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Numerous genetic risk loci are found to associate with major neuropsychiatric
disorders represented by schizophrenia. The pathogenic roles of genetic risk loci
in psychiatric diseases are further complicated by the association with cell lineage-
and/or developmental stage-specific epigenetic alterations. Besides aberrant assembly
and malfunction of neuronal circuitry, an increasing volume of discoveries clearly
demonstrate impairment of oligodendroglia and disruption of white matter integrity in
psychiatric diseases. Nonetheless, whether and how genetic risk factors and epigenetic
dysregulations for neuronal susceptibility may affect oligodendroglia is largely unknown.
In this mini-review, we will discuss emerging evidence regarding the functional interplay
between genetic risk loci and epigenetic factors, which may underlie compromised
oligodendroglia and myelin development in neuropsychiatric disorders. Transcriptional
and epigenetic factors are the major aspects affected in oligodendroglia. Moreover,
multiple disease susceptibility genes are connected by epigenetically modulated
transcriptional and post-transcriptional mechanisms. Oligodendroglia specific complex
molecular orchestra may explain how distinct risk factors lead to the common clinical
expression of white matter pathology of neuropsychiatric disorders.

Keywords: psychiatric disorders, schizophrenia, oligodendroglia, myelin, white matter, genetic risk loci,
epigenetic dysregulation

INTRODUCTION

The highly complex etiology of neuropsychiatric disorders, which is influenced by both genetic
predisposition and environmental factors, has been a major challenge in understanding these
devastating diseases, like schizophrenia. In recent years, genomic studies have uncovered the
complex genetic architecture of psychiatric disorders including thousands of genetic loci (Sullivan
et al., 2012). Multiple genome-wide association studies (GWAS) have further produced remarkable
findings in different populations. Besides, rare mutations, which are sufficiently deleterious with
a low frequency, also play important roles in the pathogenesis (Abecasis et al., 2012). These
advances in genetics have updated our understanding of psychiatric disorders. However, since some
common symptoms of major psychiatric diseases have already been well-defined, how numerous
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genetic alterations affect function of multiple distinct genes and
thereafter lead to similar clinical phenotypes is a puzzle.

Apart from the genetic component, environmental risk
factors, including biological and psychosocial ones, are
also involved in mental diseases onset (Owen et al., 2016).
Environmental insult induces stable changes in gene expression,
which are governed by epigenetic modifications (Nestler et al.,
2016). Epigenetic modifications, including DNA methylation,
histone modifications, and non-coding RNAs, played a functional
control over the genetic information by regulating chromatin
accessibility and gene transcription (Shorter and Miller,
2015). Chromatin modification analysis (assay for transposase
accessible chromatin followed by sequencing, ATAC-seq) and
transcriptome evidence suggest a possible molecular framework
of how genetic alterations and epigenetic factors interact with
each other (Guo et al., 2017; Fan et al., 2018).

Decades of extensive investigations revealed aberrant
neuronal circuit assembly and synaptic malfunction of
neuropsychiatric diseases, which forms the mechanisms for
most current antipsychotics and new therapeutic development
(Forrest et al., 2018). Recent studies of genetic alterations
strongly support a neuronal susceptibility of psychiatry diseases.
A large-scale GWAS has also implicated common variation in
genes encoding the glutamate receptors, dopamine receptors,
and members of voltage-gated calcium channel family of
proteins (2014). Studies for rare mutations implicate that genes
encoding a variety of synaptic proteins and the above-mentioned
voltage-gated calcium channel related proteins are involved in
the pathogenesis (Hall et al., 2015). Besides, epigenetic alterations
underlying aberrant gene regulation in neurons have also been
implicated in psychiatric disorders (Tsankova et al., 2007;
Iwamoto and Kato, 2009; Guidotti et al., 2016).

Moreover, in recent years, neuropathological, neuroimaging,
and genetic studies clearly revealed developmental defects in
oligodendroglia/myelin formation and disrupted white matter
integrity in major psychiatric disorders, including schizophrenia,
depression, and bipolar disorders (Fields, 2008; Martins-de-
Souza, 2010; Edgar and Sibille, 2012). Postmortem and brain
imaging evidence showed volume reduction and ultrastructural
changes of white matter in the prefrontal cortex of schizophrenic
patients (Sanfilipo et al., 2000; Staal et al., 2000; Van Haren
et al., 2004; Thong et al., 2014). Moreover, several postmortem
studies revealed a loss of oligodendroglia in multiple brain
regions (Hof et al., 2003; Stark et al., 2004; Byne et al.,
2008), as well as some apoptotic and necrotic signs in
oligodendroglia (Uranova et al., 2001). Another study further
identified a decrease in the total number of oligodendroglia
lineage cells, but not the number of progenitor cells, implying
impaired differentiation of oligodendroglia (Mauney et al.,
2015). In terms of schizophrenia, even before disease onset,
the impaired myelin integrity occurs in frontal areas and
advances in further stages to more brain regions (Friedman
et al., 2008; Yao et al., 2013; Holleran et al., 2014; Liu et al.,
2014), suggesting that oligodendroglia and myelin deficits are
involved in the early pathogenesis. Besides, some neurological
disorders characterized by white matter abnormalities, such as
leukodystrophies and multiple sclerosis, showed some psychosis

symptoms (Walterfang et al., 2005; Mckay et al., 2018). Rodent
models with impaired oligodendroglia development and myelin
deficits exhibit various phenotypes reminiscent of psychiatric
disorders (Chen et al., 2015; Poggi et al., 2016). Importantly,
some clinical studies found that the abnormal frontal myelin
integrity was correlated to cognitive symptoms in first episode
patients with schizophrenia (Perez-Iglesias et al., 2010; Kuswanto
et al., 2012). These results strongly suggest that impaired
oligodendroglia development and myelination could be related
to the etiology of psychiatric disorders rather than simply being
accompanied pathological abnormalities.

However, several questions need further discussion. How
do genetic alterations and epigenetic dysregulations influence
oligodendroglia besides neurons? Are there any cell-type-specific
or developmental-stage-specific mechanisms in oligodendroglia?
Whether and how do multiple risk factors coordinate to play roles
in oligodendroglia? In this mini-review, we will try to address
these questions based on emerging concepts of genetic and
epigenetic findings in oligodendroglia during the pathogenesis of
psychiatric disorders.

GENETIC ALTERATIONS ASSOCIATED
WITH SCHIZOPHRENIA ARE
PREDICTED TO AFFECT CODING
GENES EXPRESSED IN BOTH NEURONS
AND OLIGODENDROGLIA

Major psychiatric disorders, represented by schizophrenia, have
been well-recognized as highly polygenic based on genetic
epidemiological findings at the population level (Gottesman
and Shields, 1967). A recent large-scale GWAS identified more
than 100 genetic loci in Schizophrenia Working Group of
the Psychiatric Genomics Consortium (2014) and Li et al.
(2017), which contained 332 Reference Sequence annotated
genes (Birnbaum et al., 2015). When cross-referenced to
microarray probes in the BrainCloud data set, 239 genes were
further mapped out (Birnbaum et al., 2015), which included
both protein coding genes and non-coding genes. Notably,
most of these genes were not cell-type-specific (Mckenzie
et al., 2018). Except for the GWAS data, recent whole exome
sequencing studies have further identified some rare de novo
single nucleotide and insertion/deletion variants in schizophrenia
(Fromer et al., 2014; Purcell et al., 2014). If the genetic alterations
occur in coding sequence, they may cause a destabilization
of the protein conformation and aberrant posttranslational
modifications (Figure 1; Ishizuka et al., 2017), thereafter resulting
in functional deficits within various cell types.

In recent years, substantial functional studies of risk genes
focused on neuronal function (Owen et al., 2016). Even
though previous clinical studies demonstrated that several
oligodendroglia and myelin related genes were significantly
associated with major mental illnesses, such as MAG (Wan et al.,
2005; Voineskos et al., 2013), Olig2 (Georgieva et al., 2006; Mitkus
et al., 2008), and CNP (Voineskos et al., 2008), the function of
a majority of schizophrenia related genes was poorly explored
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FIGURE 1 | A working model of genetic alterations and epigenetic molecular network. Genetic variants occurring in coding region could change protein
conformation and post-translational modifications. Genetic variants occurring in splicing related site located in intron could cause aberrant splicing. Genetic variants
occurring in enhancer and promoter region could affect gene transcription through changing chromatin accessibility and TF binding motif. Epigenetically
dysregulated chromatin accessibility of risk gene promoter and multiple TFs could coordinate to control risk gene transcription. In addition, the glia-specific
RNA-binding protein quaking can stabilize risk gene mRNA at post-transcriptional level in oligodendroglia. TF, transcription factor; ORF, open reading frame; UTR,
untranslated region; QRE, quaking response element; QKI, quaking protein.

in oligodendroglia, which in turn hampers the understanding of
pathological mechanisms of causal genes in oligodendroglia.

NON-CODING VARIANTS AFFECT
CHROMATIN ACCESSIBILITY AND GENE
TRANSCRIPTION

Non-synonymous protein coding changes cannot explain the
majority of disease related genetic variants. Recent study found
that the majority of GWAS hits occur within intergenic and
intronic regions of the genome (Hindorff et al., 2009). Moreover,
among these non-coding variants, 85% of non-synonymous
variants and more than 90% of STOP gain and splice-disrupting
variants are in low frequency (below 0.5%), and could be highly
deleterious (Abecasis et al., 2012). For example, alterations to
splicing site sequences, nucleotides adjacent to splice junctions
and splicing regulatory sequences can severely influence gene
splicing (Reble et al., 2018), which may explain global changes
in alternatively spliced transcripts of risk genes (e.g., ERBB4 and
DISC1) in psychiatric disorders.(Figure 1; Nakata et al., 2009;
Chung et al., 2018).

In fact, some genetic effects owe to not only the common single
nucleotide polymorphisms in GWAS, but also rare variants (Yu
et al., 2018), copy-number variations (Malhotra and Sebat, 2012)

and other types of mutations (Hall et al., 2015). A previous
study identified schizophrenia related rare variants concentrated
in regions of promoters and enhancers, but not insulators
(Duan et al., 2014). Another study further found individuals
harboring rare variants in conserved transcription factor binding
motifs, untranslated regions of genes and non-coding RNAs
(Abecasis et al., 2012). Therefore, these risk alleles could
result in differential transcription factor binding and chromatin
accessibility, implying their subsequent effects on the regulation
of gene expression (Zhang et al., 2018). Moreover, recent DNaseI
sequencing was applied to analyze chromatin accessibility at a
genome-wide level, which further discovered genetic variants
that modify chromatin accessibility which in turn may disrupt
cis regulatory elements. These are major mechanisms that could
explain how genetic alteration led to gene expression differences
(Degner et al., 2012; Maurano et al., 2012).

Open chromatin, which is accessible for DNA-binding
proteins, plays key roles in securing ordered spatiotemporal
regulation of gene expression. Notably, some studies found that
most of the identified open chromatin regions were enriched
in promoters, enhancers and well-defined cell-type markers.
Moreover, these regions were differentially accessible between
neurons and non-neuronal cells, which may be related to the fact
that neuronal open chromatin regions were more evolutionarily
conserved and were enriched in distal regulatory elements
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as compared with non-neuronal cells (Fullard et al., 2017).
Even though the precise molecular mechanism underlying this
cell-type-specific discrepancy is not clear at present, it raises
the possibility that genetic variants could exhibit cell-type-
specific effects and differentially affect neuronal function and
oligodendroglia function. Besides, the chromatin accessibility of
oligodendroglia differentiation inhibitors, dynamic expression of
transcription factors and non-coding RNAs were totally opposite
or different between oligodendroglia progenitor cells and mature
oligodendroglia (Emery and Lu, 2015), which shed light on the
possibility that genetic variants occurring in these factors could
differently interfere with oligodendroglia function at various
developmental stages.

EPIGENETIC DYSREGULATION OF RISK
GENES AFFECTS OLIGODENDROGLIA
DEVELOPMENT AND MYELINATION

Oligodendroglia differentiation and myelination are tightly
controlled by epigenetic regulation. The transition from
progenitor cells to mature oligodendroglia is characterized by
a rapid and substantial chromatin remodeling (Nielsen et al.,
2002; Liu et al., 2012), which is governed by epigenetic regulators
included in the histone modifications and DNA methylation.
Besides, the transcriptional activators and repressors negotiate
through the underlying chromatin organization and play critical
roles during the specification, differentiation and myelination
of oligodendroglia (Emery and Lu, 2015). These findings
suggest that dysregulation of the epigenetic regulators and
transcription factors may impair oligodendroglia development
and myelination.

In fact, some oligodendroglia specific risk factors (e.g.,
OLIG2, SOX10, and CNP), which are crucial for oligodendroglia
development and myelination, are robustly dysregulated in major
mental illnesses (Tkachev et al., 2003; Kato and Iwamoto,
2014). Recent genome-wide methylation analysis revealed overall
disease related differential methylation of 817 genes in promotor
regions (Wockner et al., 2014), which also included some
oligodendroglia specific risk genes. These findings imply aberrant
epigenetic mechanisms that regulate the expression of key risk
genes in oligodendroglia. In particular, the DNA methylation
of SOX10 was associated with oligodendroglia dysfunction in
schizophrenia (Iwamoto et al., 2005), suggesting that epigenetic
mechanisms causing functional deficit of risk genes could
increase vulnerability of oligodendrocyte dysfunction during the
pathogenesis.

Furthermore, several studies found a dysregulation of
epigenetic regulators in the brains of psychiatric cohorts,
including histone modification factors (e.g., histone
acetyltransferase, histone deacetylase), DNA methylation
factors (e.g., DNA methyltransferase, DNA methylase, and DNA
demethylase) and microRNAs (Nestler et al., 2016). Therefore, if
the epigenetic regulators were dysregulated in oligodendroglia,
they may lead to, at least in part, the abnormal expression of
oligodendroglia specific risk genes. However, as the epigenetic
regulators are commonly expressed within various cell types,

whether the aberrant epigenetic mechanisms somehow exhibit
cell-type-specificity is vastly unclear.

In our previous study, we found that histone acetylation
could affect transcription of FEZ1, a well-defined schizophrenia
risk gene (Yamada et al., 2004; Kang et al., 2011), in
oligodendroglia rather than in neurons (Chen et al., 2017),
which might be due to variable contribution of transcription
factor binding, providing an example of oligodendroglia-
specific epigenetic regulation of risk genes. However, much
of the epigenetic landscape remains unexplored in both
neurons and oligodendroglia. Therefore, in order to deeply
analyze the abnormal epigenetic modifications in nuclei and
further understand the cell-type-specificity issue, chromatin
modification and transcriptional profiling analyses could be
applied to neuronal and oligodendroglia nuclei, which can be
technically isolated from frozen postmortem human brain by
fluorescence activated nuclear sorting (FANS) (Fullard et al.,
2017).

GENE TRANSCRIPTION IS A MAJOR
ASPECT AFFECTED IN
OLIGODENDROGLIA, LIKELY
COOPERATING WITH EPIGENETIC
DYSREGULATION

Strikingly, in a recent study, researchers analyzed genetic variants
in glial type-specific schizophrenia risk genes by cross-referring
GWAS data to previously published microarray database, and
identified 1650 schizophrenia associated genes highly enriched
in oligodendroglia (Goudriaan et al., 2014). Furthermore, the
functional gene set analysis revealed three oligodendroglia-
specific gene sets that were significantly associated with
schizophrenia, including lipid metabolism, oxidation-reduction,
and gene transcription (Goudriaan et al., 2014). Notably, the
gene transcription set was the largest one and account for
47% of all disease related genes in oligodendroglia. Besides,
the association between oligodendroglia gene transcription
and disease depended on accumulated effects of multiple
genes rather than the effects of a few genes (Goudriaan
et al., 2014), implying that the transcription regulators in
oligodendroglia could coordinate to play functional roles during
the pathogenesis.

We further analyzed aforementioned gene transcription set,
which included 123 genes in total. As described in Entrez Gene
database1, these genes were involved in the histone modifications,
transcription coactivation/corepression, transcription initiation
and chromatin remodeling. Moreover, 59% of these genes
were well-defined transcription factors. As the transcription
factors are crucial for oligodendroglia differentiation and
myelination (Emery and Lu, 2015), both the genetic deficit
and epigenetic dysregulation of them may thereafter cause
some functional deficits of risk genes and ultimately lead
to the abnormalities of oligodendroglia and/or white matter.

1http://www.ncbi.nlm.nih.gov/gene
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MOLECULAR NETWORK OF RISK
GENES IN OLIGODENDROGLIA IS
CONNECTED BY EPIGENETICALLY
REGULATED TRANSCRIPTION AND
POST-TRANSCRIPTIONAL
MECHANISMS

However, whether and how the oligodendroglia specific risk
factors, including the above-mentioned transcription factors,
coordinate to affect oligodendroglia function and myelination,
except for their individual roles, is vastly unclear. For example,
HDAC activity is necessary for oligodendroglia differentiation
(Conway et al., 2012). When overall histone acetylation
was changed in oligodendroglia, the expression of multiple
psychiatric disorders related factors was altered (Conway et al.,
2012; Chen et al., 2017). In our previous study, by inhibiting
histone deacetylation in oligodendroglia, we demonstrated a
sophisticated molecular orchestra in oligodendroglia regulating
the expression of risk gene FEZ1 (Chen et al., 2017). Firstly,
HDAC inhibition directly increased histone acetylation at
the Fez1 promoter, therefore opened the chromatin at this
DNA region. Secondly, HDAC inhibition in oligodendroglia
altered the expression of some psychiatric diseases related
transcription activators and repressors, which may cause
imbalance of transcription activity and thereafter indirectly
regulate FEZ1 transcription. Thirdly, the transcriptional
repressor exhibited inhibitory roles on activators, which
indeed fastened the cross-talk network of various transcription
factors. Together with another study (Deng et al., 2017), these
findings present an coordination between HDAC mediated
chromatin remodeling and transcription factors, raising an
intriguing possibility that DNA accessibility of risk genes and
oligodendroglia-specific transcription factor orchestra may
functionally interplay to regulate oligodendroglia function
during the pathogenesis.

Besides epigenetic factors involved in gene transcription, some
post-transcriptional regulators are also well-recognized as risk
factors in oligodendroglia. For example, substantial evidence
supports that quaking is a glia-expressed schizophrenia risk factor
(Aberg et al., 2006a,b). The quaking protein, which controlled
nuclear export, stability and translation of their bound mRNAs
in oligodendroglia (Zhao et al., 2006; Bockbrader and Feng,
2008), was essential for oligodendroglia and myelin development
(Chen et al., 2007). Except for the well-known myelin-related
mRNAs involved in schizophrenia (Aberg et al., 2006a), we found
that quaking protein can regulate FEZ1 mRNA stability through
directly binding to FEZ1 mRNA at 3′UTR in the cytoplasm
of oligodendroglia (Chen et al., 2017), hence connecting the

function of two risk genes in oligodendroglia at the level of post-
transcriptional regulation. Taken together, these studies provide
an example how multiple risk factors in oligodendroglia are
functionally connected in schizophrenia at transcriptional and
post-transcriptional level (Figure 1), abnormalities of which may
underlie oligodendroglia susceptibility and white matter etiology.

CONCLUSION

Genetic alterations, as a large component of mental disease
etiology, are not only affecting neuronal function, but also
myelinating oligodendroglia. Moreover, these alterations need
to induce functional effects through interaction with epigenetic
regulators. Genetic variants located in gene coding regions could
lead to aberrant protein conformation and posttranslational
modifications. Genetic variants within non-coding regions are
mostly included in cis regulatory elements including promoters
and enhancers, and show deleterious effects by affecting
chromatin accessibility and transcription factor binding motif
(Figure 1).

Transcription and epigenetic regulation are important
for oligodendroglia development, and are also affected
during oligodendroglia pathogenesis. Ordered chromatin
remodeling and transcription factor expression pattern during
oligodendroglia development and myelin formation raise the
possibility that genetic alterations and epigenetic dysregulations
may exhibit functional effects at specific developmental stage
based on the expression pattern and functional needs of
the epigenetic factors. Moreover, multiple risk factors in
oligodendroglia could functionally interplay at transcriptional
and post-transcriptional level to affect oligodendroglia function
during the pathogenesis, suggesting that malfunction of a
molecular orchestra involving distinct risk factors may lead to
the common pathophysiology of psychiatric diseases.

AUTHOR CONTRIBUTIONS

XC and JG had designed this study and drafted the manuscript.
All authors contributed to reviewing and editing the final
manuscript.

FUNDING

This work was supported by Research Project of Medical
Science of Chinese PLA (CWS12J071) to JG and NSFC grant
(3167060380) to LX.

REFERENCES
Abecasis, G. R., Auton, A., Brooks, L. D., Depristo, M. A., Durbin, R. M.,

Handsaker, R. E., et al. (2012). An integrated map of genetic variation
from 1,092 human genomes. Nature 491, 56–65. doi: 10.1038/nature
11632

Aberg, K., Saetre, P., Jareborg, N., and Jazin, E. (2006a). Human QKI, a
potential regulator of mRNA expression of human oligodendrocyte-related
genes involved in schizophrenia. Proc. Natl. Acad. Sci. U.S.A. 103, 7482–7487.

Aberg, K., Saetre, P., Lindholm, E., Ekholm, B., Pettersson, U., Adolfsson, R., et al.
(2006b). Human QKI, a new candidate gene for schizophrenia involved in
myelination. Am. J. Med. Genet. B Neuropsychiatr. Genet. 141B, 84–90.

Frontiers in Genetics | www.frontiersin.org 5 November 2018 | Volume 9 | Article 565

https://doi.org/10.1038/nature11632
https://doi.org/10.1038/nature11632
https://www.frontiersin.org/journals/genetics/
https://www.frontiersin.org/
https://www.frontiersin.org/journals/genetics#articles


fgene-09-00565 November 20, 2018 Time: 15:11 # 6

Chen et al. Genetics and Epigenetics in Oligodendroglia

Birnbaum, R., Jaffe, A. E., Chen, Q., Hyde, T. M., Kleinman, J. E., and
Weinberger, D. R. (2015). Investigation of the prenatal expression patterns
of 108 schizophrenia-associated genetic loci. Biol. Psychiatry 77, e43–e51.
doi: 10.1016/j.biopsych.2014.10.008

Bockbrader, K., and Feng, Y. (2008). Essential function, sophisticated regulation
and pathological impact of the selective RNA-binding protein QKI in CNS
myelin development. Future Neurol. 3, 655–668. doi: 10.2217/14796708.3.6.655

Byne, W., Tatusov, A., Yiannoulos, G., Vong, G. S., and Marcus, S. (2008). Effects
of mental illness and aging in two thalamic nuclei. Schizophr. Res. 106, 172–181.
doi: 10.1016/j.schres.2008.08.023

Chen, X., Ku, L., Mei, R., Liu, G., Xu, C., Wen, Z., et al. (2017). Novel schizophrenia
risk factor pathways regulate FEZ1 to advance oligodendroglia development.
Transl. Psychiatry 7, 1293. doi: 10.1038/s41398-017-0028-z

Chen, X., Zhang, W., Li, T., Guo, Y., Tian, Y., Wang, F., et al. (2015). Impairment
of oligodendroglia maturation leads to aberrantly increased cortical glutamate
and anxiety-like behaviors in juvenile mice. Front. Cell. Neurosci. 9:467.
doi: 10.3389/fncel.2015.00467

Chen, Y., Tian, D., Ku, L., Osterhout, D. J., and Feng, Y. (2007). The selective
RNA-binding protein quaking I (QKI) is necessary and sufficient for promoting
oligodendroglia differentiation. J. Biol. Chem. 282, 23553–23560. doi: 10.1074/
jbc.M702045200

Chung, D. W., Chung, Y., Bazmi, H. H., and Lewis, D. A. (2018). Altered ErbB4
splicing and cortical parvalbumin interneuron dysfunction in schizophrenia
and mood disorders. Neuropsychopharmacology 43, 2478–2486. doi: 10.1038/
s41386-018-0169-7

Conway, G. D., O’bara, M. A., Vedia, B. H., Pol, S. U., and Sim, F. J. (2012).
Histone deacetylase activity is required for human oligodendrocyte
progenitor differentiation. Glia 60, 1944–1953. doi: 10.1002/glia.
22410

Degner, J. F., Pai, A. A., Pique-Regi, R., Veyrieras, J. B., Gaffney, D. J., Pickrell,
J. K., et al. (2012). DNase I sensitivity QTLs are a major determinant of human
expression variation. Nature 482, 390–394. doi: 10.1038/nature10808

Deng, T., Postnikov, Y., Zhang, S., Garrett, L., Becker, L., Racz, I., et al. (2017).
Interplay between H1 and HMGN epigenetically regulates OLIG1&2 expression
and oligodendrocyte differentiation. Nucleic Acids Res. 45, 3031–3045.
doi: 10.1093/nar/gkw1222

Duan, J., Shi, J., Fiorentino, A., Leites, C., Chen, X., Moy, W., et al. (2014). A rare
functional noncoding variant at the GWAS-implicated MIR137/MIR2682 locus
might confer risk to schizophrenia and bipolar disorder. Am. J. Hum. Genet. 95,
744–753. doi: 10.1016/j.ajhg.2014.11.001

Edgar, N., and Sibille, E. (2012). A putative functional role for oligodendrocytes in
mood regulation. Transl. Psychiatry 2:e109. doi: 10.1038/tp.2012.34

Emery, B., and Lu, Q. R. (2015). Transcriptional and epigenetic regulation of
oligodendrocyte development and myelination in the central nervous system.
Cold Spring Harb. Perspect. Biol. 7:a020461. doi: 10.1101/cshperspect.a020461

Fan, X., Wang, D., Burgmaier, J. E., Teng, Y., Romano, R. A., Sinha, S., et al. (2018).
Single cell and open chromatin analysis reveals molecular origin of epidermal
cells of the skin. Dev. Cell 47, 21.e5–37.e5. doi: 10.1016/j.devcel.2018.09.019

Fields, R. D. (2008). White matter in learning, cognition and psychiatric disorders.
Trends Neurosci. 31, 361–370. doi: 10.1016/j.tins.2008.04.001

Forrest, M. P., Parnell, E., and Penzes, P. (2018). Dendritic structural plasticity
and neuropsychiatric disease. Nat. Rev. Neurosci. 19, 215–234. doi: 10.1038/nrn.
2018.16

Friedman, J. I., Tang, C., Carpenter, D., Buchsbaum, M., Schmeidler, J.,
Flanagan, L., et al. (2008). Diffusion tensor imaging findings in first-episode
and chronic schizophrenia patients. Am. J. Psychiatry 165, 1024–1032.
doi: 10.1176/appi.ajp.2008.07101640

Fromer, M., Pocklington, A. J., Kavanagh, D. H., Williams, H. J., Dwyer, S.,
Gormley, P., et al. (2014). De novo mutations in schizophrenia implicate
synaptic networks. Nature 506, 179–184. doi: 10.1038/nature12929

Fullard, J. F., Giambartolomei, C., Hauberg, M. E., Xu, K., Voloudakis, G., Shao, Z.,
et al. (2017). Open chromatin profiling of human postmortem brain infers
functional roles for non-coding schizophrenia loci. Hum. Mol. Genet. 26,
1942–1951. doi: 10.1093/hmg/ddx103

Georgieva, L., Moskvina, V., Peirce, T., Norton, N., Bray, N. J., Jones, L., et al.
(2006). Convergent evidence that oligodendrocyte lineage transcription factor
2 (OLIG2) and interacting genes influence susceptibility to schizophrenia. Proc.
Natl. Acad. Sci. U.S.A. 103, 12469–12474. doi: 10.1073/pnas.0603029103

Gottesman, II., and Shields, J. (1967). A polygenic theory of schizophrenia. Proc.
Natl. Acad. Sci. U.S.A. 58, 199–205. doi: 10.1073/pnas.58.1.199

Goudriaan, A., De Leeuw, C., Ripke, S., Hultman, C. M., Sklar, P., Sullivan, P. F.,
et al. (2014). Specific glial functions contribute to schizophrenia susceptibility.
Schizophr. Bull. 40, 925–935. doi: 10.1093/schbul/sbt109

Guidotti, A., Grayson, D. R., and Caruncho, H. J. (2016). Epigenetic RELN
dysfunction in schizophrenia and related neuropsychiatric disorders. Front.
Cell. Neurosci. 10:89. doi: 10.3389/fncel.2016.00089

Guo, J., Grow, E. J., Yi, C., Mlcochova, H., Maher, G. J., Lindskog, C., et al. (2017).
Chromatin and single-cell RNA-Seq profiling reveal dynamic signaling and
metabolic transitions during human spermatogonial stem cell development.
Cell Stem Cell 21, 533.e6–546.e6. doi: 10.1016/j.stem.2017.09.003

Hall, J., Trent, S., Thomas, K. L., O’donovan, M. C., and Owen, M. J. (2015). Genetic
risk for schizophrenia: convergence on synaptic pathways involved in plasticity.
Biol. Psychiatry 77, 52–58. doi: 10.1016/j.biopsych.2014.07.011

Hindorff, L. A., Sethupathy, P., Junkins, H. A., Ramos, E. M., Mehta, J. P., Collins,
F. S., et al. (2009). Potential etiologic and functional implications of genome-
wide association loci for human diseases and traits. Proc. Natl. Acad. Sci. U.S.A.
106, 9362–9367. doi: 10.1073/pnas.0903103106

Hof, P. R., Haroutunian, V., Friedrich, V. L. Jr., Byne, W., Buitron, C., Perl, D. P.,
Davis, K. L. (2003). Loss and altered spatial distribution of oligodendrocytes
in the superior frontal gyrus in schizophrenia. Biol. Psychiatry 53, 1075–1085.
doi: 10.1016/S0006-3223(03)00237-3

Holleran, L., Ahmed, M., Anderson-Schmidt, H., Mcfarland, J., Emsell, L.,
Leemans, A., et al. (2014). Altered interhemispheric and temporal lobe
white matter microstructural organization in severe chronic schizophrenia.
Neuropsychopharmacology 39, 944–954. doi: 10.1038/npp.2013.294

Ishizuka, K., Fujita, Y., Kawabata, T., Kimura, H., Iwayama, Y., Inada, T., et al.
(2017). Rare genetic variants in CX3CR1 and their contribution to the increased
risk of schizophrenia and autism spectrum disorders.Transl. Psychiatry 7:e1184.
doi: 10.1038/tp.2017.173

Iwamoto, K., Bundo, M., Yamada, K., Takao, H., Iwayama-Shigeno, Y.,
Yoshikawa, T., et al. (2005). DNA methylation status of SOX10 correlates
with its downregulation and oligodendrocyte dysfunction in schizophrenia.
J. Neurosci. 25, 5376–5381. doi: 10.1523/JNEUROSCI.0766-05.2005

Iwamoto, K., and Kato, T. (2009). Epigenetic profiling in schizophrenia and major
mental disorders. Neuropsychobiology 60, 5–11. doi: 10.1159/000234811

Kang, E., Burdick, K. E., Kim, J. Y., Duan, X., Guo, J. U., Sailor, K. A., et al. (2011).
Interaction between FEZ1 and DISC1 in regulation of neuronal development
and risk for schizophrenia. Neuron 72, 559–571. doi: 10.1016/j.neuron.2011.
09.032

Kato, T., and Iwamoto, K. (2014). Comprehensive DNA methylation and
hydroxymethylation analysis in the human brain and its implication in mental
disorders. Neuropharmacology 80, 133–139. doi: 10.1016/j.neuropharm.2013.
12.019

Kuswanto, C. N., Teh, I., Lee, T. S., and Sim, K. (2012). Diffusion tensor imaging
findings of white matter changes in first episode schizophrenia: a systematic
review. Clin. Psychopharmacol. Neurosci. 10, 13–24. doi: 10.9758/cpn.2012.
10.1.13

Li, Z., Chen, J., Yu, H., He, L., Xu, Y., Zhang, D., et al. (2017). Genome-wide
association analysis identifies 30 new susceptibility loci for schizophrenia. Nat.
Genet. 49, 1576–1583. doi: 10.1038/ng.3973

Liu, J., Dietz, K., Deloyht, J. M., Pedre, X., Kelkar, D., Kaur, J., et al. (2012).
Impaired adult myelination in the prefrontal cortex of socially isolated mice.
Nat. Neurosci. 15, 1621–1623. doi: 10.1038/nn.3263

Liu, X., Lai, Y., Wang, X., Hao, C., Chen, L., Zhou, Z., et al. (2014). A combined DTI
and structural MRI study in medicated-naive chronic schizophrenia. Magn.
Reson. Imaging 32, 1–8. doi: 10.1016/j.mri.2013.08.004

Malhotra, D., and Sebat, J. (2012). CNVs: harbingers of a rare variant
revolution in psychiatric genetics. Cell 148, 1223–1241. doi: 10.1016/j.cell.2012.
02.039

Martins-de-Souza, D. (2010). Proteome and transcriptome analysis suggests
oligodendrocyte dysfunction in schizophrenia. J. Psychiatr. Res. 44, 149–156.
doi: 10.1016/j.jpsychires.2009.07.007

Mauney, S. A., Pietersen, C. Y., Sonntag, K. C., and Woo, T. U. W. (2015).
Differentiation of oligodendrocyte precursors is impaired in the prefrontal
cortex in schizophrenia. Schizophr. Res. 169, 374–380. doi: 10.1016/j.schres.
2015.10.042

Frontiers in Genetics | www.frontiersin.org 6 November 2018 | Volume 9 | Article 565

https://doi.org/10.1016/j.biopsych.2014.10.008
https://doi.org/10.2217/14796708.3.6.655
https://doi.org/10.1016/j.schres.2008.08.023
https://doi.org/10.1038/s41398-017-0028-z
https://doi.org/10.3389/fncel.2015.00467
https://doi.org/10.1074/jbc.M702045200
https://doi.org/10.1074/jbc.M702045200
https://doi.org/10.1038/s41386-018-0169-7
https://doi.org/10.1038/s41386-018-0169-7
https://doi.org/10.1002/glia.22410
https://doi.org/10.1002/glia.22410
https://doi.org/10.1038/nature10808
https://doi.org/10.1093/nar/gkw1222
https://doi.org/10.1016/j.ajhg.2014.11.001
https://doi.org/10.1038/tp.2012.34
https://doi.org/10.1101/cshperspect.a020461
https://doi.org/10.1016/j.devcel.2018.09.019
https://doi.org/10.1016/j.tins.2008.04.001
https://doi.org/10.1038/nrn.2018.16
https://doi.org/10.1038/nrn.2018.16
https://doi.org/10.1176/appi.ajp.2008.07101640
https://doi.org/10.1038/nature12929
https://doi.org/10.1093/hmg/ddx103
https://doi.org/10.1073/pnas.0603029103
https://doi.org/10.1073/pnas.58.1.199
https://doi.org/10.1093/schbul/sbt109
https://doi.org/10.3389/fncel.2016.00089
https://doi.org/10.1016/j.stem.2017.09.003
https://doi.org/10.1016/j.biopsych.2014.07.011
https://doi.org/10.1073/pnas.0903103106
https://doi.org/10.1016/S0006-3223(03)00237-3
https://doi.org/10.1038/npp.2013.294
https://doi.org/10.1038/tp.2017.173
https://doi.org/10.1523/JNEUROSCI.0766-05.2005
https://doi.org/10.1159/000234811
https://doi.org/10.1016/j.neuron.2011.09.032
https://doi.org/10.1016/j.neuron.2011.09.032
https://doi.org/10.1016/j.neuropharm.2013.12.019
https://doi.org/10.1016/j.neuropharm.2013.12.019
https://doi.org/10.9758/cpn.2012.10.1.13
https://doi.org/10.9758/cpn.2012.10.1.13
https://doi.org/10.1038/ng.3973
https://doi.org/10.1038/nn.3263
https://doi.org/10.1016/j.mri.2013.08.004
https://doi.org/10.1016/j.cell.2012.02.039
https://doi.org/10.1016/j.cell.2012.02.039
https://doi.org/10.1016/j.jpsychires.2009.07.007
https://doi.org/10.1016/j.schres.2015.10.042
https://doi.org/10.1016/j.schres.2015.10.042
https://www.frontiersin.org/journals/genetics/
https://www.frontiersin.org/
https://www.frontiersin.org/journals/genetics#articles


fgene-09-00565 November 20, 2018 Time: 15:11 # 7

Chen et al. Genetics and Epigenetics in Oligodendroglia

Maurano, M. T., Humbert, R., Rynes, E., Thurman, R. E., Haugen, E., Wang, H.,
et al. (2012). Systematic localization of common disease-associated variation in
regulatory DNA. Science 337, 1190–1195. doi: 10.1126/science.1222794

Mckay, K. A., Tremlett, H., Fisk, J. D., Zhang, T., Patten, S. B., Kastrukoff, L.,
et al. (2018). Psychiatric comorbidity is associated with disability progression
in multiple sclerosis. Neurology 90, e1316–e1323. doi: 10.1212/WNL.
0000000000005302

Mckenzie, A. T., Wang, M., Hauberg, M. E., Fullard, J. F., Kozlenkov, A.,
Keenan, A., et al. (2018). Brain cell type specific gene expression and co-
expression network architectures. Sci. Rep. 8:8868. doi: 10.1038/s41598-018-
27293-5

Mitkus, S. N., Hyde, T. M., Vakkalanka, R., Kolachana, B., Weinberger, D. R.,
Kleinman, J. E., et al. (2008). Expression of oligodendrocyte-associated genes
in dorsolateral prefrontal cortex of patients with schizophrenia. Schizophr. Res.
98, 129–138. doi: 10.1016/j.schres.2007.09.032

Nakata, K., Lipska, B. K., Hyde, T. M., Ye, T., Newburn, E. N., Morita, Y., et al.
(2009). DISC1 splice variants are upregulated in schizophrenia and associated
with risk polymorphisms. Proc. Natl. Acad. Sci. U.S.A. 106, 15873–15878.
doi: 10.1073/pnas.0903413106

Nestler, E. J., Pena, C. J., Kundakovic, M., Mitchell, A., and Akbarian, S. (2016).
Epigenetic basis of mental illness. Neuroscientist 22, 447–463. doi: 10.1177/
1073858415608147

Nielsen, J. A., Hudson, L. D., and Armstrong, R. C. (2002). Nuclear organization
in differentiating oligodendrocytes. J. Cell Sci. 115, 4071–4079. doi: 10.1242/jcs.
00103

Owen, M. J., Sawa, A., and Mortensen, P. B. (2016). Schizophrenia. Lancet 388,
86–97. doi: 10.1016/S0140-6736(15)01121-6

Perez-Iglesias, R., Tordesillas-Gutierrez, D., Mcguire, P. K., Barker, G. J., Roiz-
Santianez, R., Mata, I., et al. (2010). White matter integrity and cognitive
impairment in first-episode psychosis. Am. J. Psychiatry 167, 451–458. doi:
10.1176/appi.ajp.2009.09050716

Poggi, G., Boretius, S., Mobius, W., Moschny, N., Baudewig, J., Ruhwedel, T., et al.
(2016). Cortical network dysfunction caused by a subtle defect of myelination.
Glia 64, 2025–2040. doi: 10.1002/glia.23039

Purcell, S. M., Moran, J. L., Fromer, M., Ruderfer, D., Solovieff, N., Roussos, P.,
et al. (2014). A polygenic burden of rare disruptive mutations in schizophrenia.
Nature 506, 185–190. doi: 10.1038/nature12975

Reble, E., Dineen, A., and Barr, C. L. (2018). The contribution of alternative
splicing to genetic risk for psychiatric disorders. Genes Brain Behav. 17:e12430.
doi: 10.1111/gbb.12430

Sanfilipo, M., Lafargue, T., Rusinek, H., Arena, L., Loneragan, C., Lautin, A.,
et al. (2000). Volumetric measure of the frontal and temporal lobe regions in
schizophrenia: relationship to negative symptoms. Arch. Gen. Psychiatry 57,
471–480. doi: 10.1001/archpsyc.57.5.471

Schizophrenia Working Group of the Psychiatric Genomics Consortium (2014).
Biological insights from 108 schizophrenia-associated genetic loci. Nature 511,
421–427. doi: 10.1038/nature13595

Shorter, K. R., and Miller, B. H. (2015). Epigenetic mechanisms in schizophrenia.
Prog. Biophys. Mol. Biol. 118, 1–7. doi: 10.1016/j.pbiomolbio.2015.04.008

Staal, W. G., Hulshoff Pol, H. E., Schnack, H. G., Hoogendoorn, M. L., Jellema, K.,
and Kahn, R. S. (2000). Structural brain abnormalities in patients with
schizophrenia and their healthy siblings. Am. J. Psychiatry 157, 416–421.
doi: 10.1176/appi.ajp.157.3.416

Stark, A. K., Uylings, H. B., Sanz-Arigita, E., and Pakkenberg, B. (2004). Glial cell
loss in the anterior cingulate cortex, a subregion of the prefrontal cortex, in
subjects with schizophrenia. Am. J. Psychiatry 161, 882–888. doi: 10.1176/appi.
ajp.161.5.882

Sullivan, P. F., Daly, M. J., and O’donovan, M. (2012). Genetic architectures of
psychiatric disorders: the emerging picture and its implications.Nat. Rev. Genet.
13, 537–551. doi: 10.1038/nrg3240

Thong, J. Y., Du, J., Ratnarajah, N., Dong, Y., Soon, H. W., Saini, M., et al.
(2014). Abnormalities of cortical thickness, subcortical shapes, and white matter
integrity in subcortical vascular cognitive impairment. Hum. Brain Mapp. 35,
2320–2332. doi: 10.1002/hbm.22330

Tkachev, D., Mimmack, M. L., Ryan, M. M., Wayland, M., Freeman, T., Jones,
P. B., et al. (2003). Oligodendrocyte dysfunction in schizophrenia and bipolar
disorder. Lancet 362, 798–805. doi: 10.1016/S0140-6736(03)14289-4

Tsankova, N., Renthal, W., Kumar, A., and Nestler, E. J. (2007). Epigenetic
regulation in psychiatric disorders. Nat. Rev. Neurosci. 8, 355–367. doi: 10.1038/
nrn2132

Uranova, N., Orlovskaya, D., Vikhreva, O., Zimina, I., Kolomeets, N., Vostrikov, V.,
et al. (2001). Electron microscopy of oligodendroglia in severe mental illness.
Brain Res. Bull. 55, 597–610. doi: 10.1016/S0361-9230(01)00528-7

Van Haren, N. E., Picchioni, M. M., Mcdonald, C., Marshall, N., Davis, N.,
Ribchester, T., et al. (2004). A controlled study of brain structure in
monozygotic twins concordant and discordant for schizophrenia. Biol.
Psychiatry 56, 454–461. doi: 10.1016/j.biopsych.2004.06.033

Voineskos, A. N., De Luca, V., Bulgin, N. L., Van Adrichem, Q., Shaikh, S.,
Lang, D. J., et al. (2008). A family-based association study of the myelin-
associated glycoprotein and 2′,3′-cyclic nucleotide 3′-phosphodiesterase
genes with schizophrenia. Psychiatr. Genet. 18, 143–146. doi: 10.1097/YPG.
0b013e3282fa1874

Voineskos, A. N., Felsky, D., Kovacevic, N., Tiwari, A. K., Zai, C., Chakravarty,
M. M., et al. (2013). Oligodendrocyte genes, white matter tract integrity, and
cognition in schizophrenia. Cereb. Cortex 23, 2044–2057. doi: 10.1093/cercor/
bhs188

Walterfang, M., Wood, S. J., Velakoulis, D., Copolov, D., and Pantelis, C. (2005).
Diseases of white matter and schizophrenia-like psychosis. Aust. N. Z. J.
Psychiatry 39, 746–756. doi: 10.1080/j.1440-1614.2005.01678.x

Wan, C., Yang, Y., Feng, G., Gu, N., Liu, H., Zhu, S., et al. (2005). Polymorphisms
of myelin-associated glycoprotein gene are associated with schizophrenia in the
Chinese Han population. Neurosci. Lett. 388, 126–131. doi: 10.1016/j.neulet.
2005.06.051

Wockner, L. F., Noble, E. P., Lawford, B. R., Young, R. M., Morris, C. P., Whitehall,
V. L., et al. (2014). Genome-wide DNA methylation analysis of human brain
tissue from schizophrenia patients. Transl. Psychiatry 4:e339. doi: 10.1038/tp.
2013.111

Yamada, K., Nakamura, K., Minabe, Y., Iwayama-Shigeno, Y., Takao, H.,
Toyota, T., et al. (2004). Association analysis of FEZ1 variants with
schizophrenia in Japanese cohorts. Biol. Psychiatry 56, 683–690. doi: 10.1016/
j.biopsych.2004.08.015

Yao, L., Lui, S., Liao, Y., Du, M. Y., Hu, N., Thomas, J. A., et al. (2013). White
matter deficits in first episode schizophrenia: an activation likelihood estimation
meta-analysis. Prog. Neuropsychopharmacol. Biol. Psychiatry 45, 100–106.
doi: 10.1016/j.pnpbp.2013.04.019

Yu, C., Arcos-Burgos, M., Baune, B. T., Arolt, V., Dannlowski, U., Wong, M. L.,
et al. (2018). Low-frequency and rare variants may contribute to elucidate the
genetics of major depressive disorder. Transl. Psychiatry 8:70. doi: 10.1038/
s41398-018-0117-7

Zhang, Y., Manjunath, M., Zhang, S., Chasman, D., Roy, S., and Song, J. S. (2018).
Integrative genomic analysis predicts causative cis-regulatory mechanisms
of the breast cancer-associated genetic variant rs4415084. Cancer Res. 78,
1579–1591. doi: 10.1158/0008-5472.CAN-17-3486

Zhao, L., Tian, D., Xia, M., Macklin, W. B., and Feng, Y. (2006). Rescuing qkV
dysmyelination by a single isoform of the selective RNA-binding protein QKI.
J. Neurosci. 26, 11278–11286. doi: 10.1523/JNEUROSCI.2677-06.2006

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 Chen, Duan, Xiao and Gan. 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(s) 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 Genetics | www.frontiersin.org 7 November 2018 | Volume 9 | Article 565

https://doi.org/10.1126/science.1222794
https://doi.org/10.1212/WNL.0000000000005302
https://doi.org/10.1212/WNL.0000000000005302
https://doi.org/10.1038/s41598-018-27293-5
https://doi.org/10.1038/s41598-018-27293-5
https://doi.org/10.1016/j.schres.2007.09.032
https://doi.org/10.1073/pnas.0903413106
https://doi.org/10.1177/1073858415608147
https://doi.org/10.1177/1073858415608147
https://doi.org/10.1242/jcs.00103
https://doi.org/10.1242/jcs.00103
https://doi.org/10.1016/S0140-6736(15)01121-6
https://doi.org/10.1176/appi.ajp.2009.09050716
https://doi.org/10.1176/appi.ajp.2009.09050716
https://doi.org/10.1002/glia.23039
https://doi.org/10.1038/nature12975
https://doi.org/10.1111/gbb.12430
https://doi.org/10.1001/archpsyc.57.5.471
https://doi.org/10.1038/nature13595
https://doi.org/10.1016/j.pbiomolbio.2015.04.008
https://doi.org/10.1176/appi.ajp.157.3.416
https://doi.org/10.1176/appi.ajp.161.5.882
https://doi.org/10.1176/appi.ajp.161.5.882
https://doi.org/10.1038/nrg3240
https://doi.org/10.1002/hbm.22330
https://doi.org/10.1016/S0140-6736(03)14289-4
https://doi.org/10.1038/nrn2132
https://doi.org/10.1038/nrn2132
https://doi.org/10.1016/S0361-9230(01)00528-7
https://doi.org/10.1016/j.biopsych.2004.06.033
https://doi.org/10.1097/YPG.0b013e3282fa1874
https://doi.org/10.1097/YPG.0b013e3282fa1874
https://doi.org/10.1093/cercor/bhs188
https://doi.org/10.1093/cercor/bhs188
https://doi.org/10.1080/j.1440-1614.2005.01678.x
https://doi.org/10.1016/j.neulet.2005.06.051
https://doi.org/10.1016/j.neulet.2005.06.051
https://doi.org/10.1038/tp.2013.111
https://doi.org/10.1038/tp.2013.111
https://doi.org/10.1016/j.biopsych.2004.08.015
https://doi.org/10.1016/j.biopsych.2004.08.015
https://doi.org/10.1016/j.pnpbp.2013.04.019
https://doi.org/10.1038/s41398-018-0117-7
https://doi.org/10.1038/s41398-018-0117-7
https://doi.org/10.1158/0008-5472.CAN-17-3486
https://doi.org/10.1523/JNEUROSCI.2677-06.2006
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/genetics/
https://www.frontiersin.org/
https://www.frontiersin.org/journals/genetics#articles

	Genetic and Epigenetic Alterations Underlie Oligodendroglia Susceptibility and White Matter Etiology in Psychiatric Disorders
	Introduction
	Genetic Alterations Associated With Schizophrenia Are Predicted to Affect Coding Genes Expressed in Both Neurons and Oligodendroglia
	Non-Coding Variants Affect Chromatin Accessibility and Gene Transcription
	Epigenetic Dysregulation of Risk Genes Affects Oligodendroglia Development and Myelination
	Gene Transcription Is a Major Aspect Affected in Oligodendroglia, Likely Cooperating With Epigenetic Dysregulation
	Molecular Network of Risk Genes in Oligodendroglia Is Connected by Epigenetically Regulated Transcription and Post-Transcriptional Mechanisms
	Conclusion
	Author Contributions
	Funding
	References


