashburner, C.A. Ball, J.A. Blake,
D. Botstein, H. Butler, J.M. Cherry, A.P. Davis, K. Dolinski, S.S. Dwight, J.T. Eppig,
T.G.O. Consortium, et al., Single-cell RNA-Seq with waterfall reveals molecular
cascades underlying adult neurogenesis, Cell Stem Cell 17 (2015) 360-372,
https://doi.org/10.1016/j.stem.2015.07.013.

H. Hochgerner, A. Zeisel, P. Lonnerberg, S. Linnarsson, Conserved properties of
dentate gyrus neurogenesis across postnatal development revealed by single-cell
RNA sequencing, Nat. Neurosci. 21 (2018) 290-299, https://doi.org/10.1038/
$41593-017-0056-2.

B. Artegiani, A. Lyubimova, M. Muraro, J.H. van Es, A. van Oudenaarden,

H. Clevers, A single-cell RNA sequencing study reveals cellular and molecular
dynamics of the hippocampal neurogenic niche, Cell Rep. 21 (2017) 3271-3284,
https://doi.org/10.1016/J.CELREP.2017.11.050.

H. Dweep, N. Gretz, miRWalk2.0: a comprehensive atlas of microRNA-target in-
teractions, Nat. Methods 12 (2015), https://doi.org/10.1038/nmeth.3485
697-697.

H. Mi, A. Muruganujan, D. Ebert, X. Huang, P.D. Thomas, PANTHER version 14:
more genomes, a new PANTHER GO-slim and improvements in enrichment ana-
lysis tools, Nucleic Acids Res. 47 (2019) D419-D426, https://doi.org/10.1093/
nar/gky1038.

M. Knobloch, G.-A. Pilz, B. Ghesquiére, W.J. Kovacs, T. Wegleiter, D.L. Moore,
M. Hruzova, N. Zamboni, P. Carmeliet, S. Jessberger, A fatty acid oxidation-de-
pendent metabolic shift regulates adult neural stem cell activity, Cell Rep. 20
(2017) 2144-2155, https://doi.org/10.1016/j.celrep.2017.08.029.

C. Escartin, K. Pierre, A. Colin, E. Brouillet, T. Delzescaux, M. Guillermier,

M. Dhenain, N. Deglon, P. Hantraye, L. Pellerin, G. Bonvento, Activation of
Astrocytes by CNTF Induces Metabolic Plasticity and Increases Resistance to
Metabolic Insults, J. Neurosci. 27 (2007) 7094-7104, https://doi.org/10.1523/
JNEUROSCI.0174-07.2007.

J. Christensen, M.G. Pedersen, C.B. Pedersen, P. Sidenius, J. Olsen,

M. Vestergaard, Long-term risk of epilepsy after traumatic brain injury in children
and young adults: a population-based cohort study, Lancet 373 (2009) 1105-1110,
https://doi.org/10.1016/50140-6736(09)60214-2.

K.-H. Jung, K. Chu, M. Kim, S.-W. Jeong, Y.-M. Song, S.-T. Lee, J.-Y. Kim, S.K. Lee,
J.-K. Roh, Continuous cytosine-b-D-arabinofuranoside infusion reduces ectopic
granule cells in adult rat hippocampus with attenuation of spontaneous recurrent
seizures following pilocarpine-induced status epilepticus, Eur. J. Neurosci. 19
(2004) 3219-3226, https://doi.org/10.1111/j.0953-816X.2004.03412.x.

A. Pekcec, M. Liipke, R. Baumann, H. Seifert, H. Potschka, Modulation of neuro-
genesis by targeted hippocampal irradiation fails to affect kindling progression,
Hippocampus. 21 (2011) 866-876, https://doi.org/10.1002/hipo.20802.

R. Raedt, P. Boon, A. Persson, A.-M. Alborn, T. Boterberg, A. Van Dycke, B. Linder,
T. De Smedt, W.J. Wadman, E. Ben-Menachem, P.S. Eriksson, Radiation of the rat
brain suppresses seizure-induced neurogenesis and transiently enhances


https://doi.org/10.1016/j.it.2009.07.001
https://doi.org/10.1056/NEJM200005043421807
https://doi.org/10.1056/NEJM200005043421807
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0395
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0395
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0395
https://doi.org/10.1016/j.neuron.2008.04.002
https://doi.org/10.1523/JNEUROSCI.1574-14.2015
https://doi.org/10.1523/JNEUROSCI.1574-14.2015
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0410
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0410
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0410
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0410
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0410
https://doi.org/10.1177/1073858402238515
https://doi.org/10.7554/eLife.15224
https://doi.org/10.1016/j.nbd.2007.01.015
https://doi.org/10.1371/journal.pbio.1002466
https://doi.org/10.1128/JVI.02747-12
https://doi.org/10.1016/j.expneurol.2018.10.006
https://doi.org/10.1016/j.expneurol.2018.10.006
https://doi.org/10.1016/j.gde.2010.08.008
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0450
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0450
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0450
https://doi.org/10.3389/fnsys.2016.00008
https://doi.org/10.3389/fnsys.2016.00008
https://doi.org/10.1523/JNEUROSCI.4629-08.2008
https://doi.org/10.1523/JNEUROSCI.4629-08.2008
https://doi.org/10.1016/j.expneurol.2012.09.012
https://doi.org/10.1038/srep21793
https://doi.org/10.1523/ENEURO.0056-15.2015
https://doi.org/10.1177/0963689717714099
https://doi.org/10.1002/1097-4547(20010215)63:4<313::AID-JNR1025>3.0.CO;2-4
https://doi.org/10.1002/1097-4547(20010215)63:4<313::AID-JNR1025>3.0.CO;2-4
https://doi.org/10.3389/fnins.2018.01014
https://doi.org/10.1089/neu.2010.1579
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0500
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0500
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0500
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0505
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0505
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0505
https://doi.org/10.1016/j.neuroscience.2005.01.052
https://doi.org/10.1016/j.neuroscience.2005.01.052
https://doi.org/10.1089/neu.2015.4097
https://doi.org/10.1016/j.stemcr.2017.07.015
https://doi.org/10.1016/j.stemcr.2017.07.015
https://doi.org/10.1016/j.psc.2013.11.004
https://doi.org/10.1016/j.psc.2013.11.004
https://doi.org/10.3978/j.issn.2305-5839.2014.08.05
https://doi.org/10.3978/j.issn.2305-5839.2014.08.05
https://doi.org/10.1016/J.SEIZURE.2006.02.012
https://doi.org/10.1016/J.SEIZURE.2006.02.012
https://doi.org/10.1002/cbf.3306
https://doi.org/10.1002/cbf.3306
https://doi.org/10.1016/J.MOLMED.2006.07.006
https://doi.org/10.1016/J.MOLMED.2006.07.006
https://doi.org/10.1038/srep12448
https://doi.org/10.1038/sdata.2016.68
https://doi.org/10.1016/j.neuron.2016.12.017
https://doi.org/10.1016/j.stem.2015.07.013
https://doi.org/10.1038/s41593-017-0056-2
https://doi.org/10.1038/s41593-017-0056-2
https://doi.org/10.1016/J.CELREP.2017.11.050
https://doi.org/10.1038/nmeth.3485
https://doi.org/10.1038/nmeth.3485
https://doi.org/10.1093/nar/gky1038
https://doi.org/10.1093/nar/gky1038
https://doi.org/10.1016/j.celrep.2017.08.029
https://doi.org/10.1523/JNEUROSCI.0174-07.2007
https://doi.org/10.1523/JNEUROSCI.0174-07.2007
https://doi.org/10.1016/S0140-6736(09)60214-2
https://doi.org/10.1111/j.0953-816X.2004.03412.x
https://doi.org/10.1002/hipo.20802

P. Bielefeld, et al.

[125]

[126]

[127]

[128]

[129]

excitability during kindling acquisition, Epilepsia. 48 (2007) 1952-1963, https://
doi.org/10.1111/j.1528-1167.2007.01146.x.

K. Zhu, B. Yuan, M. Hu, C.-J. Li, J.-H. Xu, G.-F. Feng, Y. Liu, J.-X. Liu, Ablation of
aberrant neurogenesis fails to attenuate cognitive deficit of chronically epileptic
mice, Epilepsy Res. 142 (2018) 1-8, https://doi.org/10.1016/j.eplepsyres.2018.
03.004.

K.-O. Cho, Z.R. Lybrand, N. Ito, R. Brulet, F. Tafacory, L. Zhang, L. Good, K. Ure,
S.G. Kernie, S.G. Birnbaum, H.E. Scharfman, A.J. Eisch, J. Hsieh, Aberrant hip-
pocampal neurogenesis contributes to epilepsy and associated cognitive decline,
Nat. Commun. 6 (2015) 6606, https://doi.org/10.1038/ncomms7606.

C.R. Reschke, L.F.A. Silva, B.A. Norwood, K. Senthilkumar, G. Morris, A. Sanz-
Rodriguez, R.M. Conroy, L. Costard, V. Neubert, S. Bauer, M.A. Farrell,

D.F. O’Brien, N. Delanty, S. Schorge, R.J. Pasterkamp, F. Rosenow, D.C. Henshall,
Potent anti-seizure effects of locked nucleic acid antagomirs targeting miR-134 in
multiple mouse and rat models of epilepsy, Mol. Ther. - Nucleic Acids. 6 (2017)
45-56, https://doi.org/10.1016/j.omtn.2016.11.002.

V.R. Vangoor, C.R. Reschke, K. Senthilkumar, L.L. van de Haar, M. de Wit,

G. Giuliani, M.H. Broekhoven, G. Morris, T. Engel, G.P. Brennan, R.M. Conroy,
P.C. van Rijen, P.H. Gosselaar, S. Schorge, R.Q.J. Schaapveld, D.C. Henshall,
P.N.E. De Graan, R.J. Pasterkamp, Antagonizing increased miR-135a levels at the
chronic stage of experimental TLE reduces spontaneous recurrent seizures, J.
Neurosci. (2019), https://doi.org/10.1523/JNEUROSCI.3014-18.2019.

E.H. Beamer, J. Jurado-Arjona, E.M. Jimenez-Mateos, J. Morgan, C.R. Reschke,

10

[130]

[131]

[132]

[133]

[134]

Behavioural Brain Research 372 (2019) 112032

A. Kenny, G. de Leo, L.A. Olivos-Oré, M. Arribas-Blazquez, S.F. Madden,

J. Merchédn-Rubira, N. Delanty, M.A. Farrell, D.F. O’Brien, J. Avila, M. Diaz-
Hernandez, M.T. Miras-Portugal, A.R. Artalejo, F. Hernandez, D.C. Henshall,

T. Engel, MicroRNA-22 controls aberrant neurogenesis and changes in neuronal
morphology after status epilepticus, Front. Mol. Neurosci. 11 (2018) 442, https://
doi.org/10.3389/fnmol.2018.00442.

FDA approves first-of-its kind targeted RNA-based therapy to treat a rare disease,
FDA, (n.d.).

S. Jessberger, C. Zhao, N. Toni, G.D. Clemenson, Y. Li, F.H. Gage, Seizure-asso-
ciated, aberrant neurogenesis in adult rats characterized with retrovirus-mediated
cell labeling, J. Neurosci. 27 (2007) 9400-9407, https://doi.org/10.1523/
JNEUROSCI.2002-07.2007.

A. Arvidsson, Z. Kokaia, O. Lindvall, N-methyl-D-aspartate receptor-mediated in-
crease of neurogenesis in adult rat dentate gyrus following stroke, Eur. J. Neurosci.
14 (2001) 10-18.

T.-S. Yu, G. Zhang, D.J. Liebl, S.G. Kernie, Traumatic brain injury-induced hip-
pocampal neurogenesis requires activation of early nestin-expressing progenitors,
J. Neurosci. 28 (2008) 12901-12912, https://doi.org/10.1523/INEUROSCIL.4629-
08.2008.

F. Woitke, M. Ceanga, M. Rudolph, F. Niv, O.W. Witte, C. Redecker, A. Kunze,
S. Keiner, Adult hippocampal neurogenesis poststroke: more new granule cells but
aberrant morphology and impaired spatial memory, PLoS One 12 (2017)
e0183463, , https://doi.org/10.1371/journal.pone.0183463.


https://doi.org/10.1111/j.1528-1167.2007.01146.x
https://doi.org/10.1111/j.1528-1167.2007.01146.x
https://doi.org/10.1016/j.eplepsyres.2018.03.004
https://doi.org/10.1016/j.eplepsyres.2018.03.004
https://doi.org/10.1038/ncomms7606
https://doi.org/10.1016/j.omtn.2016.11.002
https://doi.org/10.1523/JNEUROSCI.3014-18.2019
https://doi.org/10.3389/fnmol.2018.00442
https://doi.org/10.3389/fnmol.2018.00442
https://doi.org/10.1523/JNEUROSCI.2002-07.2007
https://doi.org/10.1523/JNEUROSCI.2002-07.2007
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0655
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0655
http://refhub.elsevier.com/S0166-4328(19)30578-9/sbref0655
https://doi.org/10.1523/JNEUROSCI.4629-08.2008
https://doi.org/10.1523/JNEUROSCI.4629-08.2008
https://doi.org/10.1371/journal.pone.0183463

	Insult-induced aberrant hippocampal neurogenesis: Functional consequences and possible therapeutic strategies
	Introduction
	Aberrant AHN and functional implications
	The hippocampal neurogenic cascade as potential therapeutic target
	Future perspectives
	Funding
	References




