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Skeletal muscle development and regeneration rely on the successive activation of specific transcription factors

that engage cellular fate, promote commitment, and drive differentiation. Emerging evidence demonstrates that

epigenetic regulation of gene expression is crucial for the maintenance of the cell differentiation status upon

division and, therefore, to preserve a specific cellular identity. This depends in part on the regulation of chromatin

structure and its level of condensation. Chromatin architecture undergoes remodeling through changes in

nucleosome composition, such as alterations in histone post-translational modifications or exchange in the type of

histone variants. 
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1. Introduction

1.1. Establishment of the Skeletal Muscle Lineage

Skeletal muscle tissue has a high regenerative potential that relies on tissue-specific stem cells, the satellite cells.

These cells are characterized by the expression of the paired-homeobox transcription factor PAX7 and, in a subset

of muscles, by the co-expression of its paralog PAX3 . Muscle stem cells are established during fetal

development where they adopt a satellite position under the basal lamina of the fiber and progressively initiate cell

cycle exit into quiescence . A pool of PAX3- and PAX7-double positive muscle stem cells constitutes a reservoir

that allows fetal and postnatal muscle growth . In the trunk and limb muscles, PAX3/7 lie genetically upstream

of the myogenic regulatory factors (MRFs) that trigger cell commitment towards the myogenic lineage. The early-

expressed MRFs include MYF5, MRF4 (MYF6), and MYOD, while Myogenin (MYOG) is expressed later during

myoblast differentiation and is associated with terminal cell cycle exit . The signaling cascades and the gene

regulatory networks that operate to establish the myogenic lineage have been studied thoroughly but the

epigenetic regulation of such processes is less understood.

1.2. The Epigenetic Regulation of Gene Expression

Skeletal muscle development and regeneration depend on the fine regulation of transcription factor activity and

subsequent gene expression. The epigenetic status of a specific gene locus constitutes additional layers of

regulatory events that control cell differentiation, fate, and identity. The epigenetic regulation of gene expression

depends on the chromatin architecture, the histone post-translational modifications (PTMs), the nucleosome
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composition, and DNA methylation. In eukaryotic cells, nucleosomes are composed of 147 bp of DNA that wraps

around the histone octamer complex, which contains a central tetramer comprising the histones H3-H4 and two

external dimers of histones H2A-H2B . The nucleosome is further stabilized by the presence of the linker

histone H1. N-terminal tails of the histones and the C-terminal tail of the histone H2A extend beyond the

nucleosome complex and are subjected to PTMs . Histone tails can undergo PTMs such as acetylation,

methylation, phosphorylation, and ubiquitylation, among others. Nucleosome remodeling is linked to several

cellular processes such as DNA replication, DNA damage repair, transcriptional regulation, and maintenance of

constitutive heterochromatin (centromere and telomeres) . Based on these nuclear phenomena, the incorporation

of histones into nucleosomes is characterized as being cell cycle dependent or independent, with distinct histone

variants being deposited at each process. In mice, H2A, H2B, and H3 present several variants, while H4 has only

one .

2. The Role of the Non-Canonical h3 Histone Variant H3.3 in
Myogenesis

2.1. The Histone H3 Family

The histone H3 family comprises two canonical, replication-dependent histone variants, H3.1 and H3.2, the

centromeric-specific histone H3 variant CENPA, and the non-canonical histone variant H3.3. The replication-

independent histone H3.3 differs from H3.1 and H3.2 by 5 and 4 amino acids (aa), respectively . H3.3

incorporation into chromatin was identified as a requirement for the epigenetic memory of an active gene by

stabilizing gene expression in somatic cells upon division . In gene bodies H3.3 correlates with the H3K36me3

histone mark and is broadly associated with active transcription. Moreover, H3.3 enrichment in promoters and

regulatory regions was mainly associated with active transcription in different cell types, given its preferential

association with active histone marks like H3K4me3 and H3K9ac . However, recent studies found that the

recruitment of H3.3 into chromatin is associated with transcription regulation, either to activate or repress gene

expression, when enriched in enhancers or promoters . In mouse embryonic stem cells (mESC) the H3.3

histone variant is specifically deposited into the nucleosomes by the histone chaperone HIRA (gene bodies and

transcription start sites (TSS)) and by DAXX in constitutive heterochromatin (telomeres and pericentromeric

regions) . Interestingly, recruitment of H3.3 to transcription factor binding sites (TFBS) is mostly independent of

HIRA, which suggests involvement of other chaperones in the regulation of transcription .

2.2. H3.3 Function during Myogenesis

In skeletal muscle cells H3.3 plays a major role in cell differentiation. In primary cultures of chick myoblasts, the

synthesis of the canonical histone variant H3.2 is predominant to that of H3.3 in proliferating culture conditions,

consistent with H3.2 being replication-dependent. When triggered to differentiate, myoblasts stop replicating, fuse

into myotubes, and H3.2 synthesis becomes undetectable while H3.3 continues to be synthesized, suggesting that

H3.3 is required during myogenic differentiation . At the RNA level, canonical H3.1 and H3.2 variant-encoding

genes are expressed in myoblasts in growth culture conditions but not in differentiation, while H3.3-encoding genes
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are expressed in both growth and differentiating conditions . In the mouse myoblast cell line C2C12, H3.3

incorporation in the promoter and the core enhancer region (CER) of Myod1  is required for Myod1 expression in

differentiating myoblasts . In addition, the histone chaperone HIRA and its cofactor ASF1A mediate H3.3

recruitment to the Myod1  locus. The loss of H3.3, HIRA, or ASF1A leads to decreased Myod1 expression levels

and blocks the differentiation potential of the myoblasts that fail to fully differentiate and form myotubes (Figure

1A). Mechanistically, the enrichment of H3.3 at Myod1 regulatory regions promotes the transition towards a more

permissive chromatin state that facilitates the recruitment of the RNA polymerase II . The HIRA-ASF1A complex

further regulates myogenic differentiation by interacting with the muscle-specific transcription factor MEF2, which is

required for the activation of MEF2 target gene expression . However, putative changes in histone variant

incorporation into chromatin were not addressed in this context. The phosphorylation of HIRA by the AKT1 kinase

was proposed to mediate HIRA function as an H3.3 chaperone . The levels of phosphorylated HIRA are high in

proliferating C2C12 myoblasts, which limits the expression of myogenic genes, while dephosphorylation is required

for H3.3 deposition and gene expression activation upon differentiation . Interestingly, MYOD regulates

myogenic gene expression by interacting with the ubiquitous chromodomain helicase DNA-binding domain 2

(CHD2) protein to deposit H3.3 in myogenic gene loci prior to differentiation in C2C12 . The knockdown

of Chd2 or Myod1 prevents H3.3 incorporation in myogenic genes but not in housekeeping genes (Figure 1B) .

This suggests that tissue-specific transcription factors play a role in the epigenetic regulation of target gene

transcription by recruiting ubiquitous chromatin regulators. CHD2 is also part of the H3.3 incorporation complex in

developmentally regulated gene loci of mESC, being essential to prevent suppressive chromatin formation at these

genomic regions. In Chd2-depleted mESC, there is a decreased H3.3 deposition and increased enrichment of the

histone repressive mark H3K27me3 at developmental gene loci . Consequently, there is a blockage in mESC

differentiation into the different germ layers. These studies indicate that CHD2 and H3.3 are associated with tissue

differentiation in both pluripotent and somatic cells.
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Figure 1. Schematic representation of H3.3 function in myogenesis. (A) At the myoblast stage Myod1 expression is

regulated by H3.3 deposition in the vicinity of the CER and promoter by the HIRA-ASF1A complex (Yang et al.,

2011). (B) To allow differentiation and myotube formation, CHD2 directly interacts with MYOD to deposit H3.3 in

promoters of myogenic differentiation-related genes and activate transcription (Harada et al., 2012). (C) Upon

muscle injury, activated satellite cells require H3.3 deposition by HIRA in myogenic gene regulatory regions to

maintain cell identity (Pax7, Myf5 expression) and commitment (Myod1). H3.3 enrichment correlates with that of

H3K27ac and with an open chromatin state, which favors myogenic gene expression (Esteves de Lima et al.,

2021).

3. H2A Histone Variants and Myogenic Gene Expression

3.1. The H2A Family

The histone variants from the H2A family display higher variation among their sequences compared to the H3

family. The H2A family is composed of several replication-independent variants besides the canonical H2A, such

as H2A.Z, H2A.X, H2A.Bbd, and macroH2A (mH2A) .[7][21]
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H2A.Z histone variant is encoded by two genes,  H2afz  and  H2afv,  that originate two distinct protein isoforms

differing by 3 aa, H2A.Z-1, and H2A.Z-2, respectively . The H2A.Z histone variant is mostly enriched at TSS,

promoters, enhancers, facultative heterochromatin, and centromeres, and was linked to both transcriptional

activation and repression, in which H2A.Z-associated PTMs play a major role . H2A.Z is expressed in C2C12

myoblasts and silencing its expression does not interfere with myoblast differentiation or myotube formation, which

shows that its continued expression is not required for differentiation . A non-acetylatable form of H2A.Z (where

the 5 tail lysines are mutated into arginines) fused to GFP (H2A.Z-Ac-mut-GFP) can be incorporated into the

genome in a similar fashion as the wild type H2A.Z fused to GFP (H2A.Z-GFP), including at the Myod1 and Myog

loci  (Figure 2A). H2A.Z-Ac-mut-GFP-expressing myoblasts display reduced myogenic gene expression, such

as Myod1, Myog, and Myh3, when triggered to differentiate. Impaired myogenesis is associated with the lack of

RNA polymerase II recruitment in the presence of H2A.Z-Ac-mut-GFP to myogenic gene loci upon differentiation

. Consequently, H2A.Z-Ac-mut-GFP overexpression in C2C12 cells blocks myotube formation while H2A.Z-GFP

overexpression does not significantly interfere with this process, which shows the H2A acetylation regulates

differentiation . This shows that acetylation of the histone variant H2A.Z plays a role in transcription initiation of

myogenic gene expression. The exchange of H2A for its variant H2A.Z is modulated by the chromatin remodeling

complex SNF2-related CBP activator protein (SRCAP), a mechanism conserved in yeast and in mammals 

. ChIP-seq analysis of C2C12 cells confirmed the presence of p18  (ZNHI1), a component of the SRCAP

complex and a substrate of the p38 MAPK pathway, at the Myog  promoter in differentiating C2C12 cells . In

addition, p18   is required for the incorporation of H2A.Z at the Myog promoter, and the enrichment of these

two proteins at this genomic region increases during differentiation of C2C12 cells and murine primary myoblasts.

Phosphorylation of p18   by p38 is required for its recruitment, and for the incorporation of H2A.Z in

the Myog promoter, which suggests that p38 MAPK-dependent signals can impact on chromatin structural changes

. Inhibition of the expression of components of the SRCAP complex leads to impaired myogenic gene

expression and blocks myoblast differentiation . Myofibroblast differentiation that relies on TGF-β1 expression is

also regulated by H2A.Z occupancy . In contrast, in this case, in order to facilitate TGF-β1 expression, H2A.Z

must be depleted from the TGF-β1 promoter region through a mechanism that requires the ribosomal function

regulator ELF6 (Yang et al., 2015).
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Figure 2.  Histone H2A variants in myogenesis. (A) Acetylation of H2A.Z variant at the CER is required

for  Myod1  expression and myoblast differentiation. Overexpression of a mutated and non-acetylatable form of

H2A.Z inhibits  Myod1  expression (Law and Cheung, 2015). (B) The mH2A1.2 variant is required for myogenic

enhancer activation prior to differentiation and correlates with H3K27ac histone mark. mH2A1.2 enrichment allows

MYOD-PBX1 complex formation at the Myog promoter, activating transcription (Dell’Orso et al., 2016). (C) Distinct

mH2A1 isoforms have different roles on myoblast differentiation (Hurtado-Bagès et al., 2020).

3.2. The mH2A Family

The mH2A subfamily of histone variants is about three times the size of the canonical H2A due to the presence of

an evolutionary conserved non-histone globular macrodomain, described to be associated with X chromosome

inactivation, transcriptional repression, and reprogramming inhibition . The transcriptional repression

activity is associated with increased stability of heterotypic mH2A-H2B-containing nucleosomes compared with

canonical H2A-H2B-containing nucleosomes . Three distinct mH2A histones have been identified, mH2A1.1 and

mH2A1.2, which are two isoforms generated from alternative splicing of the  H2afy  gene, and mH2A2 that is

encoded by H2afy2  . RNA-seq analysis revealed that in C2C12 myoblasts the mH2A1.2 isoform is more
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expressed than mH2A1.1 in growth conditions, while in myotubes both isoforms are expressed at similar levels .

The comparable levels of expression for both isoforms in myotubes is the consequence of a switch in splicing that

occurs after myoblast differentiation and leads to the decrease of mH2A1.2 transcript levels and the increase in

mH2A1.1 . Silencing of mH2A1.2 with siRNAs does not affect C2C12 myoblasts in growth conditions but

inhibits Myog expression and myotube formation when triggered to differentiate . Moreover, gene ontology (GO)

analysis of RNA-seq data revealed terms associated with muscle cell development and differentiation to be

downregulated in mH2A1.2 siRNA-transfected C2C12 cells. In the same silencing conditions, ChIP-seq analysis

showed that there is a specific loss in the enrichment of the active transcription-associated histone mark H3K27ac

in myogenic-specific promoters and enhancers, which shows the requirement of mH2A1.2 at these loci to maintain

H3K27 acetylation and active gene expression (Figure 2B) . The recruitment of the homeodomain-containing

transcription factor PBX1, required for the MYOD-dependent activation of  Myog  expression, to muscle

development-related gene loci is also regulated by mH2A1.2 prior to differentiation (Figure 2B) .

The  mH2A1  and  mH2A2  double knockout mice have impaired prenatal and postnatal development, which is

associated with the mH2A function in regulating metabolic-related gene expression in the liver . Moreover, mice

lacking the histone variant mH2A1 are viable and fertile . In both cases, analyses to address skeletal muscle

defects in these mice have not been described. However, when myoblasts obtained from muscles of mH2A1-null

mice are cultured in vitro, they differentiate and express MYH3 but lack the ability to form large myotubes . Both

mH2A1 isoforms regulate myoblast fusion, however with distinct outcomes (Figure 2C) . Specific inhibition of

each of the mH2A1 isoforms in C2C12 cells with siRNAs revealed that while mH2A1.1 promotes myoblast fusion,

mH2A1.2 inhibits it . This phenotype is linked to the opposite regulation of genes associated with GO terms such

as extracellular matrix organization, cell adhesion, and skeletal system development. ChIP-seq analysis identified

the mH2A1.1 isoform to be enriched at fusion-related genes when C2C12 are triggered to differentiate, which links

mH2A1.1 to transcription activation and myoblast fusion .

References

1. Ahmad, K.; Henikoff, S. The histone variant H3.3 marks active chromatin by replication-
independent nucleosome assembly. Mol. Cell 2002, 9, 1191–1200.

2. Asp, P.; Blum, R.; Vethantham, V.; Parisi, F.; Micsinai, M.; Cheng, J.; Bowman, C.; Kluger, Y.;
Dynlacht, B.D. Genome-wide remodeling of the epigenetic landscape during myogenic
differentiation. Proc. Natl. Acad. Sci. USA 2011, 108, E149–E158.

3. Ausió, J.; Abbott, D.W.; Wang, X.; Moore, S.C. Histone variants and histone modifications: A
structural perspective. Biochem. Cell Biol. Biochim. Biol. Cell 2001, 79, 693–708.

4. Belotti, E.; Lacoste, N.; Simonet, T.; Papin, C.; Padmanabhan, K.; Scionti, I.; Gangloff, Y.-G.;
Ramos, L.; Dalkara, D.; Hamiche, A.; et al. H2A.Z is dispensable for both basal and activated
transcription in post-mitotic mouse muscles. Nucleic Acids Res. 2020, 48, 4601–4613.

[37]

[38]

[37]

[37]

[37]

[39]

[40]

[41]

[41]

[41]

[41]



Epigenetic Regulation of Myogenesis | Encyclopedia.pub

https://encyclopedia.pub/entry/17149 8/10

5. Bernadotte, A.; Mikhelson, V.M.; Spivak, I.M. Markers of cellular senescence. Telomere
shortening as a marker of cellular senescence. Aging 2016, 8, 3–11.

6. Boonsanay, V.; Zhang, T.; Georgieva, A.; Kostin, S.; Qi, H.; Yuan, X.; Zhou, Y.; Braun, T.
Regulation of Skeletal Muscle Stem Cell Quiescence by Suv4-20h1-Dependent Facultative
Heterochromatin Formation. Cell Stem Cell 2016, 18, 229–242.

7. Boulard, M.; Storck, S.; Cong, R.; Pinto, R.; Delage, H.; Bouvet, P. Histone variant macroH2A1
deletion in mice causes female-specific steatosis. Epigenet. Chromatin 2010, 3, 8.

8. Brush, D.; Dodgson, J.B.; Choi, O.R.; Stevens, P.W.; Engel, J.D. Replacement variant histone
genes contain intervening sequences. Mol. Cell. Biol. 1985, 5, 1307–1317.

9. Costanzi, C.; Pehrson, J.R. MACROH2A2, a new member of the MARCOH2A core histone family.
J. Biol. Chem. 2001, 276, 21776–21784.

10. Cuadrado, A.; Corrado, N.; Perdiguero, E.; Lafarga, V.; Muñoz-Canoves, P.; Nebreda, A.R.
Essential role of p18Hamlet/SRCAP-mediated histone H2A.Z chromatin incorporation in muscle
differentiation. EMBO J. 2010, 29, 2014–2025.

11. Dell’Orso, S.; Wang, A.H.; Shih, H.-Y.; Saso, K.; Berghella, L.; Gutierrez-Cruz, G.; Ladurner, A.G.;
O’Shea, J.J.; Sartorelli, V.; Zare, H. The Histone Variant MacroH2A1.2 Is Necessary for the
Activation of Muscle Enhancers and Recruitment of the Transcription Factor Pbx1. Cell Rep.
2016, 14, 1156–1168.

12. Di Foggia, V.; Zhang, X.; Licastro, D.; Gerli, M.F.M.; Phadke, R.; Muntoni, F.; Mourikis, P.;
Tajbakhsh, S.; Ellis, M.; Greaves, L.C.; et al. Bmi1 enhances skeletal muscle regeneration
through MT1-mediated oxidative stress protection in a mouse model of dystrophinopathy. J. Exp.
Med. 2014, 211, 2617–2633.

13. Drane, P.; Ouararhni, K.; Depaux, A.; Shuaib, M.; Hamiche, A. The death-associated protein
DAXX is a novel histone chaperone involved in the replication-independent deposition of H3.3.
Genes Dev. 2010, 24, 1253–1265.

14. Dungan, C.M.; Peck, B.D.; Walton, R.G.; Huang, Z.; Bamman, M.M.; Kern, P.A.; Peterson, C.A. In
vivo analysis of γH2AX+ cells in skeletal muscle from aged and obese humans. FASEB J. Off.
Publ. Fed. Am. Soc. Exp. Biol. 2020, 34, 7018–7035.

15. Esteves de Lima, J.; Bou Akar, R.; Machado, L.; Li, Y.; Drayton-Libotte, B.; Dilworth, F.J.; Relaix,
F. HIRA stabilizes skeletal muscle lineage identity. Nat. Commun. 2021, 12, 3450.

16. Evano, B.; Khalilian, S.; Le Carrou, G.; Almouzni, G.; Tajbakhsh, S. Dynamics of Asymmetric and
Symmetric Divisions of Muscle Stem Cells In Vivo and on Artificial Niches. Cell Rep. 2020, 30,
3195–3206.



Epigenetic Regulation of Myogenesis | Encyclopedia.pub

https://encyclopedia.pub/entry/17149 9/10

17. Faast, R.; Thonglairoam, V.; Schulz, T.C.; Beall, J.; Wells, J.R.E.; Taylor, H.; Matthaei, K.; Rathjen,
P.D.; Tremethick, D.J.; Lyons, I. Histone variant H2A.Z is required for early mammalian
development. Curr. Biol. 2001, 11, 1183–1187.

18. Fan, Y.; Nikitina, T.; Morin-Kensicki, E.M.; Zhao, J.; Magnuson, T.R.; Woodcock, C.L.; Skoultchi,
A.I. H1 linker histones are essential for mouse development and affect nucleosome spacing in
vivo. Mol. Cell. Biol. 2003, 23, 4559–4572.

19. Gaspar-Maia, A.; Qadeer, Z.A.; Hasson, D.; Ratnakumar, K.; Leu, N.A.; Leroy, G.; Liu, S.;
Costanzi, C.; Valle-Garcia, D.; Schaniel, C.; et al. MacroH2A histone variants act as a barrier
upon reprogramming towards pluripotency. Nat. Commun. 2013, 4, 1565.

20. Giaimo, B.D.; Ferrante, F.; Herchenröther, A.; Hake, S.B.; Borggrefe, T. The histone variant H2A.Z
in gene regulation. Epigenet. Chromatin 2019, 12, 37.

21. Mal, A.K. Histone methyltransferase Suv39h1 represses MyoD-stimulated myogenic
differentiation. EMBO J. 2006, 25, 3323–3334.

22. Matsuda, R.; Hori, T.; Kitamura, H.; Takeuchi, K.; Fukagawa, T.; Harata, M. Identification and
characterization of the two isoforms of the vertebrate H2A.Z histone variant. Nucleic Acids Res.
2010, 38, 4263–4273.

23. Meneghini, M.D.; Wu, M.; Madhani, H.D. Conserved histone variant H2A.Z protects euchromatin
from the ectopic spread of silent heterochromatin. Cell 2003, 112, 725–736.

24. Michod, D.; Bartesaghi, S.; Khelifi, A.; Bellodi, C.; Berliocchi, L.; Nicotera, P.; Salomoni, P.
Calcium-Dependent Dephosphorylation of the Histone Chaperone DAXX Regulates H3.3 Loading
and Transcription upon Neuronal Activation. Neuron 2012, 74, 122–135.

25. Ng, R.K.; Gurdon, J.B. Epigenetic memory of an active gene state depends on histone H3.3
incorporation into chromatin in the absence of transcription. Nat. Cell Biol. 2008, 10, 102–109.

26. Palacios, D.; Mozzetta, C.; Consalvi, S.; Caretti, G.; Saccone, V.; Proserpio, V.; Marquez, V.E.;
Valente, S.; Mai, A.; Forcales, S.V.; et al. TNF/p38α/polycomb signaling to Pax7 locus in satellite
cells links inflammation to the epigenetic control of muscle regeneration. Cell Stem Cell 2010, 7,
455–469.

27. Pan, C.; Fan, Y. Role of H1 Linker Histones in Mammalian Development and Stem Cell
Differentiation. Biochim. Biophys. Acta 2016, 1859, 496–509.

28. Pehrson, J.R.; Fried, V.A. MacroH2A, a core histone containing a large nonhistone region.
Science 1992, 257, 1398–1400.

29. Relaix, F.; Bencze, M.; Borok, M.J.; Der Vartanian, A.; Gattazzo, F.; Mademtzoglou, D.; Perez-
Diaz, S.; Prola, A.; Reyes-Fernandez, P.C.; Rotini, A.; et al. Perspectives on skeletal muscle stem
cells. Nat. Commun. 2021, 12, 692.



Epigenetic Regulation of Myogenesis | Encyclopedia.pub

https://encyclopedia.pub/entry/17149 10/10

30. Resnick, R.; Wong, C.-J.; Hamm, D.C.; Bennett, S.R.; Skene, P.J.; Hake, S.B.; Henikoff, S.; van
der Maarel, S.M.; Tapscott, S.J. DUX4-Induced Histone Variants H3.X and H3.Y Mark DUX4
Target Genes for Expression. Cell Rep. 2019, 29, 1812–1820.

31. Roberts, C.; Sutherland, H.F.; Farmer, H.; Kimber, W.; Halford, S.; Carey, A.; Brickman, J.M.;
Wynshaw-Boris, A.; Scambler, P.J. Targeted Mutagenesis of the Hira Gene Results in Gastrulation
Defects and Patterning Abnormalities of Mesoendodermal Derivatives Prior to Early Embryonic
Lethality. Mol. Cell. Biol. 2002, 22, 2318–2328.

32. Semba, Y.; Harada, A.; Maehara, K.; Oki, S.; Meno, C.; Ueda, J.; Yamagata, K.; Suzuki, A.;
Onimaru, M.; Nogami, J.; et al. Chd2 regulates chromatin for proper gene expression toward
differentiation in mouse embryonic stem cells. Nucleic Acids Res. 2017, 45, 8758–8772.

33. Simon, J.A.; Kingston, R.E. Mechanisms of Polycomb gene silencing: Knowns and unknowns.
Nat. Rev. Mol. Cell Biol. 2009, 10, 697–708.

34. Song, K.; Wang, Y.; Sassoon, D. Expression of Hox-7.1 in myoblasts inhibits terminal
differentiation and induces cell transformation. Nature 1992, 360, 477–481.

35. Song, T.-Y.; Yang, J.-H.; Park, J.Y.; Song, Y.; Han, J.-W.; Youn, H.-D.; Cho, E.-J. The role of
histone chaperones in osteoblastic differentiation of C2C12 myoblasts. Biochem. Biophys. Res.
Commun. 2012, 423, 726–732.

36. Sousa-Victor, P.; Gutarra, S.; García-Prat, L.; Rodriguez-Ubreva, J.; Ortet, L.; Ruiz-Bonilla, V.;
Jardí, M.; Ballestar, E.; González, S.; Serrano, A.L.; et al. Geriatric muscle stem cells switch
reversible quiescence into senescence. Nature 2014, 506, 316–321.

37. Talbert, P.B.; Henikoff, S. Histone variants at a glance. J. Cell Sci. 2021, 134, jcs244749.

38. Tanasijevic, B.; Rasmussen, T.P. X chromosome inactivation and differentiation occur readily in
ES cells doubly-deficient for macroH2A1 and macroH2A2. PLoS ONE 2011, 6, e21512.

39. Tang, M.C.W.; Jacobs, S.A.; Mattiske, D.M.; Soh, Y.M.; Graham, A.N.; Tran, A.; Lim, S.L.; Hudson,
D.F.; Kalitsis, P.; O’Bryan, M.K.; et al. Contribution of the Two Genes Encoding Histone Variant
H3.3 to Viability and Fertility in Mice. PLoS Genet. 2015, 11, e1004964.

40. Valenzuela, N.; Fan, Q.; Fa’ak, F.; Soibam, B.; Nagandla, H.; Liu, Y.; Schwartz, R.J.; McConnell,
B.K.; Stewart, M.D. Cardiomyocyte-specific conditional knockout of the histone chaperone HIRA
in mice results in hypertrophy, sarcolemmal damage and focal replacement fibrosis. Dis. Model.
Mech. 2016, 9, 335–345.

41. Valenzuela, N.; Soibam, B.; Li, L.; Wang, J.; Byers, L.A.; Liu, Y.; Schwartz, R.J.; Stewart, M.D.
HIRA deficiency in muscle fibers causes hypertrophy and susceptibility to oxidative stress. J. Cell
Sci. 2017, 130, 2551–2563.

Retrieved from https://encyclopedia.pub/entry/history/show/40748


