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The chromodomain helicase DNA-binding (CHD) family of proteins are ATP-dependent
chromatin remodelers that contribute to the reorganization of chromatin structure
and deposition of histone variants necessary to regulate gene expression. CHD
proteins play an important role in neurodevelopment, as pathogenic variants in CHD1,
CHD2, CHD4, CHD7 and CHD8 have been associated with a range of neurological
phenotypes, including autism spectrum disorder (ASD), intellectual disability (ID) and
epilepsy. Pathogenic variants in CHD2 are associated with developmental epileptic
encephalopathy (DEE) in humans, however little is known about how these variants
contribute to this disorder. Of the nine CHD family members, CHD2 is the only one
that leads to a brain-restricted phenotype when disrupted in humans. This suggests
that despite being expressed ubiquitously, CHD2 has a unique role in human brain
development and function. In this review, we will discuss the phenotypic spectrum of
patients with pathogenic variants in CHD2, current animal models of CHD2 deficiency,
and the role of CHD2 in proliferation, neurogenesis, neuronal differentiation, chromatin
remodeling and DNA-repair. We also consider how CHD2 depletion can affect each of
these biological mechanisms and how these defects may underpin neurodevelopmental
disorders including epilepsy.
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INTRODUCTION

Gene regulation is a complex process that is tightly regulated bymany factors across tissue types and
at different points in development. Chromatin remodelers play an essential role as both activators
and repressors of transcription by manipulating the structure of chromatin to allow access for gene
regulation machinery or conversely, to obscure sites where gene expression must be repressed.
The human nervous system is composed of multiple neuronal cell types, as well as supporting
glial cells. These diverse cell types are all derived from neural progenitor cells (NPCs), which then
differentiate and migrate to their proper locations during development. Epigenetic mechanisms
play an important role in regulating this process and controlling cell fate (reviewed in Borrelli
et al., 2008; Yoo and Crabtree, 2009; Hirabayashi and Gotoh, 2010; Riccio, 2010; Luijsterburg et al.,
2016). Several classes of chromatin remodelers have been identified, including ISWI, the SWI/SNF
family, and the chromodomain helicase DNA-binding (CHD) family of proteins (Hall and
Georgel, 2007). In this review, we will discuss the role of the CHD family of chromatin remodeling
proteins in neurodevelopmental disorders, focusing specifically on CHD2, which is associated
with developmental and epileptic encephalopathy (DEE), a severe form of childhood epilepsy.
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CHD FAMILY OF PROTEINS

Nine CHD proteins have been identified in humans
(CHD1–CHD9). The Drosophila genome encodes for four
CHD proteins (dCHD1, dMi-2, CHD3 and Kismet), while yeast
(Saccharomyces cerevisiae) only has one such protein (yCHD1;
Kahl, 2015). The nine human CHD family members are further
divided into subgroups. CHD1 and CHD2 are grouped together
due to their DNA binding domain that is not well-conserved
in the other CHD proteins (Woodage et al., 1997). CHD3 and
CHD4 are grouped together into a second subfamily; these
proteins include two plant homeodomain zinc finger domains
and function as subunits of the nucleosome remodeling and
histone deacetylase (NuRD) complex (Schuster and Stöger,
2002). The third subfamily is more diverse, including the
remaining family members CHD5, CHD6, CHD7, CHD8 and
CHD9 (Hall and Georgel, 2007). The majority of the CHD family
of genes are expressed ubiquitously in human tissues, with only
CHD5 expression being largely confined to neurons (Thompson
et al., 2003; Lonsdale et al., 2013).

THE CHD FAMILY AND HUMAN DISEASE

Pathogenic variants in the CHD gene family were first described
in CHD7 in patients with coloboma, heart defects, atresia
choanae, growth retardation, genital abnormalities and ear
abnormalities (CHARGE) syndrome (Vissers et al., 2004).
Since the inception of the next-generation sequencing era,
an additional four, CHD1/2/4/8, have been implicated in a
range of neurodevelopmental disorders (Table 1, O’Roak et al.,
2012; Carvill et al., 2013; Weiss et al., 2016; Pilarowski et al.,
2017). In contrast to patients with CHARGE syndrome, in
whom developmental delay and learning disabilities are rare,
the majority of patients with CHD1/2/4/8 pathogenic variants
present with intellectual disability (ID) or developmental delay.
The severity of intellectual impairment is variable, ranging from
developmental delay (CHD1), mild to moderate ID (CHD4)
and mild to profound ID (CHD2/8). Additional neurological
features include epilepsy (CHD2) or seizures (CHD1/8) and
autistic spectrum disorders (ASD; CHD1/2/8). Despite the
ubiquitous gene expression profiles of all CHD family members
implicated in human disease, only CHD2 pathogenic variants
cause a brain-restricted phenotype, suggesting a unique role
for this gene in neurodevelopment (Table 1). Alternatively,
CHD2 may only have a non-redundant role in the brain,
and other CHD family members may be able to compensate
for the lack of CHD2 in non-neuronal tissue. This has not
been specifically investigated in animal models nor in vitro
modeling to date. Moreover, given that each of these CHD
family members cause distinct phenotypic entities, it is
unlikely that the CHD proteins function redundantly across all
cell-types.

In addition to de novo germline variants, somatic variants
in many of these remodelers are associated with various
types of cancer, including prostate cancer (CHD1), chronic
lymphocytic leukemia (CHD2), endometrial cancer (CHD4)
and neuroblastoma (CHD5/CHD9, Thompson et al., 2003;

Liu W. et al., 2012; Rodríguez et al., 2015; Lasorsa et al., 2016).
These disease-associations highlight the importance of these
remodelers in the maintenance of chromatin structure and the
control of cellular proliferation.

IDENTIFICATION OF CHD2 AS AN
EPILEPSY GENE

Several studies found de novo microdeletions of chromosome
15 to be associated with epilepsy in single cases using
array-comparative genomic hybridization (CGH) and there
are a number reported in DECIPHER (Firth et al., 2009).
The first published case was a 30-month old girl with
developmental delay, seizures starting at 6-months of age, and
photosensitivity. This patient carried a 5 Mb microdeletion of
15q26.1–15q26.2 encompassing ∼56 genes, including CHD2
(Veredice et al., 2009). Another case study found a 3.3 Mb
deletion in the same region of 15q26.1 in a patient with
developmental delay and febrile seizures (Li et al., 2008). A third
study identified a patient with a much smaller but overlapping
deletion, presenting with developmental delay and intractable
generalized epilepsy starting at the age of 3.5 years (Dhamija
et al., 2011). This deletion is ∼0.8 Mb and encompasses only
4 genes, includingCHD2. Finally, a 511kb deletion at 15q26.1 was
found in a patient with developmental delay, epilepsy, autistic
behavior, and facial dysmorphisms (Capelli et al., 2012). In this
case, the deletion only included two genes: CHD2 and RGMA.
Combined, these studies identified the 15q26.1 locus, including
CHD2, as a potential candidate for severe childhood forms of
epilepsy.

With the knowledge gained from these deletion cases, Carvill
et al. (2013) included CHD2 as a candidate gene for epilepsy for
targeted resequencing. The group performed sequence analysis
on CHD2 and 64 other known or candidate epilepsy genes
in 500 cases of epileptic encephalopathy and found de novo
CHD2 variants in six individuals (1.2% of cases; Carvill et al.,
2013). Four of these pathogenic variants lead to truncation
of the protein and two are missense variants predicted to
disrupt the helicase/ATPase domain. All six patients carrying
CHD2 pathogenic variants presented with myoclonic seizures
and varying degrees of intellectual ability, while three of the six
exhibited photosensitivity (seizures triggered by flashing lights
at certain intensities or certain visual patterns; Carvill et al.,
2013).

Since then CHD2 pathogenic variants have been identified in
a spectrum of patients with early-onset epilepsy (Figure 1). Of
the published patients to date, the majority (63%, 25/40) present
with developmental and epileptic encephalopathy (DEE). DEE
is a group of early onset epilepsy disorders characterized by
refractory seizures and cognitive decline or regression associated
with ongoing seizure activity (Scheffer et al., 2017). Overall,
DEE patients with CHD2 variants present with seizure onset
between 6 months and 4 years, frequently with myoclonic
seizures that evolve to multiple refractory seizure types. Clinical
photosensitivity is common and some patients will self-induce
seizures (Carvill et al., 2015; Thomas et al., 2015). The
overwhelming majority of remaining patients without a DEE
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TABLE 1 | Neurodevelopmental disorders associated with germline pathogenic variants in CHD proteins.

Gene OMIM Inheritance Proposed pathogenic Disorder Source
Gene Number mechanism

CHD1 602118 De novo Dominant negative Developmental delay, ASD, Pilarowski et al. (2017)
(2/5 patients) speech apraxia, facial dysmorphism

CHD2/ 615369 De novo Haploinsufficiency Myoclonic epilepsy Veredice et al. (2009)
15q26.1 microdeletion (15q26.1del)

Generalized epilepsy (15q26.1del) Dhamija et al. (2011)
Developmental delay, febrile Li et al. (2008)
seizures (15q26.1del)
Developmental delay, epilepsy, Capelli et al. (2012)
autistic behavior, facial
dysmorphisms (15q26.1del)
DEE (CHD2) Carvill et al. (2013)
ID, absence of seizures (CHD2) Verhoeven et al. (2016)
ASD (CHD2) O’Roak et al. (2014)

CHD4 603277 De novo Unknown ID, macrocephaly, Weiss et al. (2016)
hearing loss, ventriculomegaly,
hypogonadism, palatal
abnormalities, facial dysmorphism

CHD7 608892 De novo Haplo insufficiency CHARGE syndrome Vissers et al. (2004)

CHD8 610528 De novo Haplo insufficiency ASD, macrocephaly, facial O’Roak et al. (2012)
dysmorphisms, gastrointestinal problems and Bernier et al. (2014)

ASD, Autism spectrum disorder; DEE, Developmental and Epileptic Encephalopathy; ID, intellectual disability.

diagnosis present with ID with epilepsy, and photosensitivity is
common. To date, all disease-causing CHD2 variants in patients
with epilepsy arise de novo, no transmission (i.e., autosomal
dominant inheritance) has been observed, and one mutant
allele is sufficient to cause disease. However, there is some
evidence that rare variants in CHD2 could be a risk factor for
more common types of photosensitive epilepsies without ID
(Galizia et al., 2015). Overall, photosensitivity is a distinguishing
feature of this condition, as only ∼5% of patients with
epilepsy exhibit photosensitivity (Martins da Silva and Leal,
2017).

Pathogenic variants in CHD2 have also been identified in
cohorts of patients diagnosed with other neurodevelopmental
disorders, including ASD, ID and developmental delay, some of
whom did not present with seizures (Firth et al., 2009; Rauch
et al., 2012; Krupp et al., 2017; McRae et al., 2017). O’Roak
et al. (2014) identified de novo variants in ASD by sequencing
64 candidate genes in 3486 ASD probands and 2493 unaffected
siblings using molecular inversion probes. They found that in
addition to CHD8, which was previously implicated in ASD,
CHD2 was also significantly mutated in ASD. Of the four CHD2
mutation carriers identified, all have confirmed ASD, and three
of the four present with seizures. Another group confirmed the
association of CHD2 with ASD by identifying a missense variant
in the helicase domain of CHD2 in two brothers with ASD,
resulting from likely germline mosaicism (Lebrun et al., 2017).
In this case, both patients exhibited aggressive behavior and
language difficulties, however only one of the brothers presented
with seizures. These studies indicate that pathogenic variants
in CHD2 are associated with a range of neurodevelopmental
phenotypes, but that epilepsy is the most common neurological
feature.

CHD2: EXPRESSION, PROTEIN DOMAINS
AND PATHOGENIC VARIANT
DISTRIBUTION

CHD2 expression is largely ubiquitous with the highest
expression in adult tissue in the thyroid, ovary, lung and the
cerebellar hemisphere of the brain (Lonsdale et al., 2013).
During human brain development, CHD2 expression is highest
in the neocortex at 9 weeks postconception but remains high
throughout development and is expressed postnatally in the
brain with highest levels in the cerebellum (Shen et al., 2012).
During embryonic development in mice, Chd2 expression is
confined to the developing heart at E10.5, spreads to the
forebrain and eye at day E11.5, and appears in the extremities,
facial, and dorsal regions by E15.5 (Kulkarni et al., 2008). In adult
mice, Chd2 is expressed in most tissues, with highest expression
in thymus, followed by lungs, kidneys, spleen, heart and lower-
level expression in testis and liver (brain tissue was not tested for
Chd2 expression in this study; Nagarajan et al., 2009).

CHD2 is a chromatin remodeler that acts as an ATPase to
catalyze the assembly of chromatin into periodic nucleosome
arrays (Liu et al., 2015). CHD2 is composed of several functional
domains, including 2 chromodomains at the N-terminus,
an ATPase/helicase domain, and a DNA-binding domain
(Figure 1). Experiments using CHD2 deletion constructs
identified specific functions of individual CHD2 domains and
found that the N-terminus of CHD2, containing the two
chromodomains, serves an autoinhibitory role. Deletion of
this region increases both DNA-binding and ATPase activities,
however this N-terminal region of CHD2 is required for the
chromatin remodeling activity of the protein (Liu et al., 2015).
The DNA binding domain is able to sense double stranded DNA
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FIGURE 1 | Distribution of chromodomain helicase DNA-binding (CHD)2 pathogenic variants. CHD2 protein schematic showing functional domains and locations of
genetic variants. Putative functional domains include two chromodomains, two helicase domains, and a DNA-binding region. The C-terminus of CHD2 also
associates with a poly ADP-ribose (PAR) binding domain that is involved in DNA damage repair (Luijsterburg et al., 2016). Pathogenic CHD2 variants identified in
patients with epilepsy and neurodevelopmental disorders (top panel) include truncating variants (red vertical lines denote amino acid position) throughout the protein,
and missense variants located in the helicase domains (n = 5) and in the C-terminus (n = 2). This region of the C-terminus is of unknown function, however the
presence of 2 missense variants in patients with developmental epileptic encephalopathy (DEE) suggest this region is important for tertiary structure and/or
CHD2 function (Pinto et al., 2010, 2016; Capelli et al., 2012; Neale et al., 2012; Rauch et al., 2012; Carvill et al., 2013; Suls et al., 2013; Chenier et al., 2014;
Courage et al., 2014; Hamdan et al., 2014; Lund et al., 2014; O’Roak et al., 2014; Fitzgerald et al., 2015; Galizia et al., 2015; Thomas et al., 2015; Trivisano et al.,
2015; Helbig et al., 2016; Lebrun et al., 2017; Wang et al., 2017; Ko et al., 2018; Rim et al., 2018; Zhou et al., 2018). The chromodomains, helicase domains and
DNA-binding domain are depleted of missense variation in the general population as indicated by missense variants present more than twice in the GnomAD dataset
(black vertical lines, bottom panel; Lek et al., 2016).

and enhances the chromatin remodeling activity of CHD2 (Liu
et al., 2015).

The importance of each of these protein domains for
CHD2 function is illustrated by the presence of missense variants
in each protein domain in patients with indistinguishable clinical
presentation to patients with truncating variants (Figure 1).
These observations highlight the lack of genotype-phenotype
correlation between the nature or location of these pathogenic
variants and severity or spectrum of clinical presentation.
Moreover, it should also be noted that truncating variants
do not seem to lead to nonsense mediated decay in patient
lymphocytes, and the translation of truncated proteins cannot
be excluded (Suls et al., 2013). Overall, the vast majority (83%,
33/40) of patients carry truncating CHD2 variants, suggesting
that the pathogenic mechanism that underpins CHD2-associated
epilepsy is haploinsufficiency.

CHD2 ANIMAL MODELS

CHD2 is highly conserved among vertebrates; the gene cluster
containing CHD2 (SLCO3A1-STX-CHD2-RGMA) has been
conserved for over 476 million years, indicated by its presence
in divergent species such as opossum, chick and zebrafish (Marx
et al., 2007). The human CHD2 protein has high homology to
mouse (96.5%) and zebrafish (73.0%), supporting the use of these
model organisms to study CHD2 loss (Agarwala et al., 2016).

Knockdown of chd2 in zebrafish with targeted morpholino
(MO) antisense oligomers results in larvae displaying seizure-like
behavior and photosensitivity, recapitulating the phenotype seen
in humans with pathogenic CHD2 variants (Suls et al., 2013;
Galizia et al., 2015). MO chd2 knockdown also resulted in several
developmental defects such as stunted growth, microcephaly,
absent swim bladder, and body curvature in these larvae

(Suls et al., 2013). It should be noted that the MO targets a splice
donor site, resulting in an abnormally spliced form of Chd2 with
a predicted partial deletion of exon 2 that was not characterized
as in or out of frame, therefore it is unclear whether this is a full
loss of function model. Moreover, a control MO was not used in
the photosensitivity analyses (Galizia et al., 2015). Finally, these
results should be interpreted with caution, as MOs notoriously
cause a range of off-target effects, most notably p53-dependent
neural toxicity, wherein 15%–20% of all MOs injected at standard
efficacy doses lead to neural cell death due to p53-induced
apoptosis (Ekker and Larson, 2001; Robu et al., 2007; Eisen and
Smith, 2008; Bill et al., 2009). This phenomenon should be taken
into account when attempting to measure and interpret neuronal
phenotypes in MO injected animals.

Mice with homozygous deletions of the C-terminus of Chd2
exhibit perinatal lethality, indicating that Chd2 is an essential
gene for normal development. Heterozygous mice have growth
defects and a complex phenotype including cardiomyopathy,
glomerulopathy, enlarged spleens, lordokyphosis and gross
kidney abnormalities. No neurological defects were reported;
however, it is unclear whether a less obvious neurological
phenotype may have been missed (Marfella et al., 2006, 2008;
Kulkarni et al., 2008; Nagarajan et al., 2009). These results are
surprising considering the neurological phenotype seen in both
zebrafish and humans with CHD2 deficiency. This could be
explained by the fact that like the zebrafish model, these mice
might not be a true model of haploinsufficiency. The Chd2
mutant mouse was generated through gene trapping, resulting
in a CHD2-β-gal-neomycin fusion protein containing the first
1198 amino acids of wild-type (WT) protein, including the
chromodomains, helicase domains and N-terminus of the DNA
binding domain (Marfella et al., 2007). Moreover, one study
showed low level expression of WT Chd2 mRNA, including
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the C-terminal region that should be disrupted by reverse
transcriptase PCR (Nagarajan et al., 2009). This residual WT
CHD2 could interact with mutant CHD2 fusion protein to
exert a dominant negative effect. Taken together, it is possible
that a dominant negative, or gain of function effect of this
CHD2 fusion protein could underlie the discrepancies in affected
tissue types in heterozygous knockout mice as compared to
humans. Alternatively, the absence of any brain phenotype in
these mice could be due to species-specific compensation of
CHD2 by other CHDproteins in themouse brain but not in other
tissues. Conditional double knockouts of Chd2 along with other
CHD proteins specifically in the brain, as well as the study of
other CHD gene expression in Chd2mutant tissues is required to
delineate the putative mechanisms that underlie these disparate
tissue-specific effects. Moreover, current technologies such as
CRISPR allow formore targeted approaches to generating animal
models and will be crucial to studying CHD2 function in the
future.

CHD2: ROLE IN NEUROGENESIS

The mammalian cerebral cortex is comprised of two major
neuronal cell types, glutamatergic excitatory neurons and
GABAergic inhibitory interneurons that are derived from
distinct processes occurring during neurodevelopment. Cortical
excitatory neurons are born in the ventricular and subventricular
zones (VZ/SVZ) of the dorsal telencephalon (Figures 2A,B).
Here radial glia cells divide either symmetrically to expand the
progenitor pool, or asymmetrically to produce either a single
radial glia cell along with an intermediate progenitor or neuron
(Figure 2B; Paridaen and Huttner, 2014). Cortical inhibitory
neurons are generated from distinct neuronal progenitor cells
located primarily in the lateral ganglionic eminence (LGE),
medial ganglionic eminence (MGE) and caudal ganglionic
eminence (CGE) of the ventral forebrain. These neurons migrate
tangentially into the dorsal forebrain and integrate in the cerebral
cortex (Figure 2A). CHD2 has been shown to play a role in the
development of both cortical excitatory and inhibitory neurons
in mice in vivo and humans in vitro.

In mice, Chd2 is predominantly expressed in Pax6+ radial glia
in the VZ/SVZ from E12–E18 (Shen et al., 2015). Conversely,
Chd2 is rarely expressed in Tbr1+ intermediate progenitors
(IPs) at the same embryonic stage. shRNA knockdown of
Chd2 by in utero electroporation during mouse embryogenesis
leads to a reduction in the number of Pax6+ radial glia and
increase in Tbr1+ IPs and Tuj1+ neurons. Overall these results
suggest Chd2 deficiency suppresses the self-renewal capacity
of the radial glia and instead promotes premature neuronal
differentiation (Shen et al., 2015). This premature differentiation
likely leads to a rapid depletion of the progenitor pool, depletion
of this pool can result in a smaller cortex and defects in
later-born neurons (Homem et al., 2015). Indeed, patients with
CHD2 haploinsufficiency have reduced average head size and
∼20% have microcephaly (Thomas et al., 2015; McRae et al.,
2017).

CHD2 was recently demonstrated to play a crucial role in
cortical inhibitory interneuron development in vitro. CHD2 gene

FIGURE 2 | Role of CHD2 in differentiation of excitatory and inhibitory
neurons. (A) A schematic representation of a coronal section of one half of an
embryonic forebrain showing the subdivisions of the telencephalic proliferative
zones: lateral ganglionic eminence (LGE) and medial ganglionic eminence
(MGE). Excitatory neurons are born in the ventricular zone (VZ) of the cortex
and migrate toward the brain surface (blue arrows). Most inhibitory
interneurons of the cortex originate in the MGE and LGE, migrating
tangentially to colonize the cortex (yellow arrows). Biallelic knockdown of
CHD2 in vitro has been shown to impair interneuron development. In vivo,
CHD2 loss may hypothetically result in fewer interneurons migrating from the
MGE/LGE or immature interneurons in the forebrain (B) Following migration to
the cortex, GABAergic inhibitory interneurons (yellow) follow either a superficial
migratory stream through the cortical plate (CP) and marginal zone (MZ) or
migrate through the deep layers of the subventricular (SZ) and intermediate
zones (IZ). In early stages of development, radial glial cells (RGCs; green)
divide symmetrically to produce two new RGCs and replenish the progenitor
pool (represented by circular arrow). As development progresses, Pax6+
RGCs begin to divide asymmetrically in the VZ, giving rise to excitatory
neurons (shades of blue) or Tbr2+ intermediate progenitors (IPs; pink). Chd2 is
expressed primarily in RGCs in the VZ/SVZ and is not expressed in IPs. When
Chd2 is disrupted, self-renewal of RGCs is diminished, there is an increase in
the production of IPs, and more cells differentiate into glutamatergic neurons
(red arrows; Anderson et al., 2001; Kriegstein and Noctor, 2004; Wu et al.,
2011; Shen et al., 2015). CP, cortical plate; IZ, intermediate zone; LGE, lateral
ganglionic eminence; MGE, medial ganglionic eminence; MZ, marginal zone;
SP, subplate; SVZ, subventricular zone; VZ, ventricular zone.

expression levels gradually increase during the differentiation of
human embryonic stem cells (hESCs) to cortical interneurons
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by defined factors (Meganathan et al., 2017). CRISPR-Cas9
mediated biallelic knockout off CHD2 resulted in fewer TUBB3
(TUJ1)+ neurons with shorter neurites, suggesting delayed
or impaired differentiation. CHD2 knockout interneurons
also exhibited electrophysiological defects that suggest hyper-
excitability in these neurons (Meganathan et al., 2017). It
is unclear how this increased excitability relates to reduced
inhibitory synaptic input that is generally observed in epilepsy
(Cherubini, 2012). Moreover, no electrophysiological defects
were observed when these hESC CHD2 knockouts were
differentiated to cortical excitatory neurons (Meganathan et al.,
2017).

CHD2: ROLE IN CONTROLLING
CELLULAR PROLIFERATION AND
DIFFERENTIATION

Embryogenesis and development of an organism, and especially
the brain, requires precise coordination of proliferation of
progenitor cells and differentiation to specific terminally
differentiated cells. Proliferation of precursors is achieved by
progression through the cell cycle while differentiation is usually
precipitated by a lengthening of the cell cycle in the G1 phase
and transition to G0 phase and commitment to cell fate (Calegari
et al., 2005). CHD2 has been implicated in both of these processes
in multiple cell lineages, and its depletion has been shown to
disrupt the balance between proliferation and differentiation.

As described above, Chd2 siRNA-mediated knockdown
in E13.5 mouse cortices leads to reduced proliferation in
neural progenitor cells and premature differentiation of these
progenitor cells in vivo (Shen et al., 2015). However, while
hESCs lacking CHD2 resulted in delayed or impaired cortical
interneuron differentiation, these hESCs did not exhibit reduced
proliferation at the stem cell or early embryoid body stage,
though later neural progenitor stages were not investigated for
proliferative defects (Meganathan et al., 2017).

CHD2 has also been shown to play a role in controlling
proliferation and differentiation in cell types other than neurons.
Chd2 knockdown by miRNA or siRNA in mouse myoblasts
(C2C12s) results in differentiation defects, with decreased
expression of differentiation-dependent myogenic genes and
a lack of myotube formation (Harada et al., 2012). miRNA
repression of Chd2 did not affect cell cycle progression, however,
indicating that proliferation was unaffected by Chd2 knockdown.
More recently this group found a similar differentiation defect
in Chd2 deficient mouse embryonic stem cells (mESCs; Semba
et al., 2017). Depletion of Chd2 in mESCs resulted in ablation of
differentiation potential and downregulation of markers for both
myogenic and neural differentiation (Semba et al., 2017). As seen
in C2C12 cells, there was no significant difference in proportion
of cells in each stage of the cell cycle, indicating there were no
proliferation defects in these cells (Semba et al., 2017).

Taken together, these studies have demonstrated
differentiation defects in mouse ESCs, muscle and neuronal
progenitor cells and human cortical interneurons. However,
to date, only radial glia in mice have been shown to have

defects in cellular proliferation in vivo. These discordant results
indicate that CHD2 function may differ depending on tissue
type and species and that CHD2 may have a unique role in
neurogenesis of cortical excitatory neurons, distinct from its
role in myogenesis and early development. As mentioned
previously, upregulation of other CHD family members (thus
compensation for CHD2 loss) may also play a role in cell-type
and species-specific differences observed.

CHD2: ROLE IN CHROMATIN
REMODELING AND GENE EXPRESSION

CHD2 is a chromatin remodeler that has demonstrated ability
to use the energy from ATP hydrolysis to remodel chromatin
into periodic nucleosome arrays (Liu et al., 2015). The role
of CHD2 in chromatin remodeling was first investigated in
muscle cell differentiation. Co-immunoprecipitation (co-IP)
experiments in C2C12 cells found that CHD2 interacts with
H3.3, a histone variant incorporated into the nucleosome
at transcriptionally active genes; while a mutant form of
CHD2 lacking the chromodomain does not show any interaction
with H3.3 (Harada et al., 2012). H3.3 is incorporated into
myogenic gene promoters prior to their expression, but this
incorporation is disrupted when Chd2 is depleted by miRNA
knockdown in C2C12s. CHD2 also showed an interaction with
MyoD, a master regulator of skeletal muscle differentiation,
and together MyoD and CHD2 bind to myogenic gene
promoters. Suppression of Chd2 expression in C2C12 cells
decreased myogenic gene expression and halted myotube
formation, indicating that Chd2 is required for skeletal muscle
differentiation. Combined, these data suggest a model where
CHD2 is guided to differentiation-dependent genes by other
transcription factors (e.g., MyoD in skeletal muscle) and that
the chromodomain of CHD2 facilitates H3.3 incorporation into
the nucleosome, poising genes necessary for differentiation for
expression (Figure 3).

This model for transcription factor mediated recruitment
of CHD2 is supported in other cell types in mouse and
humans, including neurons. Co-IP experiments showed
CHD2 associates with the transcription factor, OCT3/4 in
mESCs, and ChIP-seq experiments demonstrate a significant
overlap between CHD2 and OCT3/4 bound promoters,
particularly at developmentally regulated genes (Semba et al.,
2017). In human cortical interneurons, CHD2 ChIP-qPCR
revealed an overlap with NKX2-1 binding at three candidate
genes important for interneuron development, ZIC1, SPRY1
and PAX2. Moreover, in CHD2 depleted cells, overexpression
of NKX2-1 was insufficient to induce the expression of these
target candidate genes, suggesting CHD2 is required to
activate expression of neurodevelopmentally regulated genes
(Semba et al., 2017). Collectively, these data suggest that
CHD2 is recruited by cell type-specific transcription factors to
developmentally regulated genes.

Multiple lines of additional evidence support the role of
CHD2 in active gene expression. The Encyclopedia of DNA
Elements (ENCODE) project profiled numerous histone
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FIGURE 3 | Model for CHD2 role in chromatin remodeling and epilepsy. (A) During development, CHD2 is recruited to poised promoters with the bivalent histone
modifications, H3K27me3 (repressive) and H3K4me3 (activating) by interaction with specific transcription factors. CHD2 remodels chromatin at target genes by
replacing histone H3 with H3.3 and creating a more permissive chromatin state whereby transcription of developmental genes can occur during differentiation.
(B) When CHD2 is mutated, promoters that would normally be poised for differentiation have an increase in the repressive H3K27me3 histone modification and
H3.3 is not incorporated. These changes in the chromatin architecture restrict the expression of target genes during differentiation. During neuronal development this
pathogenic mechanism likely leads to reduced expression of genes important in neuronal differentiation and impairments that ultimately lead to epilepsy and
associated neurodevelopmental disorders.

modifications, transcription factors and chromatin remodelers
using ChIP-seq to classify the genome into functional elements
of the genome (Dunham et al., 2012). Reanalysis of the ENCODE
data for CHD2 in three cell lines showed CHD2 is significantly
enriched at active promoters (defined by H3K4me2/me3 and
H3K9/27 acetylation) and enhancer regions (defined by
H3k4me1/me2 and H3K9/27 acetylation; Siggens et al., 2015).
These findings were replicated by histone modification mark
profiling using ChIP-seq in mESCs, where, in addition to
active promoters and enhancers, CHD2 was found at promoter
regions in the bivalent state. These bivalent chromatin regions
are characterized by both repressive (H3K27me3) and active
(H3K4me3) histone modifications and are characteristic of
developmentally regulated genes in stem cells. Gene ontology
analyses of CHD2-bound promoters of active genes in
mESCs revealed a significant enrichment of genes involved
in chromosome organization, DNA repair, and chromatin
modification, indicating that in addition to remodeling
chromatin and recruiting transcription factors to target genes,
CHD2 may also bind to and regulate other transcriptional
regulators. The bivalent promoters bound by CHD2 in mESCs
were enriched for genes involved in forebrain development,
cell fate commitment, and central nervous system neuron
differentiation, suggesting that CHD2 plays a role in directing

mESCs toward neuronal lineages. CRISPR/Cas9 mediated
depletion of Chd2 in mESCs led to an increase in the repressive
mark H3K27me3 at developmentally regulated bivalent genes,
and this repression correlated with a decrease in expression
of developmentally regulated, but not house-keeping or
pluripotency related genes (Semba et al., 2017).

The CHD2-facilitated incorporation of H3.3 at target genes
has also been extended to mESCs and human K562 cells (Siggens
et al., 2015; Semba et al., 2017). In both cellular systems,
knockdown of Chd2/CHD2 led to a decrease in the levels
of H3.3 incorporation. Moreover, as with muscle cells, the
incorporation of H3.3 was specific to developmental genes in
mESCs andChd2 loss correlated with reduced expression of these
genes (Semba et al., 2017).

Collectively, these studies suggest CHD2 mediates the
expression of developmentally regulated, bivalent or active genes
during cellular differentiation by interaction with cell-specific
transcription factors and by incorporation of H3.3 (Figure 3).
In this way, CHD2 remodels chromatin into a permissive state,
such that upon differentiation, developmentally regulated genes
can be expressed. In human neurogenesis, CHD2 is likely to play
a critical role in the remodeling of the chromatin state prior to
neuronal differentiation, through interaction with NKX2-1 and
other transcription factors that have yet to be identified.
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OTHER BIOLOGICAL ROLES FOR CHD2

In addition to regulating gene expression, CHD2 also plays a
role in the DNA damage response. Double strand break (DSB)
repair through non-homologous end-joining (NHEJ) requires
the expansion of chromatin, which is mediated by poly (ADP-
ribose) polymerase (PARP) enzymes. PARP1 is able to sense
DNA-damage, and when activated, forms poly ADP-ribose
(PAR) chains that are able to act as a docking platform for other
DNA repair factors (Wei and Yu, 2016).

PARP1 and CHD2 were found to interact through co-IP
experiments where both proteins were overexpressed in
osteosarcoma cell lines (U2OS cells). When DNA DSBs were
inflicted by lasers in U2OS cells, CHD2 accumulated at sites
of damage in a PARP1-dependent manner, indicating that
PARP1 is required for recruitment of CHD2 to sites of DNA
damage (Luijsterburg et al., 2016). The C-terminus of CHD2
(residues 1611–1828) was sufficient to mediate PAR-binding
and accumulation at sites of DNA damage. CHD2 also played
a role in the unfolding and expansion of chromatin, and the
PAR-binding motif was sufficient to perform this function.
Histone variant H3.3 is known to incorporate at sites of
UV-induced DNA damage (Adam et al., 2013) and CHD2 was
shown to contribute to H3.3 assembly at DSBs (Luijsterburg
et al., 2016). These findings are in line with the ability of CHD2 to
recruit H3.3 to regions of active transcription (Harada et al.,
2012; Siggens et al., 2015). Through these experiments, a novel
functional domain of CHD2 was identified. The C-terminal
region containing residues 1611–1828 is a novel PAR binding
domain and is required for proper DNA repair through NHEJ
(Luijsterburg et al., 2016). The role of CHD2 in DNA-damage
repair may explain why somatic variants in CHD2 and other
CHD family members are associated with multiple types of
cancer (Thompson et al., 2003; Liu W. et al., 2012; Rodríguez
et al., 2015; Lasorsa et al., 2016).

CHD2 DYSFUNCTION AND PUTATIVE
PATHOGENIC MECHANISMS IN EPILEPSY

Epilepsy has long been regarded primarily as a channelopathy;
where the underlying pathophysiology is due to a defect in
ion channels, including the voltage-gated and ligand-gated
channels. Unfortunately, despite extensive study of sodium
channels and high-throughput screens by many pharmaceutical
companies, few new therapies have been identified in the last
decade. However, the unbiased nature of next generation DNA
sequencing, and in particular exome sequencing, has revealed
a role for a much broader range of biological functions in
epilepsy. These include proteins that are chromatin remodelers,
transcription factors, synaptic proteins, and cell signaling
proteins, highlighting the diversity of pathogenic mechanisms
implicated in epilepsy and moving the disorder beyond a
channelopathy (Myers and Mefford, 2015). Understanding how
these novel epilepsy genes cause this disorder represents a unique
opportunity to not only identify new therapeutic targets, but also
to gain insights into molecular neuroscience.

In this review, we have focused on the role of the chromatin
remodeler CHD2 in neuronal development. Collectively, studies
suggest that CHD2 is recruited to developmental genes by
a transcription factor, where it remodels chromatin into a
permissive state such that target genes can be transcribed upon
differentiation (Figure 3). The target genes of CHD2 during
neuronal development are not well-studied. Candidate
ChIP-qPCR in inhibitory neurons showed CHD2 binding
at the promoter regions for ZIC1, SPRY1 and PAX2, and
the expression of these genes was concomitantly reduced in
CHD2 depleted cell lines. Moreover, CHD2 knockdown in
this inhibitory neuron model led to a reduced expression of
genes involved in neurogenesis, synaptic transmission and
genes involved in neurodevelopmental disorders, including
epilepsy; upregulated genes were involved in cell adhesion and
non-neural fate acquisition (Meganathan et al., 2017). Moreover,
in mouse neuronal progenitor cells, candidate ChIP-seq revealed
CHD2 binding at REST (RE1-silencing transcription factor)
and that REST expression was decreased with Chd2 loss. REST
is a transcriptional repressor that prevents the expression of
neuronal genes in non-neuronal cells. These results suggest that
CHD2 binding at REST prevents its expression; this may be
particularly important in the maintenance of proliferative state
of neuronal progenitor cells, and this association may contribute
to the premature neuronal differentiation observed with Chd2
knockdown (Shen et al., 2015). REST has been previously
implicated in epileptogenesis, though results are conflicting,
with conditional REST loss being reported as both protective
against, and predisposing to, seizures in different animal models
(Hu et al., 2011; Liu M. et al., 2012). Collectively, these results
suggest CHD2 regulates neurodevelopmental genes during
differentiation in a manner similar to other cell-types and these
defects are likely to at least in part, underpin the development of
seizures in patients with CHD2 haploinsufficiency.

In vitro, CHD2 interacts with the transcription factor
NKX2-1 to control GABAergic inhibitory neuron development.
Deficits in inhibitory neuron development and migration
are an increasingly appreciated pathophysiologic mechanism
in epilepsy. For instance, loss of function variants in the
transcription factor ARX are associated with a myriad of
X-chromosome linked epilepsies (Suri, 2005). Arx mouse
models recapitulate these findings with multiple seizure types
as well as impaired inhibitory neuronal migration from the
MGE to the cortex and an accumulation of progenitors in
the LGE and MGE (Colombo et al., 2007; Marsh et al.,
2009). Moreover, various knockout models for Nkx2-1, as well
as other transcription factors (Dlx1/2, Dlx5/6) that control
GABAergic development, cause seizures in mice (Cobos et al.,
2005; Butt et al., 2008; Wang et al., 2010). CHD2 knockout
resulted in impaired GABAergic inhibitory differentiation.
However, perhaps somewhat counterintuitively,CHD2 knockout
interneurons also exhibited electrophysiological defects that
suggest hyperexcitability. Impaired GABAergic interneuron
differentiation is well established as pathogenic mechanism
in epilepsy as described above. Meanwhile, hyperexcitability
of these neurons, resulting in too much inhibition and
seizures is more controversial; though promotion of neuronal
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synchronization or a disinhibition of epileptogenic networks
resulting in unchecked excitatory networks are proposed
pathogenic models (Klaassen et al., 2006; Frei et al., 2010).
Moreover, neuronal maturity is a well-known factor that can
affect stem cell derived neuronal electrophysiological properties
(Isom, 2017). Overall, these studies illustrate impaired inhibitory
interneuron differentiation and migration are an important
pathophysiological mechanism in epilepsy, including CHD2
haploinsufficiency, though further work is needed to understand
pathophysiology at an electrophysiological level.

Hyperexcitability of excitatory neurons is also a well-known
pathogenic mechanism in multiple cellular systems including
heterologous expression systems, animal models, and stem
cell derived neurons. For instance, duplications of MECP2
causes early onset epilepsy and ID in males. Patient-derived
induced pluripotent stem cells (iPSCs) from individuals
with MECP2 duplications differentiated to cortical excitatory
cells showed increased dendritic arborization and increased
synchronized activity of the neuronal network (Nageshappa
et al., 2016). Conversely, CHD2 knockdown stem-cell derived
excitatory neurons did not show any electrophysiological
changes (Meganathan et al., 2017). However, Chd2 knockdown
in vivo resulted in reduced proliferation of radial glial cells and
premature neuronal differentiation in the VZ/SVZ (Shen et al.,
2015). These defects were similar to those seen in conditionalArx
depletion mouse models, that have reduced proliferation of both
radial glia and IPs, resulting in a reduced number or upper layer
neurons (Marsh et al., 2009). Collectively, these results suggest
impaired cortical excitatory cell development may be impaired
with CHD2 and ARX loss, both genes implicated in early onset
epilepsies, though further studies are required to understand the
putative pathogenic role in development of seizures.

One of the leading hypotheses for the initiation of seizures is
an imbalance between excitatory and inhibitory synaptic inputs;
the chronic imbalance between these two opposing systems likely
plays amajor role in the development of epilepsy. CHD2 has been
shown to play a role in the development of cortical excitatory and
inhibitory neurons in mice and humans, respectively. However,
to date, the interaction of these two opposing inputs have not
been investigated in a single model system of CHD2 loss.

FUTURE PERSPECTIVES

Although progress has been made deciphering the mechanism
of CHD2 and its role in epilepsy in recent years, much is
still unknown about the intricacies of chromatin remodeling in
neuronal development and epilepsy. Improved animal models of
Chd2 depletion will be necessary in order to better understand
these mechanisms. Epilepsy-associated pathogenic variants in
CHD2 follow a model of haploinsufficiency, therefore animal
models are needed to recapitulate this model of pathogenesis.
Current mouse and zebrafish models of Chd2/chd2 depletion
have utilized methods of gene disruption which do not ablate
expression of the entire transcript. In the future, full knockout
models, that rule out possible gain of function or dominant
negative effects should be pursued. Appropriate controls are
also important for such studies, such as utilizing multiple

independent morpholinos targeting non-overlapping sequences
of zebrafish chd2 in order to confirm the phenotype (Bill et al.,
2009; Blum et al., 2015). Rescue experiments reintroducing
the wild type copy of Chd2 will be an additional key control
in mouse, zebrafish and stem cell studies. The advent of
CRISPR/Cas9 technology may render the use of MOs obsolete,
as a quick and efficient method of altering the zebrafish genome,
although off-target effects remain a concern (Griffin et al.,
2016). CRISPR/Cas9 could also be used to create patient-specific
CHD2 variants using a knock-in mouse model, which may
re-capitulate human phenotypes more accurately. As there are
DEE patients carrying pathogenic missense variants in different
domains of CHD2, using knock-in models of these variants
could uncover valuable information about the functions of the
distinct domains. Ultimately, it will be necessary to generate
animal models with conditional inactivation of CHD2 in tissues
of interest in order to delineate its function in distinct cell
types. An alternative to mouse models is to utilize patient
derived and genome edited stem cell models; these are being
increasingly used to dissect the pathogenic mechanisms that
underpin a variety of neurodevelopmental disorders, including
epilepsy. As protocols improve to make a variety of excitatory
and inhibitory neurons, as well organoids (or minibrains) these
approaches will be more widely used and standards of use
developed.

CHD2 has been found to regulate the chromatin architecture
of developmentally important genes, poising these genes for
expression during differentiation in various cell types. To date
genome-wide CHD2 ChIP-seq and epigenomic profiling has not
been performed in neuronal cell types to identify CHD2 target
genes. In the future, these unbiased genome-wide experiments
should be pursued using stem cell modeling in patient-derived
and genome-edited cells, to identify CHD2 targets as well
as alterations to the chromatin architecture. These studies
may illuminate potential targets for therapeutic interventions.
Moreover, to date CHD2 has been found to play a role in
inhibitory neurons derived from hESCs and cortical excitatory
neurons in mice. In the future, it will be key to study these
two opposing neuronal systems at both a cell autonomous and
network level. Typically, these experiments have been performed
in knockout, or conditional knockout, mice. However, the use of
patient-derived organoids is also an exciting area of burgeoning
research, including the development or both ventral and dorsal
organoids, and fusion of these two subtypes to study GABAergic
migration in vitro (Birey et al., 2017).

Additional research is required to decipher the effects of
CHD2 on proliferation, and why only some CHD2-deficient cell
types show proliferation defects. This could be due to distinct
expression patterns of CHD2 and its potential binding partners
in different cell types. The role of CHD2 in DNA-repair likely
is linked to its effects on proliferation, and the interplay between
DNA-repair, cell cycle exit, and the balance between proliferation
and differentiation during neurogenesis should be explored.
Chd2 deficient mice have a reduction in their ability to repair
DSBs, leading to increased cell death. Whether this defect leads
to the decreased proliferation and increased differentiation seen
in neuronal models remains to be seen.
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Finally, while CHD2 haploinsufficiency is a rare cause
of genetic epilepsy, many of the pathogenic mechanisms,
particularly during neuronal development are likely to be
overlapping with other genetic epilepsies. Indeed, preliminary
transcriptome studies suggest CHD2 may be an upstream
regulator of other genes implicated in epilepsy and that novel
therapeutics may be applicable to broader range of patients
with these disorders. In addition, there is extensive overlap
between risk genes for autism and cancer, including CHD2
and other chromatin remodelers, CHD7, CHD8, ARID1B and
ATRX (Crawley et al., 2016). If we can better understand the
common pathways between cancer and neurodevelopmental
disorders, this could lead to breakthroughs in drug development.

Previously developed cancer drugs that share common targets
with neurological disorders could be repurposed for new
use, and vice versa. HDAC inhibitors are an example of
therapeutics that have applications in various diseases, including
cancer, neurodegenerative disorders and neurodevelopmental
disorders (Qiu et al., 2017); there are likely other such
targets involved in chromatin remodeling pathways yet to be
discovered.

AUTHOR CONTRIBUTIONS

K-ML and GC contributed equally to the writing of this
manuscript.

REFERENCES

Adam, S., Polo, S. E., and Almouzni, G. (2013). Transcription recovery after DNA
damage requires chromatin priming by the H3.3 histone chaperone HIRA. Cell
155, 94–106. doi: 10.1016/j.cell.2013.08.029

Agarwala, R., Barrett, T., Beck, J., Benson, D. A., Bollin, C., Bolton, E., et al. (2016).
Database resources of the national center for biotechnology information.
Nucleic Acids Res. 44, D7–D19. doi: 10.1093/nar/gkv1290

Anderson, S. A., Marin, O., Horn, C., Jennings, K., and Rubenstein, J. L. (2001).
Distinct cortical migrations from the medial and lateral ganglionic eminences.
Development 128, 353–363.

Bernier, R., Golzio, C., Xiong, B., Stessman, H. A., Coe, B. P., Penn, O., et al. (2014).
Disruptive CHD8 mutations define a subtype of autism early in development.
Cell 158, 263–276. doi: 10.1016/j.cell.2014.06.017

Bill, B. R., Petzold, A. M., Clark, K. J., Schimmenti, L. A., and Ekker, S. C. (2009).
A primer for morpholino use in zebrafish. Zebrafish 6, 69–77. doi: 10.1089/zeb.
2008.0555

Birey, F., Andersen, J., Makinson, C. D., Islam, S., Wei, W., Huber, N., et al. (2017).
Assembly of functionally integrated human forebrain spheroids. Nature 545,
54–59. doi: 10.1038/nature22330

Blum, M., De Robertis, E. M., Wallingford, J. B., and Niehrs, C. (2015).
Morpholinos: antisense and sensibility. Dev. Cell 35, 145–149. doi: 10.1016/j.
devcel.2015.09.017

Borrelli, E., Nestler, E. J., Allis, C. D., and Sassone-Corsi, P. (2008). Decoding the
epigenetic language of neuronal plasticity. Neuron 60, 961–974. doi: 10.1016/j.
neuron.2008.10.012

Butt, S. J., Sousa, V. H., Fuccillo, M. V., Hjerling-Leffler, J., Miyoshi, G., Kimura, S.,
et al. (2008). The requirement of Nkx2–1 in the temporal specification of
cortical interneuron subtypes.Neuron 59, 722–732. doi: 10.1016/j.neuron.2008.
07.031

Calegari, F., Haubensak, W., Haffner, C., and Huttner, W. B. (2005). Selective
lengthening of the cell cycle in the neurogenic subpopulation of neural
progenitor cells during mouse brain development. J. Neurosci. 25, 6533–6538.
doi: 10.1523/JNEUROSCI.0778-05.2005

Capelli, L. P., Krepischi, A. C., Gurgel-Giannetti, J., Mendes, M. F., Rodrigues, T.,
Varela, M. C., et al. (2012). Deletion of the RMGA and CHD2 genes in a
child with epilepsy and mental deficiency. Eur. J. Med. Genet. 55, 132–134.
doi: 10.1016/j.ejmg.2011.10.004

Carvill, G. L., Heavin, S. B., Yendle, S. C., McMahon, J. M., O’Roak, B. J.,
Cook, J., et al. (2013). Targeted resequencing in epileptic encephalopathies
identifies de novomutations in CHD2 and SYNGAP1.Nat. Genet. 45, 825–830.
doi: 10.1038/ng.2646

Carvill, G. L., Helbig, I., and Mefford, H. (2015). ‘‘CHD2-related
neurodevelopmental disorders,’’ in Gene Reviews(R), eds M. P. Adam,
H. H. Ardinger, R. A. Pagon, S. E. Wallace, L. J. H. Bean, H. C. Mefford,
K. Stephens, A. Amemiya and N. Ledbetter (Seattle, WA: University of
Washington).

Chenier, S., Yoon, G., Argiropoulos, B., Lauzon, J., Laframboise, R., Ahn, J. W.,
et al. (2014). CHD2 haploinsufficiency is associated with developmental delay,
intellectual disability, epilepsy and neurobehavioural problems. J. Neurodev.
Disord. 6:9. doi: 10.1186/1866-1955-6-9

Cherubini, E. (2012). ‘‘Phasic GABAA-mediated inhibition,’’ in Jasper’s Basic
Mechanisms of the Epilepsies, eds J. L. Noebels, M. Avoli, M. A. Rogawski,
R. W. Olsen and A. V. Delgado-Escueta (Bethesda, MD: National Center for
Biotechnology Information).

Cobos, I., Calcagnotto, M. E., Vilaythong, A. J., Thwin, M. T., Noebels, J. L.,
Baraban, S. C., et al. (2005). Mice lacking Dlx1 show subtype-specific loss of
interneurons, reduced inhibition and epilepsy. Nat. Neurosci. 8, 1059–1068.
doi: 10.1038/nn1499

Colombo, E., Collombat, P., Colasante, G., Bianchi, M., Long, J., Mansouri, A.,
et al. (2007). Inactivation of Arx, the murine ortholog of the X-linked
lissencephaly with ambiguous genitalia gene, leads to severe disorganization
of the ventral telencephalon with impaired neuronal migration and
differentiation. J. Neurosci. 27, 4786–4798. doi: 10.1523/JNEUROSCI.
0417-07.2007

Courage, C., Houge, G., Gallati, S., Schjelderup, J., and Rieubland, C. (2014).
15q26.1 microdeletion encompassing only CHD2 and RGMA in two adults
with moderate intellectual disability, epilepsy and truncal obesity. Eur. J. Med.
Genet. 57, 520–523. doi: 10.1016/j.ejmg.2014.06.003

Crawley, J. N., Heyer, W. D., and LaSalle, J. M. (2016). Autism and cancer
share risk genes, pathways and drug targets. Trends Genet. 32, 139–146.
doi: 10.1016/j.tig.2016.01.001

Dhamija, R., Breningstall, G., Wong-Kisiel, L., Dolan, M., Hirsch, B., and
Wirrell, E. (2011). Microdeletion of chromosome 15q26.1 in a child with
intractable generalized epilepsy. Pediatr. Neurol. 45, 60–62. doi: 10.1016/j.
pediatrneurol.2011.02.002

Dunham, I., Kundaje, A., Aldred, S. F., Collins, P. J., Davis, C. A., Doyle, F., et al.
(2012). An integrated encyclopedia of DNA elements in the human genome.
Nature 489, 57–74. doi: 10.1038/nature11247

Eisen, J. S., and Smith, J. C. (2008). Controlling morpholino experiments:
don’t stop making antisense. Development 135, 1735–1743. doi: 10.1242/dev.
001115

Ekker, S. C., and Larson, J. D. (2001). Morphant technology in model
developmental systems. Genesis 30, 89–93. doi: 10.1002/gene.1038

Firth, H. V., Richards, S. M., Bevan, A. P., Clayton, S., Corpas, M., Rajan, D.,
et al. (2009). DECIPHER: database of chromosomal imbalance and phenotype
in humans using ensembl resources. Am. J. Hum. Genet. 84, 524–533.
doi: 10.1016/j.ajhg.2009.03.010

Fitzgerald, T. W., Gerety, S. S., Jones, W. D., van Kogelenberg, M., King, D. A.,
McRae, J., et al. (2015). Large-scale discovery of novel genetic causes of
developmental disorders. Nature 519, 223–228. doi: 10.1038/nature14135

Frei, M. G., Zaveri, H. P., Arthurs, S., Bergey, G. K., Jouny, C. C., Lehnertz, K., et al.
(2010). Controversies in epilepsy: debates held during the fourth international
workshop on seizure prediction. Epilepsy Behav. 19, 4–16. doi: 10.1016/j.yebeh.
2010.06.009

Galizia, E. C., Myers, C. T., Leu, C., de Kovel, C. G., Afrikanova, T.,
Cordero-Maldonado, M. L., et al. (2015). CHD2 variants are a risk factor
for photosensitivity in epilepsy. Brain 138, 1198–1207. doi: 10.1093/brain/
awv052

Griffin, A., Krasniak, C., and Baraban, S. C. (2016). Advancing epilepsy treatment
through personalized genetic zebrafish models. Prog. Brain Res. 226, 195–207.
doi: 10.1016/bs.pbr.2016.03.012

Frontiers in Molecular Neuroscience | www.frontiersin.org 10 June 2018 | Volume 11 | Article 208

https://doi.org/10.1016/j.cell.2013.08.029
https://doi.org/10.1093/nar/gkv1290
https://doi.org/10.1016/j.cell.2014.06.017
https://doi.org/10.1089/zeb.2008.0555
https://doi.org/10.1089/zeb.2008.0555
https://doi.org/10.1038/nature22330
https://doi.org/10.1016/j.devcel.2015.09.017
https://doi.org/10.1016/j.devcel.2015.09.017
https://doi.org/10.1016/j.neuron.2008.10.012
https://doi.org/10.1016/j.neuron.2008.10.012
https://doi.org/10.1016/j.neuron.2008.07.031
https://doi.org/10.1016/j.neuron.2008.07.031
https://doi.org/10.1523/JNEUROSCI.0778-05.2005
https://doi.org/10.1016/j.ejmg.2011.10.004
https://doi.org/10.1038/ng.2646
https://doi.org/10.1186/1866-1955-6-9
https://doi.org/10.1038/nn1499
https://doi.org/10.1523/JNEUROSCI.0417-07.2007
https://doi.org/10.1523/JNEUROSCI.0417-07.2007
https://doi.org/10.1016/j.ejmg.2014.06.003
https://doi.org/10.1016/j.tig.2016.01.001
https://doi.org/10.1016/j.pediatrneurol.2011.02.002
https://doi.org/10.1016/j.pediatrneurol.2011.02.002
https://doi.org/10.1038/nature11247
https://doi.org/10.1242/dev.001115
https://doi.org/10.1242/dev.001115
https://doi.org/10.1002/gene.1038
https://doi.org/10.1016/j.ajhg.2009.03.010
https://doi.org/10.1038/nature14135
https://doi.org/10.1016/j.yebeh.2010.06.009
https://doi.org/10.1016/j.yebeh.2010.06.009
https://doi.org/10.1093/brain/awv052
https://doi.org/10.1093/brain/awv052
https://doi.org/10.1016/bs.pbr.2016.03.012
https://www.frontiersin.org/journals/molecular-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/molecular-neuroscience#articles


Lamar and Carvill Chromatin Remodeling Proteins in Epilepsy

Hall, J. A., and Georgel, P. T. (2007). CHD proteins: a diverse family with strong
ties. Biochem. Cell Biol. 85, 463–476. doi: 10.1139/O07-063

Hamdan, F. F., Srour, M., Capo-Chichi, J. M., Daoud, H., Nassif, C., Patry, L., et al.
(2014). De novo mutations in moderate or severe intellectual disability. PLoS
Genet. 10:e1004772. doi: 10.1371/journal.pgen.1004772

Harada, A., Okada, S., Konno, D., Odawara, J., Yoshimi, T., Yoshimura, S., et al.
(2012). Chd2 interacts with H3.3 to determine myogenic cell fate. EMBO J. 31,
2994–3007. doi: 10.1038/emboj.2012.136

Helbig, K. L., Farwell Hagman, K. D., Shinde, D. N., Mroske, C., Powis, Z., Li, S.,
et al. (2016). Diagnostic exome sequencing provides a molecular diagnosis for
a significant proportion of patients with epilepsy. Genet. Med. 18, 898–905.
doi: 10.1038/gim.2015.186

Hirabayashi, Y., and Gotoh, Y. (2010). Epigenetic control of neural
precursor cell fate during development. Nat. Rev. Neurosci. 11, 377–388.
doi: 10.1038/nrn2810

Homem, C. C., Repic, M., and Knoblich, J. A. (2015). Proliferation control
in neural stem and progenitor cells. Nat. Rev. Neurosci. 16, 647–659.
doi: 10.1038/nrn4021

Hu, X. L., Cheng, X., Cai, L., Tan, G. H., Xu, L., Feng, X. Y., et al.
(2011). Conditional deletion of NRSF in forebrain neurons accelerates
epileptogenesis in the kindling model. Cereb. Cortex 21, 2158–2165.
doi: 10.1093/cercor/bhq284

Isom, L. L. (2017). Opposing phenotypes in dravet syndrome patient-derived
induced pluripotent stem cell neurons: can everyone be right? Epilepsy Curr.
17, 244–247. doi: 10.5698/1535-7597.17.4.244

Kahl, G. (2015). The Dictionary of Genomics, Transcriptomics and Proteomics,
4 Volume Set. 5th Edn. 323 (Weinheim, Germany: Wiley-VCH Verlag GmbH
& Co.).

Klaassen, A., Glykys, J., Maguire, J., Labarca, C., Mody, I., and Boulter, J. (2006).
Seizures and enhanced cortical GABAergic inhibition in two mouse models of
human autosomal dominant nocturnal frontal lobe epilepsy. Proc. Natl. Acad.
Sci. U S A 103, 19152–19157. doi: 10.1073/pnas.0608215103

Ko, A., Youn, S. E., Kim, S. H., Lee, J. S., Kim, S., Choi, J. R., et al.
(2018). Targeted gene panel and genotype-phenotype correlation in children
with developmental and epileptic encephalopathy. Epilepsy Res. 141, 48–55.
doi: 10.1016/j.eplepsyres.2018.02.003

Kriegstein, A. R., and Noctor, S. C. (2004). Patterns of neuronal migration in
the embryonic cortex. Trends Neurosci. 27, 392–399. doi: 10.1016/j.tins.2004.
05.001

Krupp, D. R., Barnard, R. A., Duffourd, Y., Evans, S. A., Mulqueen, R. M.,
Bernier, R., et al. (2017). Exonic mosaic mutations contribute risk for autism
spectrum disorder. Am. J. Hum. Genet. 101, 369–390. doi: 10.1016/j.ajhg.2017.
07.016

Kulkarni, S., Nagarajan, P.,Wall, J., Donovan, D. J., Donell, R. L., Ligon, A. H., et al.
(2008). Disruption of chromodomain helicase DNA binding protein 2 (CHD2)
causes scoliosis. Am. J. Med. Genet. A 146A, 1117–1127. doi: 10.1002/ajmg.a.
32178

Lasorsa, V. A., Formicola, D., Pignataro, P., Cimmino, F., Calabrese, F. M.,
Mora, J., et al. (2016). Exome and deep sequencing of clinically aggressive
neuroblastoma reveal somatic mutations that affect key pathways
involved in cancer progression. Oncotarget 7, 21840–21852. doi: 10.18632/
oncotarget.8187

Lebrun, N., Parent, P., Gendras, J., Billuart, P., Poirier, K., and Bienvenu, T. (2017).
Autism spectrum disorder recurrence, resulting of germline mosaicism for a
CHD2 gene missense variant. Clin. Genet. 92, 669–670. doi: 10.1111/cge.13073

Lek, M., Karczewski, K. J., Minikel, E. V., Samocha, K. E., Banks, E., Fennell, T.,
et al. (2016). Analysis of protein-coding genetic variation in 60,706 humans.
Nature 536, 285–291. doi: 10.1038/nature19057

Li, M. M., Nimmakayalu, M. A., Mercer, D., Andersson, H. C., and Emanuel, B. S.
(2008). Characterization of a cryptic 3.3 Mb deletion in a patient with a
‘‘balanced t(15;22) translocation’’ using high density oligo array CGH and gene
expression arrays. Am. J. Med. Genet. A 146A, 368–375. doi: 10.1002/ajmg.a.
32116

Liu, J. C., Ferreira, C. G., and Yusufzai, T. (2015). Human CHD2 is a chromatin
assembly ATPase regulated by its chromo- and DNA-binding domains. J. Biol.
Chem. 290, 25–34. doi: 10.1074/jbc.M114.609156

Liu, W., Lindberg, J., Sui, G., Luo, J., Egevad, L., Li, T., et al. (2012). Identification
of novel CHD1-associated collaborative alterations of genomic structure and

functional assessment of CHD1 in prostate cancer. Oncogene 31, 3939–3948.
doi: 10.1038/onc.2011.554

Liu, M., Sheng, Z., Cai, L., Zhao, K., Tian, Y., and Fei, J. (2012). Neuronal
conditional knockout of NRSF decreases vulnerability to seizures induced
by pentylenetetrazol in mice. Acta Biochim. Biophys. Sin. 44, 476–482.
doi: 10.1093/abbs/gms023

Lonsdale, J., Thomas, J., Salvatore, M., Phillips, R., Lo, E., Shad, S., et al. (2013).
The genotype-tissue expression (GTEx) project. Nat. Genet. 45, 580–585.
doi: 10.1038/ng.2653

Luijsterburg, M. S., de Krijger, I., Wiegant, W. W., Shah, R. G., Smeenk, G., de
Groot, A. J. L., et al. (2016). PARP1 links CHD2-mediated chromatin expansion
and H3.3 deposition to DNA repair by non-homologous end-joining.Mol. Cell
61, 547–562. doi: 10.1016/j.molcel.2016.01.019

Lund, C., Brodtkorb, E., Øye, A. M., Røsby, O., and Selmer, K. K. (2014).
CHD2 mutations in Lennox-Gastaut syndrome. Epilepsy Behav. 33, 18–21.
doi: 10.1016/j.yebeh.2014.02.005

Marfella, C. G. A., Henninger, N., LeBlanc, S. E., Krishnan, N., Garlick, D. S.,
Holzman, L. B., et al. (2008). A mutation in the mouse Chd2 chromatin
remodeling enzyme results in a complex renal phenotype. Kidney Blood Press.
Res. 31, 421–432. doi: 10.1159/000190788

Marfella, C. G. A., Ohkawa, Y., Coles, A. H., Garlick, D. S., Jones, S. N.,
and Imbalzano, A. N. (2006). Mutation of the SNF2 family member
Chd2 affects mouse development and survival. J. Cell. Physiol. 209, 162–171.
doi: 10.1002/jcp.20718

Marfella, C. G. A., Ohkawa, Y., Coles, A. H., Garlick, D. S., Jones, S. N., and
Imbalzano, A. N. (2007). Erratum: Marfella CG, Ohkawa Y, Coles AH, Garlick
DS, Jones SN, Imbalzano AN. 2006. Mutation of the SNF2 family member
Chd2 affects mouse development and survival. J Cell Physiol 209, 162–171.
J. Cell. Physiol. 212, 562–562. doi: 10.1002/jcp.21088

Marsh, E., Fulp, C., Gomez, E., Nasrallah, I., Minarcik, J., Sudi, J., et al.
(2009). Targeted loss of Arx results in a developmental epilepsy mouse model
and recapitulates the human phenotype in heterozygous females. Brain 132,
1563–1576. doi: 10.1093/brain/awp107

Martins da Silva, A., and Leal, B. (2017). Photosensitivity and epilepsy:
current concepts and perspectives-A narrative review. Seizure 50, 209–218.
doi: 10.1016/j.seizure.2017.04.001

Marx, M., Rivera-Milla, E., Stummeyer, K., Gerardy-Schahn, R.,
and Bastmeyer, M. (2007). Divergent evolution of the vertebrate
polysialyltransferase Stx and Pst genes revealed by fish-to-mammal
comparison. Dev. Biol. 306, 560–571. doi: 10.1016/j.ydbio.2007.03.032

McRae, J., Clayton, S., Fitzgerald, T., Kaplanis, J., Prigmore, E., Rajan, D., et al.
(2017). Prevalence and architecture of de novo mutations in developmental
disorders. Nature 542, 433–438. doi: 10.1038/nature21062

Meganathan, K., Lewis, E. M. A., Gontarz, P., Liu, S., Stanley, E. G., Elefanty, A. G.,
et al. (2017). Regulatory networks specifying cortical interneurons from human
embryonic stem cells reveal roles for CHD2 in interneuron development.
Proc. Natl. Acad. Sci. U S A 114, E11180–e11189. doi: 10.1073/pnas.1712
365115

Myers, C. T., and Mefford, H. C. (2015). Advancing epilepsy genetics in the
genomic era. Genome Med. 7:91. doi: 10.1186/s13073-015-0214-7

Nagarajan, P., Onami, T. M., Rajagopalan, S., Kania, S., Donnell, R., and
Venkatachalam, S. (2009). Role of chromodomain helicase DNA-binding
protein 2 in DNA damage response signaling and tumorigenesis. Oncogene 28,
1053–1062. doi: 10.1038/onc.2008.440

Nageshappa, S., Carromeu, C., Trujillo, C. A., Mesci, P., Espuny-Camacho, I.,
Pasciuto, E., et al. (2016). Altered neuronal network and rescue in a human
MECP2 duplication model. Mol. Psychiatry 21, 178–188. doi: 10.1038/mp.
2015.128

Neale, B. M., Kou, Y., Liu, L., Ma’ayan, A., Samocha, K. E., Sabo, A., et al. (2012).
Patterns and rates of exonic de novo mutations in autism spectrum disorders.
Nature 485, 242–245. doi: 10.1038/nature11011

O’Roak, B. J., Stessman, H. A., Boyle, E. A., Witherspoon, K. T., Martin, B., Lee, C.,
et al. (2014). Recurrent de novo mutations implicate novel genes underlying
simplex autism risk. Nat. Commun. 5:5595. doi: 10.1038/ncomms6595

O’Roak, B. J., Vives, L., Fu, W., Egertson, J. D., Stanaway, I. B., Phelps, I. G., et al.
(2012). Multiplex targeted sequencing identifies recurrently mutated genes
in autism spectrum disorders. Science 338, 1619–1622. doi: 10.1126/science.
1227764

Frontiers in Molecular Neuroscience | www.frontiersin.org 11 June 2018 | Volume 11 | Article 208

https://doi.org/10.1139/O07-063
https://doi.org/10.1371/journal.pgen.1004772
https://doi.org/10.1038/emboj.2012.136
https://doi.org/10.1038/gim.2015.186
https://doi.org/10.1038/nrn2810
https://doi.org/10.1038/nrn4021
https://doi.org/10.1093/cercor/bhq284
https://doi.org/10.5698/1535-7597.17.4.244
https://doi.org/10.1073/pnas.0608215103
https://doi.org/10.1016/j.eplepsyres.2018.02.003
https://doi.org/10.1016/j.tins.2004.05.001
https://doi.org/10.1016/j.tins.2004.05.001
https://doi.org/10.1016/j.ajhg.2017.07.016
https://doi.org/10.1016/j.ajhg.2017.07.016
https://doi.org/10.1002/ajmg.a.32178
https://doi.org/10.1002/ajmg.a.32178
https://doi.org/10.18632/oncotarget.8187
https://doi.org/10.18632/oncotarget.8187
https://doi.org/10.1111/cge.13073
https://doi.org/10.1038/nature19057
https://doi.org/10.1002/ajmg.a.32116
https://doi.org/10.1002/ajmg.a.32116
https://doi.org/10.1074/jbc.M114.609156
https://doi.org/10.1038/onc.2011.554
https://doi.org/10.1093/abbs/gms023
https://doi.org/10.1038/ng.2653
https://doi.org/10.1016/j.molcel.2016.01.019
https://doi.org/10.1016/j.yebeh.2014.02.005
https://doi.org/10.1159/000190788
https://doi.org/10.1002/jcp.20718
https://doi.org/10.1002/jcp.21088
https://doi.org/10.1093/brain/awp107
https://doi.org/10.1016/j.seizure.2017.04.001
https://doi.org/10.1016/j.ydbio.2007.03.032
https://doi.org/10.1038/nature21062
https://doi.org/10.1073/pnas.1712365115
https://doi.org/10.1073/pnas.1712365115
https://doi.org/10.1186/s13073-015-0214-7
https://doi.org/10.1038/onc.2008.440
https://doi.org/10.1038/mp.2015.128
https://doi.org/10.1038/mp.2015.128
https://doi.org/10.1038/nature11011
https://doi.org/10.1038/ncomms6595
https://doi.org/10.1126/science.1227764
https://doi.org/10.1126/science.1227764
https://www.frontiersin.org/journals/molecular-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/molecular-neuroscience#articles


Lamar and Carvill Chromatin Remodeling Proteins in Epilepsy

Paridaen, J. T., and Huttner, W. B. (2014). Neurogenesis during development
of the vertebrate central nervous system. EMBO Rep. 15, 351–364.
doi: 10.1002/embr.201438447

Pilarowski, G. O., Vernon, H. J., Applegate, C. D., Boukas, L., Cho, M. T.,
Gurnett, C. A., et al. (2017). Missense variants in the chromatin remodeler
CHD1 are associated with neurodevelopmental disability. J. Med. Genet.
doi: 10.1136/jmedgenet-2017-104759 [Epub ahead of print].

Pinto, A. M., Bianciardi, L., Mencarelli, M. A., Imperatore, V., Di Marco, C.,
Furini, S., et al. (2016). Exome sequencing analysis in a pair of monozygotic
twins re-evaluates the genetics behind their intellectual disability and
reveals a CHD2 mutation. Brain Dev. 38, 590–596. doi: 10.1016/j.braindev.
2015.12.006

Pinto, D., Pagnamenta, A. T., Klei, L., Anney, R., Merico, D., Regan, R., et al.
(2010). Functional impact of global rare copy number variation in autism
spectrum disorders. Nature 466, 368–372. doi: 10.1038/nature09146

Qiu, X., Xiao, X., Li, N., and Li, Y. (2017). Histone deacetylases inhibitors
(HDACis) as novel therapeutic application in various clinical diseases. Prog.
Neuropsychopharmacol. Biol. Psychiatry 72, 60–72. doi: 10.1016/j.pnpbp.2016.
09.002

Rauch, A., Wieczorek, D., Graf, E., Wieland, T., Endele, S., Schwarzmayr, T.,
et al. (2012). Range of genetic mutations associated with severe non-syndromic
sporadic intellectual disability: an exome sequencing study. Lancet 380,
1674–1682. doi: 10.1016/S0140-6736(12)61480-9

Riccio, A. (2010). Dynamic epigenetic regulation in neurons: enzymes, stimuli and
signaling pathways. Nat. Neurosci. 13, 1330–1337. doi: 10.1038/nn.2671

Rim, J. H., Kim, S. H., Hwang, I. S., Kwon, S. S., Kim, J., Kim, H. W., et al.
(2018). Efficient strategy for the molecular diagnosis of intractable early-
onset epilepsy using targeted gene sequencing. BMC Med. Genomics 11:6.
doi: 10.1186/s12920-018-0320-7

Robu, M. E., Larson, J. D., Nasevicius, A., Beiraghi, S., Brenner, C., Farber, S. A.,
et al. (2007). p53 activation by knockdown technologies. PLoS Genet. 3:e78.
doi: 10.1371/journal.pgen.0030078

Rodríguez, D., Bretones, G., Quesada, V., Villamor, N., Arango, J. R., López-
Guillermo, A., et al. (2015). Mutations in CHD2 cause defective association
with active chromatin in chronic lymphocytic leukemia. Blood 126, 195–202.
doi: 10.1182/blood-2014-10-604959

Scheffer, I. E., Berkovic, S., Capovilla, G., Connolly, M. B., French, J., Guilhoto, L.,
et al. (2017). ILAE classification of the epilepsies: position paper of the
ILAE Commission for Classification and Terminology. Epilepsia 58, 512–521.
doi: 10.1111/epi.13709

Schuster, E. F., and Stöger, R. (2002). CHD5 defines a new subfamily of
chromodomain-SWI2/SNF2-like helicases. Mamm. Genome 13, 117–119.
doi: 10.1007/s00335-001-3042-6

Semba, Y., Harada, A., Maehara, K., Oki, S., Meno, C., Ueda, J., et al.
(2017). Chd2 regulates chromatin for proper gene expression toward
differentiation in mouse embryonic stem cells. Nucleic Acids Res. 45,
8758–8772. doi: 10.1093/nar/gkx475

Shen, T., Ji, F., Yuan, Z., and Jiao, J. (2015). CHD2 is required for embryonic
neurogenesis in the developing cerebral cortex. Stem Cells 33, 1794–1806.
doi: 10.1002/stem.2001

Shen, E. H., Overly, C. C., and Jones, A. R. (2012). The allen human brain atlas:
comprehensive gene expression mapping of the human brain. Trends Neurosci.
35, 711–714. doi: 10.1016/j.tins.2012.09.005

Siggens, L., Cordeddu, L., Rönnerblad, M., Lennartsson, A., and Ekwall, K. (2015).
Transcription-coupled recruitment of human CHD1 and CHD2 influences
chromatin accessibility and histone H3 and H3.3 occupancy at active
chromatin regions. Epigenetics Chromatin 8:4. doi: 10.1186/1756-89
35-8-4

Suls, A., Jaehn, J. A., Kecskes, A., Weber, Y., Weckhuysen, S., Craiu, D. C., et al.
(2013). De novo loss-of-function mutations in CHD2 cause a fever-sensitive
myoclonic epileptic encephalopathy sharing features with Dravet syndrome.
Am. J. Hum. Genet. 93, 967–975. doi: 10.1016/j.ajhg.2013.09.017

Suri, M. (2005). The phenotypic spectrum of ARX mutations. Dev. Med. Child
Neurol. 47, 133–137. doi: 10.1111/j.1469-8749.2005.tb01102.x

Thomas, R. H., Zhang, L. M., Carvill, G. L., Archer, J. S., Heavin, S. B.,
Mandelstam, S. A., et al. (2015). CHD2 myoclonic encephalopathy is
frequently associated with self-induced seizures. Neurology 84, 951–958.
doi: 10.1212/WNL.0000000000001305

Thompson, P. M., Gotoh, T., Kok, M., White, P. S., and Brodeur, G. M. (2003).
CHD5, a new member of the chromodomain gene family, is preferentially
expressed in the nervous system. Oncogene 22, 1002–1011. doi: 10.1038/sj.onc.
1206211

Trivisano, M., Striano, P., Sartorelli, J., Giordano, L., Traverso, M., Accorsi, P.,
et al. (2015). CHD2 mutations are a rare cause of generalized epilepsy with
myoclonic-atonic seizures. Epilepsy Behav. 51, 53–56. doi: 10.1016/j.yebeh.
2015.06.029

Veredice, C., Bianco, F., Contaldo, I., Orteschi, D., Stefanini, M. C., Battaglia, D.,
et al. (2009). Early onset myoclonic epilepsy and 15q26 microdeletion:
observation of the first case. Epilepsia 50, 1810–1815. doi: 10.1111/j.1528-1167.
2009.02078.x

Verhoeven, W. M., Egger, J. I., Knegt, A. C., Zuydam, J., and Kleefstra, T. (2016).
Absence epilepsy and the CHD2 gene: an adolescent male with moderate
intellectual disability, short-lasting psychoses and an interstitial deletion in
15q26.1–q26.2. Neuropsychiatr. Dis. Treat. 12, 1135–1139. doi: 10.2147/NDT.
S102272

Vissers, L. E., van Ravenswaaij, C. M., Admiraal, R., Hurst, J. A., de
Vries, B. B., Janssen, I. M., et al. (2004). Mutations in a new member of
the chromodomain gene family cause CHARGE syndrome. Nat. Genet. 36,
955–957. doi: 10.1038/ng1407

Wang, Y., Du, X., Bin, R., Yu, S., Xia, Z., Zheng, G., et al. (2017). Genetic variants
identified from epilepsy of unknown etiology in chinese children by targeted
exome sequencing. Sci. Rep. 7:40319. doi: 10.1038/srep46520

Wang, Y., Dye, C. A., Sohal, V., Long, J. E., Estrada, R. C., Roztocil, T., et al.
(2010). Dlx5 and Dlx6 regulate the development of parvalbumin-expressing
cortical interneurons. J. Neurosci. 30, 5334–5345. doi: 10.1523/JNEUROSCI.
5963-09.2010

Wei, H., and Yu, X. (2016). Functions of PARylation in DNA damage repair
pathways. Genomics Proteomics Bioinformatics 14, 131–139. doi: 10.1016/j.gpb.
2016.05.001

Weiss, K., Terhal, P. A., Cohen, L., Bruccoleri, M., Irving, M., Martinez, A. F., et al.
(2016). De novomutations in CHD4, an ATP-dependent chromatin remodeler
gene, cause an intellectual disability syndrome with distinctive dysmorphisms.
Am. J. Hum. Genet. 99, 934–941. doi: 10.1016/j.ajhg.2016.08.001

Woodage, T., Basrai, M. A., Baxevanis, A. D., Hieter, P., and Collins, F. S. (1997).
Characterization of the CHD family of proteins. Proc. Natl. Acad. Sci. U S A 94,
11472–11477. doi: 10.1073/pnas.94.21.11472

Wu, S., Esumi, S., Watanabe, K., Chen, J., Nakamura, K. C., Nakamura, K., et al.
(2011). Tangential migration and proliferation of intermediate progenitors of
GABAergic neurons in the mouse telencephalon.Development 138, 2499–2509.
doi: 10.1242/dev.063032

Yoo, A. S., and Crabtree, G. R. (2009). ATP-dependent chromatin remodeling in
neural development. Curr. Opin. Neurobiol. 19, 120–126. doi: 10.1016/j.conb.
2009.04.006

Zhou, P., He, N., Zhang, J. W., Lin, Z. J., Wang, J., Yan, L. M., et al. (2018).
Novel mutations and phenotypes of epilepsy-associated genes in epileptic
encephalopathies. Genes Brain Behav. doi: 10.1111/gbb.12456 [Epub ahead of
print].

Conflict of Interest Statement: The authors declare that the research was
conducted in the absence of any commercial or financial relationships that could
be construed as a potential conflict of interest.

Copyright © 2018 Lamar and Carvill. This is an open-access article distributed
under the terms of the Creative Commons Attribution License (CC BY). The use,
distribution or reproduction in other forums is permitted, provided the original
author(s) and the copyright owner are credited and that the original publication
in this journal is cited, in accordance with accepted academic practice. No use,
distribution or reproduction is permitted which does not comply with these terms.

Frontiers in Molecular Neuroscience | www.frontiersin.org 12 June 2018 | Volume 11 | Article 208

https://doi.org/10.1002/embr.201438447
https://doi.org/10.1136/jmedgenet-2017-104759
https://doi.org/10.1016/j.braindev.2015.12.006
https://doi.org/10.1016/j.braindev.2015.12.006
https://doi.org/10.1038/nature09146
https://doi.org/10.1016/j.pnpbp.2016.09.002
https://doi.org/10.1016/j.pnpbp.2016.09.002
https://doi.org/10.1016/S0140-6736(12)61480-9
https://doi.org/10.1038/nn.2671
https://doi.org/10.1186/s12920-018-0320-7
https://doi.org/10.1371/journal.pgen.0030078
https://doi.org/10.1182/blood-2014-10-604959
https://doi.org/10.1111/epi.13709
https://doi.org/10.1007/s00335-001-3042-6
https://doi.org/10.1093/nar/gkx475
https://doi.org/10.1002/stem.2001
https://doi.org/10.1016/j.tins.2012.09.005
https://doi.org/10.1186/1756-8935-8-4
https://doi.org/10.1186/1756-8935-8-4
https://doi.org/10.1016/j.ajhg.2013.09.017
https://doi.org/10.1111/j.1469-8749.2005.tb01102.x
https://doi.org/10.1212/WNL.0000000000001305
https://doi.org/10.1038/sj.onc.1206211
https://doi.org/10.1038/sj.onc.1206211
https://doi.org/10.1016/j.yebeh.2015.06.029
https://doi.org/10.1016/j.yebeh.2015.06.029
https://doi.org/10.1111/j.1528-1167.2009.02078.x
https://doi.org/10.1111/j.1528-1167.2009.02078.x
https://doi.org/10.2147/NDT.S102272
https://doi.org/10.2147/NDT.S102272
https://doi.org/10.1038/ng1407
https://doi.org/10.1038/srep46520
https://doi.org/10.1523/JNEUROSCI.5963-09.2010
https://doi.org/10.1523/JNEUROSCI.5963-09.2010
https://doi.org/10.1016/j.gpb.2016.05.001
https://doi.org/10.1016/j.gpb.2016.05.001
https://doi.org/10.1016/j.ajhg.2016.08.001
https://doi.org/10.1073/pnas.94.21.11472
https://doi.org/10.1242/dev.063032
https://doi.org/10.1016/j.conb.2009.04.006
https://doi.org/10.1016/j.conb.2009.04.006
https://doi.org/10.1111/gbb.12456
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/molecular-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/molecular-neuroscience#articles

	Chromatin Remodeling Proteins in Epilepsy: Lessons From CHD2-Associated Epilepsy
	INTRODUCTION
	CHD FAMILY OF PROTEINS
	THE CHD FAMILY AND HUMAN DISEASE
	IDENTIFICATION OF CHD2 AS AN EPILEPSY GENE
	CHD2: EXPRESSION, PROTEIN DOMAINS AND PATHOGENIC VARIANT DISTRIBUTION
	CHD2 ANIMAL MODELS
	CHD2: ROLE IN NEUROGENESIS
	CHD2: ROLE IN CONTROLLING CELLULAR PROLIFERATION AND DIFFERENTIATION
	CHD2: ROLE IN CHROMATIN REMODELING AND GENE EXPRESSION
	OTHER BIOLOGICAL ROLES FOR CHD2
	CHD2 DYSFUNCTION AND PUTATIVE PATHOGENIC MECHANISMS IN EPILEPSY
	FUTURE PERSPECTIVES
	AUTHOR CONTRIBUTIONS
	REFERENCES


