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Editorial on the Research Topic
Protein modifications in epigenetic dysfunctional diseases: mechanisms
and potential therapeutic strategies

Introduction

Epigenetic regulation refers to the chemical modifications that affect the chromatin state
and regulate gene expression without altering the DNA sequence. It consists of various
molecular mechanisms, including DNA methylation, histone modifications,
chromosomal remodeling, and non-coding RNA regulation. Abnormal epigenetic
regulation is closely associated with the occurrence and development of many
diseases (Tsankova et al., 2007; Orioli and Dellambra, 2018; Lu et al., 2020), with
DNA methylation and post-translational modifications (PTMs) being important
mechanisms. DNA methylation is a chemical modification in which a methyl group
(CH3) is covalently attached to cytosine nucleotides in DNA. This modification can
silence genes and affect gene expression. Abnormal DNA methylation in many diseases
leads to changes in gene expression levels, affecting cell growth, differentiation, and
apoptosis, ultimately promoting disease development (Greenberg and Bourc’his, 2019).
Post-translational modifications refer to the process by which the structure and function
of a protein molecule are changed through chemical modifications after protein synthesis.
These modifications include phosphorylation, ubiquitination, and SUMOylation, among
others. Abnormal post-translational modifications in many diseases lead to changes in
protein structure and function, affecting cell metabolism, signaling, and apoptosis,
among other processes, ultimately promoting disease development (Vucic et al,
2011). Therefore, in-depth research on the role of abnormal epigenetic regulation in
diseases can help to deepen our understanding of the mechanisms underlying disease
occurrence and development, providing new ideas and methods for the prevention and
treatment of related diseases.
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This Research Topic aims to uncover new insights into the
roles of DNA methylation and PTMs involved in multiple
epigenetic-related disorders, including tumors, ischemic
stroke, atherosclerosis, and coronary heart disease (CHD).
hold the

underlying mechanisms driving the onset, progression, and

Such discoveries potential to elucidate the

therapeutic opportunities for these diseases.

DNA methylation in epigenetic-related
disorders

DNA methylation is a widely studied field in cancer research due
to its significant role in the development and progression of the
disease. DNA methylation can promote or inhibit cancer
development by altering gene expression levels. Specific subtypes
of cancer have demonstrated distinct DNA methylation patterns,
which can serve as biomarkers for diagnosis or predicting treatment
response. Zeng et al. conducted a comprehensive review of studies
investigating the relationship between DNA methylation and the
etiology, diagnosis, treatment, and prognosis of gastric cancer.
Huang et al. created a gene signature and regulatory network
related to enhancers, utilizing transcriptome and methylation
data for with
adenocarcinoma.

predicting the survival of patients lung

CHD, characterized by myocardial ischemia and myocardial
infarction, arises from inadequate blood supply to the coronary
arteries. Abnormal DNA methylation has been shown to affect the
expression of genes involved in vascular function regulation,
inflammatory factors, and blood clotting (Xia et al., 2021). These
DNA methylation

development and progression of CHD. Zhao et al. proposed the

aberrant changes may exacerbate the
use of blood-based F2RL3 methylation as a potential biomarker for
CHD, particularly in older individuals or those with a history of
Combining F2RL3 methylation with

conventional risk factors could be an effective approach for early-

myocardial infarction.
stage evaluation of CHD.
Ischemic stroke occurs when the brain receives insufficient
blood supply, resulting in tissue damage. Research indicates a
close relationship between abnormal DNA methylation patterns
and the occurrence and prognosis of stroke. Altered DNA
methylation patterns can influence the expression of stroke-
related genes, such as neuroprotective factors and inflammatory
factors, thereby affecting brain tissue damage and repair processes
(Choi et al,, 2022). Sun et al. presented findings of genome-wide
alterations in DNA methylation in patients with ischemic stroke
compared to controls. They identified 462 functional differentially
methylated positions (DMPs) corresponding to 373 annotated
genes. Notably, hypomethylated sites were eight times more
abundant than hypermethylated sites in ischemic stroke cases,
highlighting the predominant role of hypomethylation in this
condition.
Atherosclerosis, a  chronic inflammatory  disease
characterized by the buildup of lipid-rich plaques in arterial
walls. Aberrant DNA methylation patterns have been observed
in various cell types implicated in atherosclerosis, including
endothelial cells, smooth muscle cells, and immune cells (Dai

et al, 2022). Xu et al. conducted an analysis of GEO data
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obtained from 15 atherosclerotic and paired healthy tissues.
They systematically screened the entire genome and identified a
total of 110,695 differentially methylated sites (DMPs) and
918 differentially methylated regions (DMRs). Additionally,
they discovered six genes exhibiting significant methylation
differences in the CpG islands of the promoter regions,
encompassing 49 DMPs. Notably, they also observed a
notable increase in monocyte infiltration levels within
atherosclerotic (AS) tissues. These findings provide valuable
insights into potential DNA methylation-related biomarkers
and shed light on the involvement of monocytes in early-

stage atherosclerosis.

PTMs in epigenetic-related disorders

As an important form of PTMs, SUMOylation modifications
play a critical role in various biological processes, including the
development and progression of cancer (Han et al., 2018). Chen
et al

investigated the SUMOylation patterns in lung

adenocarcinoma by employing unsupervised consensus
of SUMOylation

regulatory genes. Their findings demonstrated that these

clustering based on the expression
SUMOylation patterns effectively differentiate the tumor
microenvironment characteristics of lung adenocarcinoma,
particularly the status of immune cell infiltration.
Additionally, they developed a SUMOylation score that
enables the assessment of the relationship between
SUMOylation and immune cell crosstalk. This score holds
significant prognostic value and can be utilized to predict the
response to immunotherapy and chemotherapy in patients with

lung adenocarcinoma.

Conclusion

The present Research Topic collected some interesting papers
and revealed better understanding the mechanisms of multiple
epigenetic-related disorders. We hope further researches about
this Research Topic will be continued, and will contribute to the
clinical transformation.

Author contributions

JJ, AJ, XM, TG wrote the first manuscript, JJ, WL, BL
reviewed and revised the manuscript and wrote the final
manuscript. All authors listed have made a substantial,
the work and
approved it for publication. All authors contributed to the

direct, and intellectual contribution to

article and approved the submitted version.

Funding

This study was funded by the National Natural Science
Foundation of China (82273167 and 82104174), Jiangsu Province
Basic Research Program Natural Science Foundation (Outstanding

frontiersin.org


https://www.frontiersin.org/articles/10.3389/fgene.2022.823905/full
https://www.frontiersin.org/articles/10.3389/fgene.2022.1008602/full
https://www.frontiersin.org/articles/10.3389/fgene.2022.833923/full
https://www.frontiersin.org/articles/10.3389/fgene.2022.844141/full
https://www.frontiersin.org/articles/10.3389/fgene.2022.989459/full
https://www.frontiersin.org/articles/10.3389/fcell.2023.1094588/full
https://www.frontiersin.org/articles/10.3389/fcell.2023.1094588/full
https://www.frontiersin.org/journals/cell-and-developmental-biology
https://www.frontiersin.org
https://doi.org/10.3389/fcell.2023.1216637

Ji et al.

Youth Fund Project, BK20220063), the Key Program of Basic
Science (Natural Science) of Jiangsu Province (22KJA350001),
Talent Plan”
(Innovative Talents BL), Qing Lan Project of Jiangsu Universities
(Outstanding young backbone teachers, JJ), Jiangsu Key Laboratory
of Marine Pharmaceutical Compound Screening (HY202103),

“Huaguo Mountain of Lianyungang City

Priority Academic Program Development of Jiangsu Higher
Education Institutions.

Acknowledgments

We extend our deepest gratitude to all the authors and reviewers
who contributed to this Research Topic.

References

Choi, D. H., Choi, L. A,, and Lee, J. (2022). The role of DNA methylation in stroke
recovery. Int. J. Mol. Sci. 23 (18), 10373. doi:10.3390/ijms231810373

Dai, Y., Chen, D., and Xu, T. (2022). DNA methylation aberrant in atherosclerosis.
Front. Pharmacol. 13, 815977. doi:10.3389/fphar.2022.815977

Greenberg, M. V., and Bourc’his, D. (2019). The diverse roles of DNA methylation in
mammalian development and disease. Nat. Rev. Mol. Cell Biol. 20 (10), 590-607. doi:10.
1038/s41580-019-0159-6

Han, Z. J,, Feng, Y. H,, Gu, B. H, Li, Y. M., and Chen, H. (2018). The post-
translational modification, SUMOylation, and cancer (Review). Int. J. Oncol. 52 (4),
1081-1094. doi:10.3892/1j0.2018.4280

Lu, Y., Chan, Y. T, Tan, H. Y, Li, S., Wang, N., and Feng, Y. (2020). Epigenetic
regulation in human cancer: The potential role of epi-drug in cancer therapy. Mol.
cancer 19, 79-16. doi:10.1186/s12943-020-01197-3

Frontiers in Cell and Developmental Biology

03

10.3389/fcell.2023.1216637

Conflict of interest

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.

Publisher’'s note

All claims expressed in this article are solely those of the authors and
do not necessarily represent those of their affiliated organizations, or
those of the publisher, the editors and the reviewers. Any product that
may be evaluated in this article, or claim that may be made by its
manufacturer, is not guaranteed or endorsed by the publisher.

Orioli, D., and Dellambra, E. (2018). Epigenetic regulation of skin cells in
natural aging and premature aging diseases. Cells 7 (12), 268. doi:10.3390/
cells7120268

Tsankova, N., Renthal, W., Kumar, A., and Nestler, E. J. (2007). Epigenetic
regulation in psychiatric disorders. Nat. Rev. Neurosci. 8 (5), 355-367. doi:10.
1038/nrn2132

Vucic, D., Dixit, V. M., and Wertz, I. E. (2011). Ubiquitylation in apoptosis: A post-
translational modification at the edge of life and death. Nat. Rev. Mol. Cell Biol. 12 (7),
439-452. doi:10.1038/nrm3143

Xia, Y., Brewer, A, and Bell, J. T. (2021). DNA methylation signatures of incident
coronary heart disease: Findings from epigenome-wide association studies. Clin.
Epigenetics 13 (1), 186-216. doi:10.1186/s13148-021-01175-6

frontiersin.org


https://doi.org/10.3390/ijms231810373
https://doi.org/10.3389/fphar.2022.815977
https://doi.org/10.1038/s41580-019-0159-6
https://doi.org/10.1038/s41580-019-0159-6
https://doi.org/10.3892/ijo.2018.4280
https://doi.org/10.1186/s12943-020-01197-3
https://doi.org/10.3390/cells7120268
https://doi.org/10.3390/cells7120268
https://doi.org/10.1038/nrn2132
https://doi.org/10.1038/nrn2132
https://doi.org/10.1038/nrm3143
https://doi.org/10.1186/s13148-021-01175-6
https://www.frontiersin.org/journals/cell-and-developmental-biology
https://www.frontiersin.org
https://doi.org/10.3389/fcell.2023.1216637

	Editorial: Protein modifications in epigenetic dysfunctional diseases: mechanisms and potential therapeutic strategies
	Introduction
	DNA methylation in epigenetic-related disorders
	PTMs in epigenetic-related disorders

	Conclusion
	Author contributions
	Funding
	Acknowledgments
	Conflict of interest
	Publisher’s note
	References


