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Abstract: The two-meter-long DNA is compressed into chromatin in the nucleus of every cell,
which serves as a significant barrier to transcription. Therefore, for processes such as replication and
transcription to occur, the highly compacted chromatin must be relaxed, and the processes required for
chromatin reorganization for the aim of replication or transcription are controlled by ATP-dependent
nucleosome remodelers. One of the most highly studied remodelers of this kind is the BRG1- or
BRM-associated factor complex (BAF complex, also known as SWItch/sucrose non-fermentable
(SWI/SNF) complex), which is crucial for the regulation of gene expression and differentiation in
eukaryotes. Chromatin remodeling complex BAF is characterized by a highly polymorphic structure,
containing from four to 17 subunits encoded by 29 genes. The aim of this paper is to provide an
overview of the role of BAF complex in chromatin remodeling and also to use literature mining and
a set of computational and bioinformatics tools to analyze structural properties, intrinsic disorder
predisposition, and functionalities of its subunits, along with the description of the relations of
different BAF complex subunits to the pathogenesis of various human diseases.

Keywords: ATP-dependent nucleosome remodeler; BAF complex; chromatin remodeling; intrinsically
disorder protein; intrinsically disordered protein region

1. Introduction

1.1. Role of BAF Complex in Chromatin Remodeling

The two-meter-long DNA is compressed into chromatin in the nucleus of every cell, which serves
as a significant barrier to transcription [1]. Therefore, for processes such as replication and transcription
to occur, the highly compacted chromatin must be relaxed. There are two major mechanisms of
chromatin reorganization for the aim of replication or transcription that alter chromatin structure
through disruption of histone-DNA contacts, (i) various covalent modifications of histone tails, such as
acetylation, methylation, phosphorylation, ubiquitination, sumoylation, and ADP ribosylation [2,3] and
utilization of ATP-dependent chromatin remodeling complexes that use the energy of ATP hydrolysis
to disturb the DNA-histone interactions to increase the accessibility of the nucleosomal DNA [4].
Among such ATP-dependent nucleosome remodelers, which are considered important players of
transcriptional regulation of many eukaryotic genes, are polymorphic BRG-/BRM-associated factor
(BAF) and polybromo-associated BAF (PBAF) complexes. These complexes are the members of the
SWItch/sucrose non-fermentable (SWI/SNF) family of the ATP-dependent chromatin-remodeling
complexes that are essential for mammalian transcription and development [5]. Although the BAF
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complex plays an important role in the process of chromatin reorganization for the aim of replication
or transcription [1], until quite recently, the detailed mechanism of the action of the complex was not
fully understood. However, recent studies suggested that the ATP-dependent chromatin-remodeling
complexes might be performing their biological activities through nucleosome exchange [6]. Studies
have shown that BAF complexes generally do not bind at promoters, but occupy nucleosome assemblies
instead, which is further explained by the “loop recapture” mechanism [6]. In this loop recapture
model, an initial DNA loop or bulge is formed by the effect of a translocase activity of the SWI/SNF
complex [6,7], where the ATPase binds to a certain region on the nucleosome and uses its translocase
activity to move the DNA from one entry or exit to another in a directional wave. It was suggested
that this step usually happens in a region of DNA weakness, and that torsional strain is involved in the
proliferation of the loop. However, this model is restricted by some limitations as to whether torsional
strain is even necessary due to a lack of the effects of nicks and gaps on the process and the low bending
flexibility of DNA, thus making the concept of bulge formation questionable [6,7]. Nevertheless, the
binding of the complex to the nucleosome causes severe rearrangement of the DNA regarding the
histone octamer [6]. In addition, the BAF complex plays a role in the steadfastness of higher order
chromatin, which occurs due to the ability of this complex to bind to actin filaments through the initial
interaction with the phosphatidylinositol 4,5-bisphosphate (PIP2) micelles [8].

BAF complex also plays an essential role in regulation of gene transcription through its instructive
role in gene expression in certain types of cells via its interaction with certain transcription factors [9].
An illustrative example is given by the differentiation of multipotent neuroepithelial cells into the highly
specialized neuronal and glial cell types that are present within the adult central nervous system [10].
Furthermore, the BAF complex plays a role in controlling the pluripotency of embryonic cells, where it
is attached to almost all of the promoters of almost all the genes involved in the pluripotency, and
helps in refining the transcription of the genes involved in pluripotency and self-renewal [9]. BAF is
also important for the regulation of the immune response against viral infection through elevating the
levels of expression of INF genes, thereby leading to the initiation of antiviral activities [10].

In addition to the role of the BAF complex in chromatin remodeling, many subunits of BAF or
PBAF, including BRG1, BAF45A, BAF53A, BAF45A, BAF180, and BAF250A, are known to be involved
in hematopoiesis. Furthermore, BAF200, which is one of the PBAF subunits, plays a major role in heart
morphogenesis and coronary heart angiogenesis [11].

1.2. Structure of BAF Complex

The ATP-dependent chromatin remodeling complexes are large multi-component proteinaceous
machines that are composed of two to 17 subunits [12] and are highly conserved within eukaryotes.
They are characterized by the presence of ATPase subunit that belongs to superfamily II of the
helicase-related proteins [12,13]. Based on the unique differences that are present within or adjacent
to the ATPase domain, this class can be further divided into four main families: SWI/SNF (the most
complex member of the family containing of up to 17 subunits encoded by 29 genes, including several
products of the SWI and SNF genes (SWI1, SWI2/SNF2, SWI3, SWI5, and SWI6) and other proteins, see
below); imitation SWItch (ISWI, containing one ATPase subunit (SMARCA5 or SMARCA5) and one or
more accessory subunits); nucleosome remodeling deacetylase (NURD/Mi-2/CHD, including proteins
with both ATP-dependent chromatin remodeling and histone deacetylase activities); and INO80
(another large chromatin remodeling complex composed of >15 subunits) [12]. Figure 1 compares
the domain organization of the ATPase subunits found in ATP-dependent chromatin remodeling
complexes and shows that these ATPase always include a DExx and a HELICc domain, separated
by a linker [12,13]. The SWI/SNF family contains a HSA domain, involved in actin binding, and a
bromodomain important for the binding of acetylated lysines [12]. A characteristic feature of the
ATPases of the ISWI family is the presence of the SANT and SLIDE domains, important for histone
binding, whereas histone binding of the CHD/NURD/Mi-2 family is achieved via a tandem of chromo
domains located at the N-terminal region of these ATPases. Finally, similar to the SWI/SNF family,
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ATPases of the INO80 family contain a HSA domain but do not possess a bromodomain and have a
longer linker between the DExx and the HELICc domains [12].
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One should also keep in mind that the ATP-dependent chromatin remodeling complexes differ
from each other not only by the domain organization of their catalytic subunits, but also by their
subunit compositions. This is illustrated by Figure 2, showing schematic representations of some of
these important complexes.
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Figure 2. Subunit organization of different ATP-dependent chromatin remodeling complexes.
Reproduced/adapted with permission Hota et al. 2019 [14]. Dynamic BAF chromatin remodeling
complex subunit inclusion promotes temporally distinct gene expression programs in cardiogenesis [14].
Compositions of BAF complex (A), various ISWI complexes (B), NuRD complex (C), and different
INO80/SWR complexes (D) are shown.
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In mammals, multiple forms of SWI/SNF complexes are present and are composed of 9–12
core proteins that are referred to as BRG1 associated factors (BAF), ranging from 47 to 250 KD [15].
In addition, SWI/SNF complexes may contain brahma homolog (hBRM) [16]. Both BRG1 and hBRM
are orthologs of the yeast SWI2/SNF2-like ATPase, and the corresponding ATP-dependent chromatin
remodeling complexes in mammals are called either BRG1- or hBRM-associated factors (BAFs) [16].
Based on their subunit organization, SWI/SNF complexes in mammals are further subdivided into
two main complexes known as BAF (BRG-/BRM-associated factor, also known as canonical BAF,
cBAF) and PBAF (polybromo-associated BAF) that differ from each other based on their subunit
compositions, with BAF250A, BAF250B, or BAF180 found in BAF/cBAF or PBAF, respectively [17].
Recently, another type of SWI/SNF complex was described, namely the non-canonical BAF (ncBAF)
complex, which lacks the dedicated cBAF subunits and some PBAF-specific subunits, but includes
distinctive subunits GLTSCR1/1L [18]. The canonical BAF complex contains a catalytic subunit
(either SMARCA4/BRG1/BAF190A or SMARCA2/BRM/BAF190B) and at least SMARCE1/BAF57,
ACTL6A/BAF53, SMARCC1/BAF155, SMARCC2/BAF170, and SMARCB1/SNF5/BAF47. Furthermore,
even within the BAF complex itself, there is a noticeable polymorphism serving as an important
indication of the effect of combinatorial assembly in functional specificity of this regulatory machine.
Illustrative examples of distinct subunit compositions taking place at different time points during
development and in different tissues are given by embryonic stem (ES) cell-specific BAF (esBAF)
needed for the regulation of the ES cell (ESC) transcriptome, the neural progenitor BAF (npBAF)
complex that acts at the differentiation from ESCs to neural stem cells (NSCs), and the neuronal BAF
(nBAF) complex that controls various aspects of neural development and plasticity [19]. It was pointed
out that distinct switching of the BAF complex subunits leading to the transitioning from esBAF to
npBAF and to nBAF represents an adaptation of this SWI/SNF complex to the changing necessities of
more differentiated cell types [19].

Many different types of BAF complexes were identified, with several core subunits, such as BRG1
(or hBRM), BAF170, BAF155, and BAF47/INI1, as well as BAF60, BAF57, BAF53, and β-actin being
consistently found in most purified SWI/SNF complexes. These core subunits of the BAF complexes
are responsible for essential chromatin remodeling activity [20]. On the other hand, there are many
unique non-core subunits in the BAF complexes with the corresponding orthologs being not found in
yeast. The roles of the non-core subunits in targeting or signaling are still unclear [8]. Curiously, it
was pointed out that actin acts as one of the integral component of the mammalian BAF and PBAF
complexes, being tightly bound to the BAF complex [16,21] via direct interaction with at least two
different domains in the C-terminus of the BRG1 protein [8]. In fact, actin is so tightly bound to BAF
that this complex can only be eliminated by denaturing conditions [8]. Furthermore, one of the BAF
complex subunits, BAF53 shares 38% sequence identity with actin [8,21].

1.3. Deregulation of BAF Complex Associated with Diseases

SWI/SNF complex has been linked to several human diseases, mostly different types of cancer.
In fact, mutations, translocations, and deletions occurring within some subunits of SWI/SNF complex
were found in ~20% of human tumors, making the complex one of the most commonly affected
hallmarks in cancer [17,22]. Furthermore, SWI/SNF complexes have been shown to function as both
tumor suppressors and oncogenes [17]. Mutations in the SWI/SNF complex are usually associated with
loss of protein function, with SMARCB1/BAF47, SMARCA4/BRG1, and ARID1A/BAF250A subunits of
the complex being characterized by very high mutation frequencies and a strong relation to disease
development [17]. The roles of mutations in the individual BAF-complex subunits in the development
of various human diseases will be discussed later.

An illustrative example of a linkage of BAF complex to disease is given by Ewing sarcoma, which
is one of the most common bone tumors in children that, along with osteosarcoma, accounts for
6% of childhood malignancies [23]. The femur is the site of this tumor that frequently arises in the
midshaft [24]. Other tumors with similar histology, such as peripheral primitive neuroectodermal



Int. J. Mol. Sci. 2019, 20, 5260 5 of 59

tumor, Askin tumor, and neuroepithelioma, together with Ewing sarcoma, are collectively known as
the Ewing sarcoma family of tumors (ESFT) [24]. The most frequent gene translocation associated
with ESFT is t(11;22) (q24;q12) translocation, where fusion of EWS gene on 22q12 with FLI1 gene
on 11q24 will produce EWS-FLI1 hybrid protein, and this fusion transcript will lead to increased
transcription capacity compared with FLI1 alone [24]. Several factors affect activity of EWS-FLI1 in
Ewing sarcoma and in p53 and INK4A pathways, which are crucial in promoting cell cycle. Mutations
within these pathways lead to tumor progression [25,26] and unstable EWS-FLI1 expression. Since
under the normal conditions, the p53 initiates cell cycle arrest and apoptosis, therefore, a loss of p53 is
associated with the enhancement of EWS-FLI1 expression [25,27]. Furthermore, it was shown that
in Ewing sarcoma, hypoxia can lead to apoptosis resistance, chemotherapy resistance, and to the
establishment of alternative circulatory system [25,28,29]. The resistance to apoptosis is maintained
by activation of hypoxia inducible factors (HIF), which are HIF1, HIF2, and HIF3 that regulate
transcription in hypoxic environments [30]. Another pathway that maintains the oncogenic activity of
the EWS-FLI1 fusion protein is IGF1/IGF1-R and it was proven that IGF1/IGF1-R inhibition increased
chemo sensitivity [25,31,32]. When it comes to the role of BAF complex in development of Ewing
sarcoma, it was found that the BAF complex binds to EWSR1 protein [33,34], which is one of the RNA
binding proteins containing prion like domains [35], and it is the EWS-FLI1 fusion that maintains this
binding capability [33]. The interaction between the BAF complex and EWS-FLI1 fusion is weak and
transient. In addition, the prion domain of EWSR1 at the N-terminus provides the BAF complex with a
gain of function that is recruited to GGAA repeats microsatellites, and when this occurs, the closed
chromatin is remodeled for activation of enhancer and oncogenic transcription [33,34].

1.4. Intrinsically Disordered Proteins (IDPs)

Intrinsically disordered proteins (IDPs) and hybrid proteins containing ordered domains and
intrinsically disordered protein regions (IDPRs) are functional proteins that play essential biological
roles but do not have stable secondary or tertiary structure under physiological conditions [36]. IDPs and
hybrid proteins that contain both intrinsically disordered and ordered parts have been found to be very
common by computational analyses [37–57]. IDPs/IDPRs are characterized by exceptional structural
heterogeneity. For example, extended IDPs/IDPRs possess a low content of hydrophobic amino acids,
low sequence complexity (commonly contain repeats [58,59]), and have high levels of charged and polar
residues [37,60–66]. Therefore, IDPs/IDPRs are characterized by the reduced informational content of
their amino acid sequences, and their amino acid alphabet is decreased in comparison with the that
utilized in the amino acid sequences of ordered proteins and domains [67]. Due to their unique amino
acid biases, such proteins or regions are unable to fold into stable globular three-dimensional structures
and exist as highly dynamic conformational ensembles consisting of multiple rapidly interchangeable
structures [64,68–74]. The IDP structures can range from expanded, random coil-like conformations,
to pre-molten globule-like ensembles, and to molten globular structures [70,72,75]. Some proteins
are also characterized by the presence of semi-disorder; i.e., they have regions that possess ~50%
predicted probability to be disordered or ordered [76]. Furthermore, different regions of a protein
can be disordered to a different degree. As a result, IDPs/IDPRs are characterized by a very complex
and heterogeneous spatiotemporal structural organization, possessing foldons (independent foldable
units of a protein), inducible foldons (disordered regions that can fold at least in part due to the
interaction with binding partners), non-foldons (non-foldable protein regions), semi-foldons (regions
that are always in a semi-folded form), and unfoldons (ordered regions that have to undergo an
order-to-disorder transition to become functional) [73,74,77,78].

Despite their lack of unique structures, IDPs/IDPRs play a number of crucial roles in regulation
of signaling pathways and in the control and coordination of transcription, translation, and the cell
cycle [68,75,79–85]. They also can be involved in cell protection, protein protection, cellular homeostasis,
and controlled cell death [86–89]. Functional IDPRs are commonly found in enzymes [90]. Furthermore,
IDPs play a central role in the assembly of large proteinaceous machines, such as ribosome, organization
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of chromatin, gathering of microfilaments and microtubules, transport through the nuclear pore, and
in the binding and transport of small molecules [91–96]. It was also proven that IDPs/IDPRs are
subjected to various post-translational modifications (PTMs) that serve as the most important means
of disorder-centered regulation of protein functionality [97,98]. Furthermore, the mRNA regions
affected by alternative splicing predominantly encodes IDPRs [99]. In addition, some proteins are
capable of biological phase separation leading to the formation of various proteinaceous membrane-less
organelles (PMLOs), which are commonly found in both prokaryotic and eukaryotic cells [100–105].
These proteins are characterized by structural/sequence modularity, invariably contain high levels of
intrinsic disorder, and as a result of their highly disordered nature, are able to participate in weak
multivalent interactions [84,106,107].

Based on their multifunctionality and highly polymorphic structural organization, one might
expect that BAF complexes and their subunits should include high levels of functional intrinsic disorder.
The goal of this study is to test this hypothesis via multifactorial bioinformatics analysis of the intrinsic
disorder predisposition of various subunits of human BAF complex, combined with a multi-level
computational research of the potential roles of intrinsic disorder in functionality of these subunits and
their associations with the pathogenesis of various human diseases.

2. Results and Discussion

2.1. Global Disorder Analysis of the BAF Subunits

Since ATP-dependent chromatic remodeling complexes are characterized by highly polymorphic
structures with variable subunit compositions and numerous accessory proteins, the sections below
provide merely partial coverage of all the BAF subunits and accessory proteins. In fact, only the
30 major components of this complex are discussed here. The list of considered subunits include
BRG1/SMARCA4, BRM/SMARCA2 BCL7A, BCL7B, BCL7C, BCL11A, BCL11B, BAF250A/ARID1A,
BAF250B/ARID1B, BAF57/SMARCE1, BAF155/SMARCC1, BAF180/PBRM1, BAF200/ARID2, BRD7,
BRD9, BAF60A/SMARCD1, BAF60B/SMARCD2, BAF60C/SMARCD3, BAF45A/PHF10, BAF45D/DPF2,
BAF45B/DPF1, BAF45C/DPF3, BAF47/SMARCB1, SSXT/SS18, BAF170/SMARCC2, BAF53A/ACTL6A,
BAF53B/ACTL6B, actin-β/ACTB, GLTSCR1/BICRA, and GLTSCR1L/BICRAL.

First, we analyzed the predicted percentage of intrinsic disorder (PPID) for each of the 30 subunits
of human BAF complex. Figure 3A shows the 2D-disorder plot presenting the PPIDPONDR

®
VSL2

vs. PPIDPONDR
®

VLXT plot to illustrate the peculiarities of disorder predisposition of these proteins.
According to the overall levels of intrinsic disorder, proteins can be classified as highly ordered (PPID
< 10%), moderately disordered (10% ≤ PPID < 30%), and highly disordered (PPID ≥ 30%) [108]. From
this PPID-based classification and data shown in Figure 3A, it is clear that only three BAF subunits,
BAF53A, BAF53B, and β-actin are moderately disordered proteins, with the remaining members
of this family being highly disordered. Importantly, the vast majority of human BAF subunits are
characterized by PPID exceeding 50%. These observations define a set of these proteins as one of the
most disordered set of functionally related proteins.

To gain further insight into the nature of disorder in BAF subunits, we used charge-hydropathy
cumulative distribution function (CH-CDF) analysis (see Figure 3B) [109–111], which is based on a
combined utilization of two binary disorder classifiers (i.e., predictors that evaluate the predisposition
of a given protein to be ordered or disordered as a whole): Charge-hydropathy (CH) plot [69,110] and
cumulative distribution function (CDF) plot [110,112].

The primary difference between the binary predictors is that the CH-plot is a linear classifier that
takes into account only two parameters of the particular sequence (charge and hydropathy), whereas
CDF analysis is dependent on the output of the PONDR® predictor, a nonlinear classifier, which was
trained to distinguish order and disorder based on a significantly larger feature space. According to
these methodological differences, the CH-plot analysis is predisposed to discriminate proteins with
substantial amount of extended disorder (random coils and pre-molten globules) from proteins with
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compact conformations (molten globule-like and ordered globular proteins). On the other hand, CDF
analysis discriminates all disordered conformations, including native coils, native pre-molten globules,
and native molten globules, from ordered globular proteins. Therefore, this computational discrepancy
provides a useful tool for discrimination of proteins with extended disorder from molten globules
and hybrid proteins containing noticeable (comparable) levels of ordered and disordered regions.
Here, positive and negative Y values in the CH-CDF plot correspond to proteins predicted within the
CH-plot analysis to be extended or compact, respectively.
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(B) Charge-hydropathy cumulative distribution function (CH-CDF) plot. In this plot, the coordinates
of each spot are calculated as a distance of the corresponding protein in the CH-plot from the
boundary (Y-coordinate) and an average distance of the respective CDF curve from the CDF boundary
(X-coordinate) [109–111].

On the other hand, positive and negative X values are attributed to proteins predicted within the
CDF analysis to be ordered or intrinsically disordered, respectively. Therefore, the CDF-CH phase
space can be separated into four quadrants that correspond to the following expectations: Q1, ordered
proteins; Q2, proteins predicted to be disordered by CDFs, but compact by CH-plots (i.e., putative
native molten globules or hybrid proteins); Q3, proteins predicted to be disordered by both methods
(i.e., proteins with extended disorder); and Q4, proteins predicted to be disordered by CH-plots, but
ordered by CDF [109–111]. Figure 3B represents the results of this analysis and shows that the subunits
of human BAF complex are located within the three quadrants within the CH-CDF phase space, Q1, Q2,
and Q3. Based on this analysis, one can conclude that 27 proteins are expected to be mostly disordered,
and only three human BAF subunits, actin-β/ACTB, BAF53A/ACTL6A, and BAF53B/ACTL6B, are
mostly ordered.
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Next, we analyzed the inter-complex interactability of BAF subunits using a publically available
computational platform STRING, which integrates all the information on protein–protein interactions
(PPIs), complements it with computational predictions, and returns the PPI network showing all
possible PPIs of a query protein(s) [113]. Results of this analysis are shown in Figure 4A that represents
BAF complex as a condensed and highly interconnected PPI network containing 29 nodes connected
by 372 edges. In this network, the average node degree was 25.7, and the average local clustering
coefficient (which defines how close its neighbors are to being a complete clique; the local clustering
coefficient is equal to 1 if every neighbor connected to a given node Ni is also connected to every other
node within the neighborhood, and it is equal to 0 if no node that is connected to a given node Ni
connects to any other node that is connected to Ni) was 0.981. Furthermore, since the expected number
of interactions among proteins in a similar size set of proteins randomly selected from human proteome
was equal to 43, the inter-BAF PPI network had significantly more interactions than expected, being
characterized by a PPI enrichment p-value of <10−16. We also used STRING to study the engagement of
the subunits of the BAF complex in interactions with 500 proteins forming the first shell of the resulting
interactome (note that the number of interactors in STRING was limited to 500). In this analysis, the
high confidence level of 0.7 was used. Figure 4B represents the resulting interactome that included
529 nodes connected by 11,679 edges. Therefore, this interactome was characterized by an average
node degree of 44.2 and shows an average local clustering coefficient of 0.691. The expected number of
interaction for the set of proteins of its size was 3606, indicating this BAF-centered PPI network had
significantly more interactions than expected (PPI enrichment p-value was < 10−16).Int. J. Mol. Sci. 2018, 19, x 9 of 61 
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2.2. Transcriptional Activator BRG1 or ATP-Dependent Helicase SMARCA4 (PPID = 61.3%)

Human Brahma-related gene-1 (BRG1, also known as BAF190A, or SWI/SNF-related
matrix-associated actin-dependent regulator of chromatin subfamily A member 4 (ATP-dependent
helicase SMARCA4), UniProt ID: P51532; 1,647 residues) encoded by the SMARCA4 gene is the
central catalytic subunit of numerous chromatin-modifying enzymatic complexes, including BAF [114].
BRG1 alone is able to promote some nucleosome remodeling in vitro, while almost optimal chromatin
remodeling can be achieved by adding BAF170, BAF155, and BAF47 [115]. In addition to the BAF
complex, BRG1 is found in many other complexes, including: The WINAC complex (WSTF including
nucleosome assembly complex) sharing subunits with both SWI/SNF- and ISWI-based chromatin
remodeling complexes [116]; the NUMAC complex (nucleosomal methylation activation complex)
containing histone-modifying enzyme co-activator-associated arginine methyltransferase-1 (CARM1)
in addition to BRG1 and several other SWI/SNF-associated proteins [117]; the NCoR-1 (nuclear receptor
corepressors-1) complex including four core SWI/SNF proteins, BRG1, BAF170, BAF155, and BAF47,
histone deacetylases-3 (HDAC3), and the transcriptional co-repressors KAP-1 that interacts with
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proteins possessing KRAB domain, which is a common motif found in DNA-binding transcriptional
repressors [118]; and the mSin3A/HDAC complex, known to repress transcription and induce gene
silencing [114].

BRG1 plays a role in cellular proliferation and differentiation by interacting with specific
promoters [119], and serves as a tumor suppressor [120] or transcription activator or a transcription
repressor via interaction with specific protein partners [114]. Among the most noticeable BRG1 partners
related to the transcription activation are several nuclear receptors (NRs) such as AR, ERα, GR, PPARγ,
PR, and VDR, as well as β-catenin, CARM1, EVI-1, Mef2D, p130(RN2), Samd3, STAT1, and STAT2 [114].
BRG1-controlled transcriptional repression depends on the BRG1 interaction with GR, HDAC1/2, HP1,
Mbd3, Mi-2β, mSin3A, pRb, PRMT5, REST, SMRT, and SYT-SSX, whereas tumor suppression activity
of BRG1 is achieved via its interaction with BRCA1, p53, and FANCA (which also act as transcription
activators) [114].

The sections below briefly describe mutations in, and deregulations of, SMARCA4/BRG1 associated
with the development of human diseases. Since this protein acts as a tumor suppressor interacting
with key regulatory proteins such as BRCA1 and p53 [121–123], loss of its expression leads to abnormal
proliferation, anomalous cell cycle control, and altered cell growth through a variety of ways [121,124].
Furthermore, mutations in BRG1 were found in 5–10% of cases of lung cancer [125,126]. In the case of
non-small cell lung cancers, it was also established that patients with BRG1-negative lung cancer had
worse prognoses than patients with BRG1-positive non-small cell lung cancer [17,121].

Small cell carcinoma of the ovary of hypercalcemic type (SCCOHT) is a very rare tumor usually
found in young females [17]. Hypercalcemia is found in most cases, and is associated with a
poor prognosis [127,128]. In almost all SCCOHT tumors, inactivating mutations leading to loss of
BRG1/SMARCA4 expression have been exclusively found [129], and mutations of this protein were
observed in 91% of cases [125,126]. Blood neoplasm (Burkitt lymphoma) is linked to mutations in
the BRG1/SMARCA4 and BAF250A/ARID1A tumor suppressor genes [17,130], with the nonsense and
frame-shift mutations leading to loss of function constituting almost 30% of the genetic events occurring
with BAF250A/ARID1A [130]. Group 3 and 4 pediatric medulloblastomas also linked to mutation in
the BRG1/SMARCA4 gene represent a significant clinical challenge due to poor prognosis and lack of
targeted therapy [17,131].

Pancreatic ductal cells undergo a stage of dedifferentiation before progressing into intraductal
mucinous papillary neoplasia, after which they progress to pancreatic ductal adenocarcinoma, and
during this step of progression BRG1 was found to play a dual role according to the stage of the tumor,
acting either as a tumor suppressor or a promoter of the pancreatic tumorigenesis [17,132]. BRG1 acts
as a tumor suppressor during the early stages of dedifferentiation of pancreatic ductal cells, and also
promotes late stage progression of pancreatic ductal adenocarcinoma [132].

Rhabdoid tumors are rare and aggressive embryonic tumors that affect the central nervous system,
and which are typically diagnosed in early childhood, usually under three years old [133]. A rhabdoid
tumor can involve the kidney and other sites, particularly soft tissues [134]. These cancers have a poor
prognosis, with a 5-year survival of 33%, as they are usually at stage 3 or even higher at the time of
diagnosis [135]. It was shown that the bi-allelic BRG1 gene mutation is present in 100% of the tumors
(total n = 4) [125,126].

The role of BRG1 in breast cancer pathogenesis is determined mostly by its interaction with a tumor
suppressor BRCA1. Although mutated BRCA1 exposes individuals to the risk of breast cancer, it was
also shown that BRCA1 could interact with the BRG1 subunit of a SWI/SNF complex. Furthermore, a
mutant form of BRG1 interfered with the transcriptional control mediated by BRCA1 [123]. Other tumors
associated with BRG1 mutations are melanomas, colorectal cancer, oral cancer, and hepatocellular
carcinoma, with BRG1 mutations being present in 5–10% of cases in melanoma and colorectal
cancer, and increased expression of BRG1 mRNA identified in both oral cancer and hepatocellular
carcinoma [125,126].
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Another malady linked to the mutated BRG1 is Coffin–Siris syndrome (CSS), a disease characterized
by growth and developmental abnormalities as well as craniofacial features, such as sparse scalp
hair, bushy eye brows, wide and prominent mouth, body hirsutism, absent or hypoplastic nails of
fifth fingers, or toes with absent hypoplastic phalanges. The disease is sometimes associated with
cardiac anomalies like atrial septal defect and patent ductus arteriosus, and also gastro intestinal
anomalies like pyloric stenosis and intestinal malrotation [136]. Chromatin remodeling subunit
SMARCA4/BRG1 has been found to be mutated in 11% of CSS patients, containing missense mutations
with gain-of-function or dominant-negative effects [129]. Besides CSS, other neurodevelopmental
disorders, such as Hirschsprung disease, autism spectrum disorder, and schizophrenia, have been
associated with mutations in BRG1/BRM subunit of the BAF chromatin remodeling complex like [137].
Furthermore, SMARCA4/BRG1 mutations have been also linked to microphthalmia, a developmental
disorder in which one or both eyes are abnormally small and have anatomic malformations [129].
This linkage is defined by the fact that BRG1 is involved in lens development, and controls both
terminal differentiation of lens fiber cells and organized degradation of their nuclei (denucleation) in
embryos [129,138].

Multifunctionality of BRG1 and link of this protein to a broad spectrum of human diseases are
determined by the complexity of its structural organization (see Figure 5). First, this protein has
advanced domain organization, containing a series of conserved functional domains and motifs. Among
these functional domains and motifs are QLQ domain (residues 171–206) involved in protein–protein
interactions, DNA-binding HSA domain (residues 460–532), BRK domain (residues 611–656), helicase
(residues 766–1246) containing DEXHc ATP binding domain (residues 766–931) and helicase C-terminal
domain HELICc (residues 1081–1246), and bromodomain (residues 1455–1566) interacting with
acetylated lysines (Figure 5A). BRG1 also contains the Snf2 ATP coupling domain (residues 1321–1389),
and several established functional regions, such as residues 1–282, necessary for interaction with
SS18L1/CREST, RNA binding region interacting with lncRNA Evf2 (residues 462–748), and two
regions sufficient for interaction with DLX1 (residues 837–916, and 1247–1446). There are also several
regions with compositional biases, such as the poly-Lys region (residues 578–588) and three poly-Glu
regions (residues 663–672, 1360–1364, and 1571–1584). Structural information is currently available for
bromodomain by itself (see Figure 5B) and for a fragment of C-tail (residues 1591–1602) complexed with
the Brd3 ET domain (see Figure 5C). BRG1 is characterized by high intrinsic disorder content, with >60%
residues of this protein being predicted to be disordered (Figure 5D). Furthermore, D2P2-generated
disorder profile of this protein show BRG1 contains 27 molecular recognition features (MoRFs); i.e.,
IDPRs capable of undergoing induced folding at interaction with binding partners, as well numerous
posttranslational modifications (PTMs).

Importantly, BRX1 C-terminal region complexed with the Brd3 ET domain (see Figure 5C)
coincides with one of the C-terminally located MoRFs (residues 1592–1600). Similarly, the protein
interacting QLQ domain (residues 171–206) is a part of a long N-terminal MoRF (residues 21–231).
Similarly, the 34-residue-long MoRF (residues 475–508) represents a large portion of the HSA domain
spanning residues 460–532. Overall, 638 residues of human BRG1 (38.7%) or ~60% of its predicted
disordered residues are expected to be involved in disorder-based protein–protein or protein–nucleic
acid interactions. Finally, BRG1 might exist in five experimentally validated isoforms generated by
alternative splicing (AS), and there are 29 computationally mapped potential isoforms. Canonical BRG1
isoform is a 1647-residue long protein with highly disordered N- and C-terminal regions. Residues
1259–1291 are missing in four AS-generated isoforms. In addition, isoforms 3 and 4 have residue
W1,388 changed to a tetrapeptide WLKT, and isoforms 3 and 5 are missing residue S1,475. Note that
all AS-induced sequence changes are concentrated within the intrinsically disordered C-terminal
region of BRG1. These AS events may also affect disorder-based functionality of this protein. In fact,
the missing 1259–1291 region includes one of the MoRFs (residues 1263–1282), changes at W1,388

affect another MoRF (residues 1381–1398), and elimination of S1,475 might affect yet another MoRF
(residues 1458–1474). STRING analysis of the BRG1 interactome (using the highest confidence of
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0.9) produced a PPI network containing 77 nodes with an average node degree of 24.5 and average
local clustering coefficient of 0.836. Instead of the expected 130 edges, this network contained 943
interactions (PPI enrichment p-value < 10−16). The corresponding BRG1-centerd PPI network is shown
in Supplementary Materials.Int. J. Mol. Sci. 2018, 19, x 13 of 61 
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Figure 5. Structural organization of human BRG1 protein. (A) Domain architecture of the protein.
(B) NMR solution structure of the bromodomain (residues 1452–1570, PDB ID: 2H60). (C) NMR solution
structure of the C-terminal peptide of BRG1 (residues 1591–1602, red structures) bound to the Brd3 ET
domain (PDB ID: 6BGH, blue structures). (D) D2P2 functional disorder profile of human BRG1 protein
(UniProt ID: P51532).
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2.3. Protein Brahma Homolog BRM or Probable Global Transcription Activator SNF2L2 (PPID = 60.6%)

Human protein brahma homolog (BRM, also known as BAF190B, SWI/SNF-related
matrix-associated actin-dependent regulator of chromatin subfamily A member 2 (ATP-dependent
helicase SMARCA2), or probable global transcription activator SNF2L2, UniProt ID: P51531) is a 1590
residue-long catalytic subunit of the multiprotein chromatin-remodeling SWI/SNF complexes. BRM is
encoded by the SMARCA2 gene, and has domain organization similar to that of BRG1, containing a
QLQ domain (residues 173–208), an HSA domain (residues 436–508), a helicase ATP-binding domain
(residues 736–901), a helicase C-terminal domain (residues 1054–1216), and a bromodomain (residues
1419–1489). There are also several regions with the compositional bias in the amino acid sequence
of human BAF190B. These include two poly-Gln regions (residues 216–238 and 245–253), a poly-Arg
region (residues 559–562), and three poly-Glu regions (residues 643–650, 1291–1301, and 1518–1529).

Since BRM serves as an alternative to BRG1 in some chromatin-remodeling SWI/SNF complexes,
and since these two proteins have overlapping functions, only some of the pathological consequences
of BRM misbehavior as well as the structural and intrinsic disorder-related features of this protein was
considered here. Multiple mutations in the SMARCA2 gene were identified in Nicolaides–Baraitser
syndrome (NCBRS), which is a rare disease characterized by severe mental retardation with absent
or limited speech, seizures, short stature, sparse hair, typical facial characteristics, brachydactyly,
prominent finger joints, and broad distal phalanges [139]. These SMARCA2 gene mutations cause BRM
substitutions at Ala752, Arg755, Ile756, His851, Asp852, Lys852, Arg854, Asn854, Gly855, Arg881, Val881,
Leu883, Tyr939, Ser946, Phe946, Cys1105, Pro1105, Pro1135, Arg1146, Val1158, Gly1159, Leu1159, Gln1159,
His1162, Pro1188, Val1201, Cys1202, Gly1205, and Trp1213. Single nucleotide polymorphisms (SNPs) in this
gene are also associated with schizophrenia [140].

According to the BioMuta database of single-nucleotide variations (SNVs) in cancer (https:
//hive.biochemistry.gwu.edu/biomuta/), mutations in the SMARCA2 gene are linked to melanoma,
malignant glioma, thyroid carcinoma, and blastoma, as well as to uterine, urinary bladder, stomach,
colorectal, kidney, ovarian, breast, liver, cervical, and lung cancer.

X-ray crystal structure was solved for a construct containing helicase ATP-binding domain
(residues 705–955) with N-terminally attached maltose binding protein (MBP) tag (PDB ID: 6EG3) [141].
Figure 6A shows the structure of this ATP-binding domain with the computationally removed MBP
tag. The NMR solution structure is also known for a bromodomain (residues 1377–1504; PDB ID: 2DAT;
see Figure 6B). Figure 6C shows that similar to BRG1, N- and C-termini of BRM were predicted to
be highly disordered and contain numerous PTMs sites and MoRFs. In fact, there were 23 MoRFs
in this protein that span over 524 residues (32.9% of total residues or 54.4% of disordered residues).
STRING-generated BRM-centered PPI network (using the highest confidence of 0.9) contains produced
a PPI network containing 34 nodes with an average node degree of 19.5 and average local clustering
coefficient of 0.842. Instead of the expected 39 interactions, this network contained 332 edges. Therefore,
this PPI network was significantly more connected than expected (PPI enrichment p-value < 10−16).
The corresponding BRM interactome is shown in Supplementary Materials.

https://hive.biochemistry.gwu.edu/biomuta/
https://hive.biochemistry.gwu.edu/biomuta/


Int. J. Mol. Sci. 2019, 20, 5260 14 of 59

Int. J. Mol. Sci. 2018, 19, x 15 of 61 

 

1504; PDB ID: 2DAT; see Figure 6B). Figure 6C shows that similar to BRG1, N- and C-termini of 
BRM were predicted to be highly disordered and contain numerous PTMs sites and MoRFs. In fact, 
there were 23 MoRFs in this protein that span over 524 residues (32.9% of total residues or 54.4% of 
disordered residues). STRING-generated BRM-centered PPI network (using the highest confidence 
of 0.9) contains produced a PPI network containing 34 nodes with an average node degree of 19.5 
and average local clustering coefficient of 0.842. Instead of the expected 39 interactions, this 
network contained 332 edges. Therefore, this PPI network was significantly more connected than 
expected (PPI enrichment p-value < 10−16). The corresponding BRM interactome is shown in 
Supplementary Materials. 

 
Figure 6. Structural organization of human BRM protein. (A) X-ray crystal structure of helicase 
ATP-binding domain (residues 705–955; PDB ID: 6EG3). (B) NMR solution structure of the 
bromodomain (residues 1477–1504, PDB ID: 2DAT). C. D2P2 functional disorder profile of the 
human BRM protein (UniProt ID: P51531). 

Figure 6. Structural organization of human BRM protein. (A) X-ray crystal structure of helicase
ATP-binding domain (residues 705–955; PDB ID: 6EG3). (B) NMR solution structure of the bromodomain
(residues 1477–1504, PDB ID: 2DAT). C. D2P2 functional disorder profile of the human BRM protein
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2.4. BAF155 (PPID = 59.2%)

BAF155 is a 1105 residue-long protein (UniProt ID: Q92922) encoded by the SMARCC1 gene.
BAF155 plays a critical role within SWI/SNF complex, being involved in keeping the whole BAF-complex
stoichiometry [142,143]. This protein is a part of npBAF and nBAF complexes. BAF155 stimulates
the ATPase activity of the catalytic subunit BRG1 of the BAF complex [18,115]. Together with the
BRG1/BRM and BAF47, BAF155/BAF170 forms an evolutionarily conserved stable complex able
to carry out essential chromatin remodeling activity. Therefore, these subunits constitute the core
components of the BAF complex. There is also evidence that supports the notion that BAF155 controls
the steady-state level of BAF57 [143], and an interplay between those subunit and proteasome–protein
mediated degradation is involved in the regulatory process [143]. Furthermore, BAF155 has a tumor
suppressor activity in some tumors, such as colorectal cancer and ovarian carcinoma, as mutations of
SMARCC1/BAF155 were also linked to the development of these tumors [144,145]. Prostate cancer is
one of the most common cancers world-wide and carries the sixth place as the leading cause of cancer
related mortality among men [144].

A diagnosis of prostate cancer is usually based on digital rectal exam (DRE), level of PSA, and
biopsy [146]. It was proven that BAF155 expression is lost in prostate cancer, and that this protein
plays a role in prevention of proliferation of prostate cancer cells (PC3), prevents the cancerous cells
migration, and initiates the cancerous cells apoptosis process [125,144].

Human BAF155 (UniProt ID: Q92922) contains two functional domains, SWIRM (residues 449–546)
that mediates specific PPIs required for the assembly of chromatin–protein complexes, and SANT
(residues 618–669), which is another PPI module that can bind to tails of histone proteins. It also
includes a coiled-coil domain (residues 914–946). Furthermore, there are several regions with amino
acid composition biases in this protein, such as poly-Pro (residues 329–336), Glu-rich (residues 769–863),
poly-Ala (residues 867–878), and Pro-rich regions (residues 977–1105).

Structure is currently known for the SWIRM domain complexed with the with the repeat 1 (RPT1)
domain of BAF47 (residues 183–289; PDB ID: 5GJK) [20] and for the SANT domain (residues 610–675;
PDB ID: 1RYU) [147] (see Figure 7A,B). Figure 7C,D illustrate that BAF155 contained high levels of
intrinsic disorder and that these IDPRs are related to the regulation of its functionality. In fact, BAF155
was heavily decorated with multiple sites of various PTMs and had 19 MoRFs. Overall, 312 residues
of this protein (28.2%) were expected to be engaged in disorder-based interactions. This feature is
likely to define high interactability of human BAF155. In fact, STRING-based analysis revealed that
this protein was forming a well-developed and highly connected PPI network that included 63 nodes
linked by 850 edges, with an average node degree of 27 and an average local clustering coefficient of
0.831. Since the expected number of edges for the network of its size was 102, the BAF155-centered
network had significantly more interactions than expected (PPI enrichment p-value was < 10−16).
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2.5. BAF170 (PPID = 63.1%)

Human BAF170 (UniProt ID: Q8TAQ2) is a 1214-residue-long protein encoded by the SMARCC2
gene. It has a domain organization similar to that of BAF155, containing SWIRM and SANT domains
(residues 424–521 and 596–647, respectively), as well as a coiled-coil domain (residues 907–934). It also
has regions with amino acid composition biases, such as poly-Glu (residues 186–189), Glu-rich (residues
747–855), poly-Ala (residues 861–870), poly-Gln (residues 956–960), and Pro-rich regions (residues
961–1213). SMARCC2 is one of the genes mutations that are associated with a rare and clinically and
genetically heterogeneous disorder, Coffin–Siris syndrome. Furthermore, according to the BioMuta
database of single-nucleotide variations (SNVs) in cancer, mutations in this gene are associated with
liver, cancer, colorectal, stomach, lung, breast, and uterine cancers, as well as with melanoma and
multiple other tumors.Int. J. Mol. Sci. 2018, 19, x 19 of 61 
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human BAF170 generated by six commonly used predictors of intrinsic disorder (PONDR® VLXT,
PONDR® VL3, PONDR® VSL2, PONDR® FIT, IUPred_short, and IUPred_long).

In addition to the canonical isoform, human BAF170 has two AS-generated isoforms, in which
residue Q550 is changed to QGRQVDADTKAGRKGKELDDLVPETAKGKPEL, and which are missing
residues 1075–1189 (isoform 2) or 1075–1167 (isoform 3). Although no structural information is



Int. J. Mol. Sci. 2019, 20, 5260 18 of 59

currently available for human BAF170, its disorder profile and the peculiarities of disorder-based
functionality are similar to those of BAF155. This is evident from the comparison of Figures 7 and 8.
BAF170 has multiple PTM sites and includes 25 MoRFs that cover 464 residues, indicating that 38.2%
of residues of this protein can be engaged in disorder-based interactions. STRING-based analysis using
the highest confidence of 0.9 revealed that the human BAF170 protein is forming a well-developed
and highly connected PPI network that includes 64 nodes linked by 842 edges, with the average node
degree of 26.3 and the average local clustering coefficient of 0.849. Since the expected number of edges
for the network of its size was 100, BAF170-centered network was characterized by significantly more
interactions than expected (PPI enrichment p-value was < 10−16).

2.6. BAF47 (PPID = 35.8%)

BAF47 is a 385-residue-long SWI/SNF-related matrix-associated actin-dependent regulator of
chromatin subfamily B member 1 (SMARCB1, UniProt ID: Q12824) encoded by the SMARCB1 gene.
BAF47 serves as a core component of BAF, PBAF, and related multiprotein chromatin-remodeling
complexes. This protein stimulates BRG1 activity in vitro and is related to the CSF1 promoter
activation. BAF47 is able to interact with double-stranded DNA and also binds to several human
proteins, such as CEBPB (when not methylated) [148], PIH1D1 [149], PPP1R15A [150,151], MYK,
and MAEL [152]. Furthermore, BAF47 is engaged in interaction with several viral proteins, such as
human immunodeficiency virus-type 1 (HIV-1) integrase, human papillomavirus 18 E1 protein [153],
and Epstein-Barr virus protein EBNA-2 [154]. Mutations in the SMARCB1 gene are associated with
Coffin–Siris syndrome 3 (CSS3), Schwannomatosis 1 (SWNTS1), rhabdoid tumor predisposition
syndrome 1 (RTPS1), as well as familial multiple meningioma, familial rhabdoid tumor, and
neurofibromatosis type 3. Furthermore, according to BioMuta (https://hive.biochemistry.gwu.edu/

biomuta/branchview/), SNV mutations in SMARCB1 are found in various cancers, including uterine,
lung, kidney, and stomach cancers.

Human BAF47 can be divided into several functional regions with specific activities, such as
DNA-binding region (residues 1–113), HIV-1 integrase binding region (residues 183–243) that overlaps
with MYC-binding region (residues 186–245), and PPP1R15A-interacting region (residues 304–318).
There are also two repeat regions (residues 186–245 and 259–319). NMR solution structures were
solved for the DNA-binding domain (residues 2–113, PDB ID: 5AJ1) and for the MYC/HIV-1 integrase
binding region (residues 183–265; PDB ID: 6AX5; see Figure 9A,B, respectively).

Although human BAF47 contains less disorder than other core subunits of the BAF complex,
Figure 9C,D show that disorder is mostly concentrated within the N-terminal half of this protein,
where one can find several PTM sites and three MoRFs. Interestingly, BAF47 is one of a few proteins in
the set we analyzed that does not contain regions with amino acid sequence biases.

https://hive.biochemistry.gwu.edu/biomuta/branchview/
https://hive.biochemistry.gwu.edu/biomuta/branchview/
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Figure 9. Structural organization of the human BAF47 protein. (A) NMR structure of the DNA-binding
domain (residues 2–113, PDB ID: 5AJ1). (B) NMR solution structure of the MYC/HIV-1 integrase
binding region (residues 183–265; PDB ID: 6AX5). (C) D2P2 functional disorder profile of human
BAF47 protein (UniProt ID: Q12824). (D) Intrinsic disorder profile of human BAF47 generated by six
commonly used predictors of intrinsic disorder (PONDR® VLXT, PONDR® VL3, PONDR® VSL2,
PONDR® FIT, IUPred_short, and IUPred_long).

According to STRING analysis, where the highest confidence level of 0.9 was used, the PPI
network formed by human BAF47 includes 58 nodes connected by 765 edges, with an average node
degree of 26.4 and an average local clustering coefficient of 0.866. Since the expected number of edges
for the network of its size was 89, BAF47-centered network possessed more interactions than expected
(PPI enrichment p-value was < 10−16).
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2.7. BAF250A (PPID = 75.8%)

The distinguishing subunit of human SWI/SNF is BAF250/ARID1, which exists as two forms,
BAF250A/ARID1A and BAF250B/ARID1B [155] that enroll the SWI/SNF complex to chromatin,
allowing transcriptional activation of several genes [156]. As an example, the BAF250A excites
GR-dependent transcriptional activation, and the stimulation is sharply reduced when the C-terminal
region of BAF250A is deleted. It is suggested that BAF250A may promote engagement of the
human BAF-complex to its targets through either protein-DNA or protein–protein interactions [157].
Furthermore, BAF250A, which is considered to be a regulatory subunit of the SWI/SNF, plays a key
role in cardiac progenitor cell differentiation [158]. BAF250A serves as one of the core subunits of the
npBAF and nBAF complexes, which are neural progenitors-specific chromatin remodeling complex
and the neuron-specific chromatin remodeling complex, respectively. Although the npBAF complex is
essential for the self-renewal/proliferative capacity of the multipotent neural stem cells, nBAF regulates
the activity of genes essential for dendrite growth.

Similar to BRG1, mutations and deregulation of BAF250A is associated with cancer pathogenesis.
For example, Burkitt lymphoma has been linked to mutations in the genes coding for both BRG1 and
BAF250A [17,130], with nonsense and frame-shift mutations in BAF250A that lead to loss of function
constituting almost 30% of genetic events associated with this blood neoplasm [130]. Mutations in
ARID1A encoding BAF250A associated with the loss of BAF250 function have been linked to ovarian
clear cell carcinoma (OCCC) [17,125,127], which is a rare form of cancer, accounting for approximately
5–10% of all ovarian carcinomas in North America, with a higher percentage in East Asia. OCCC
is usually associated with endometriosis and can by diagnosed at an earlier stage, resulting in an
overall positive prognosis [159]. Mutations in ARID1A with loss of BAF250 function have been
also linked to the development of the subtypes of endometrioid carcinoma [160,161]. In OCCC and
endometrioid ovarian cancer, ARID1A mutations may be heterozygous or biallelic, with biallelic
mutations being associated with BAF250A loss of function or loss of protein expression [125,126].
Mutations in ARIDA1 were found in more than 10% of cases of OCCC [125,126]. ARID1A mutations
are also present in more than 10% of liver cancer cases [125,126]. During initiation of the tumors,
deletion of ARID1A was protective, causing a delay in the onset of hepatocellular carcinoma in mice,
while it was also noticed that loss of ARID1A led to acceleration of colorectal cancer in mice. Based on
these observations, it was concluded that the role of BAF250 in tumor progression is dependent on the
nature of the disease [162,163]. In addition to the aforementioned pathologies, genome sequencing
and comparative genomic hybridization (CGH) studies have detected ARID1A mutations or deletions
in a share of additional cancer subtypes, such as gastric cancer (29%), breast cancer (4–13%), pancreatic
cancer (33–45%), transitional cell carcinoma of the bladder (13%), Waldenström’s macroglobulinemia
(17%) [164], and uterine cancer [125,126].

Human BAF250A is a 2285-residue-long protein (UniProt ID: O14497) containing AT-rich
interaction domain (ARID, residues 1017–1108), with known NMR solution structure (see Figure 10A).
ARID is a DNA-binding module present in numerous eukaryotic transcription factors involved in
regulation of cell proliferation, differentiation and development. There are also four LXXL motifs
(residues 295–299, 1709–1713, 1967–1971, and 2085–2089) and four regions of amino acid composition
biases, including two poly-Glu regions (residues 479–482 and 561–567), a poly-Ser region (residues
998–1001), and a Glu-rich region (residues 1317–1404). In addition to the canonical form, BAF250 may
exist in two AS-generated isoforms, with missing residues 1367–1583 (isoform-1) or 1–383 (isoform-2).
Figure 10B shows that ~80% of BAF250A residues were predicted to be intrinsically disordered. Intrinsic
disorder is preferentially concentrated within N-terminal 4/5 of the protein. According to the D2P2

profiling (Figure 10C), human BAF250A contained 38 MoRFs spanning in total 1416 residues (62%),
with some MoRFs exceeding 100 residues in length. There were also numerous sites of different PTMs.
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STRING analysis of the human BAF250A interactome using the highest confidence of 0.9 generated
a PPI network containing 61 nodes with an average node degree of 27.1 and an average local clustering
coefficient of 0.832. Since instead of the expected 102 edges, this network contained 828 interactions,
BAF250A-centered interactome was found to be more connected than expected (PPI enrichment p-value
< 10−16).
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ARID domain (residues 1017–1108; PDB ID: 1RYU). (B) Intrinsic disorder profile of human BAF250A
generated by six commonly used predictors of intrinsic disorder (PONDR® VLXT, PONDR® VL3,
PONDR® VSL2, PONDR® FIT, IUPred_short, and IUPred_long) (C) D2P2 functional disorder profile
of the human BAF250A protein (UniProt ID: O14497).

2.8. BAF250B (PPID = 76.9%)

Human BAF250B is a 2236-residue long protein (UniProt ID: Q8NFD5) encoded by the ARID1B
gene. Similar to BAF250A, BAF250B serves as a core subunit of the npBAF and nBAF complexes,
thereby playing a role in neural development, controlling the self-renewal/proliferative capacity of the
multipotent NSCs and also regulating the activity of genes needed for dendrite growth.

It was also concluded that BAF250B may act as a tumor suppressor, thus controlling cellular
growth and division, which, if lost, can lead to the development of a variety of tumors [165,166].
In line with this conclusion, ARID1B was found to be mutated in more than 10% of patients with
OCCC [125,126]. ARID1B mutations were found in 5–10% of cases of colorectal cancer [125,126], which
is the chief cause of morbidity and mortality all over the world, accounting for over 9% of all cancer
incidence, and being the third most common cancer worldwide and the fourth most common cause of
death [167]. Colorectal cancer patients usually present with rectal bleeding, anemia, abdominal pain,
weight loss, anorexia, constipation, and positive fecal occult blood test [168]. ARID1B mutations are
also found in 5–10% of cases of gastric cancer [125,126], which is one of the most common cancers
and the second most common cause of cancer deaths worldwide. In most countries, the diagnosis of
gastric cancers is made based on symptoms such as dysphagia, weight loss, palpable abdominal mass,
vomiting, and gastro-intestinal bleeding [169].
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Finally, ARID1B can be mutated in hepatocellular carcinoma (HCC) [125,126], which is a complex
disease and a main cause of death in high endemic areas of hepatitis B virus (HBV) or hepatitis C
virus (HCV) infection. Recently, the growing incidence of HCC in the west was observed due to
an HCV epidemic and the increase in prevalence of chronic alcoholic liver disease. HCC is usually
asymptomatic, but it should be suspected in patients with cirrhosis, when there is liver function
worsening accompanied by the appearance of acute complications, such as ascites, encephalopathy,
variceal bleed, jaundice, upper abdominal pain, and fever [170].

In addition to ARID domain (residues 1041–1159) human BAF250B contains two LXXL motifs
(residues 419–423 and 2036–2040), a nuclear localization signal (residues 1358–1,77), and 14 regions
with amino acid composition biases, such as two Ala-rich segments (residues 2–47 and 329–493), two
Ser-rich fragments (residues 35-57 and 684-771), two Gln-rich regions (residues 107-131 and 574–633),
two poly-Ser segments (residues 1034–1037 and 1441–1444), a His-rich (residues 81–114), a poly-Gln
(residues 114–131), a poly-Ala (residues 932–935), and a poly-Pro region (residues 1833–1836), as well as
261- and 139-residue-long Gly-rich and Pro-rich regions (residues 141–401 and 1459–1597, respectively).

Figure 11 summarizes the structural and functional disorder-related information for human
BAF250B. Similar to BAF250A, ARID domain (residues 1041–1159) of BAF250B was the only protein
region with a known structure (see Figure 11A). BAF250B was predicted to contain more than 75% of
disordered residues, mostly in the form of long IDPRs (Figure 11B). Figure 11C shows that there were
32 MoRFs in this protein that account for 1330 residues (59.5%), and IDPRs of BAF250B were heavily
decorated with various PTMs. Several MoRFs coincided or overlapped with the regions characterized
by amino acid composition biases, suggesting that such compositional biases might be related to
MoRF-driven PPIs. There were four described AS-generated isoforms and 17 potential computationally
mapped isoforms. In comparison with the canonical isoform, isoform-2 (2249 residues) included a
change of Q579 to 14-mer peptide QDSGDATWKETFWL, isoform-3 (2289 residues) had a change of
K1,032 to KDSYSSQGISQPPTPGNLPVPSPMSPSSASISSFHGDESDSISSPGWPKTPSSP, and isoform
4 (1486 residues) was missing residues 1–750. A comparison of the data summarized in Figure 11
with the description of alternative splicing-generated alterations in the BAF250B amino acid sequence
indicates that AS might affect the potential disorder-based functionality of this protein. For example,
isoform-4 was missing 11 MoRFs and multiple phosphorylation and ubiquitination sites, whereas
sequence changes in isoform-2 might affect two MoRFs (residues 543–578 and 583–604), and isoform-3
might change the local phosphorylation predisposition of this protein and introduce a new MoRF.
STRING analysis of the human BAF250B interactivity using the highest confidence of 0.9 resulted in a
PPI network with 28 nodes, an average node degree of 19.8, and an average local clustering coefficient
of 0.872. Since this network contained 277 interactions instead of anticipated 29, the resulting BAF250B
interactome was found to be more connected than expected (PPI enrichment p-value < 10−16).
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2.9. BAF57 (PPID = 77.6%)

Human BAF57 (encoded by the SMARCE1 gene) is a 411-residue-long protein, which is present
in all BAF (including the npBAF and nBAF complexes) and PBAF complexes of higher eukaryotes.
This protein is able to interact with androgen and estrogen receptors, is able to regulate nuclear
receptor function, and due to this ability, plays essential roles during steroid hormone responses
as well as during the differentiation of skeletal muscle [171]. BAF57 is also involved in controlling
the cell cycle through the regulation of the transcription of specific cell cycle-related genes [172].
A specific interaction of this protein with the CoREST co-repressor complex leads to the repression of
neuronal specific gene promoters in non-neuronal cells [173]. SMARCE1 mutations have been found
in the germline of families with a history of meningiomas and sporadic tumors [125,174]. The spinal
cord meningiomas grow from intradural attachments and then stretch the arachnoid covering them,
causing pain and paraparesis [175]. Germline SMARCE1 mutations were identified in 14% (9/63) of
the solitary meningioma patients younger than 25 years, with all the affected individuals suffering
from meningiomas of the clear cell type [174]. Heterozygous loss of function mutations was also found
in 4/9 individuals and loss of protein was found in all tumors [125,126]. SMARCE1 mutations are
thought to be involved other types of cancer, including breast, ovarian, and prostate [174]. Furthermore,
BAF57 plays a role as a prognosis marker in prostate cancer, where the overexpression of this protein
is correlated with a higher tumor grade. This feature was identified as a poor prognostic factor in
endometrial carcinoma as well [171,176,177].

Human BAF57 (UniProt ID: Q969G3) is a SWI/SNF-related matrix-associated actin-dependent
regulator of chromatin subfamily E member 1, which is also known as BRG1-associated factor 57.
No structural information is available for this protein, which contains a long coiled-coil region
(residues 220–319), as well as Pro-rich and Glu-rich regions (residues 5–65 and 320–411, respectively).
Figure 12A,B show that human BAF57 was a highly disordered protein with eight MoRF regions
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and multiple PTM sites. Alternative splicing generates multiple isoforms, which are different from
the canonical isoform by alterations of highly disordered N- and C-terminal regions. This protein
is a highly promiscuous binder known to interact with more than 120 partners. This observation is
illustrated by Figure 12C showing the STRING-generated protein–protein interaction (PPI) network
centered at human BAF57. This PPI network included 51 nodes connected by 667 edges. As a result,
the average node degree was equal to 26.2, and the network was characterized by an average local
clustering coefficient of 0.837.
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protein–protein interaction network of human BAF57.

2.10. BAF180 (PPID = 43.2%)

Protein polybromo-1 (hPB1, also known as BRG1-associated factor 180 or BAF180, UniProt ID:
Q86U86) is a 1689-residue-long protein encoded by the PBRM1 gene. BAF180 is required for stability
of the PBAF protein and acts as a negative regulator of cell proliferation [178]. BAF180 acts as a
tumor suppressor by functioning within the tumor suppressor pathways causing genetic inactivation
in tumors [179], and also plays a role in tissue maintenance [180]. Mutations in the PBRM1 gene
are related to renal carcinoma [125]. Renal cell carcinoma accounts for 2–3% of all cancers, and
are mostly prevalent in developed countries [181]. While many renal masses are asymptomatic,
patients rarely present with palpable abdominal mass, flank pain, and gross hematuria [181]. A more
common set of symptoms include hypertension, weight loss, cachexia, neuromyopathy, elevated ESR,
hypercalcemia, polycythemia, and bone pain in case of metastasis [181]. Heterozygous or biallelic
inactivating mutations were found in 41% of clear cell tumor cases [125,178] and mutations were found
in more than 10% of renal cell carcinoma cases [125,126]. Epithelioid sarcoma (ES) is a high-grade rare
malignancy that develops within soft tissue. It is known for its high rate of local recurrence, lymph
node involvement, and distant metastasis [182].

The clinical picture of ES usually involves a slow growing, non-tender, and firm tumor that
usually develop in hands, fingers, and forearms, and although the tumor usually starts as a single
nodule, it is usually represented as multiple nodules at the time of diagnosis, appearing as tan white
non-encapsulated nodules with infiltrating borders [182]. Loss of BAF180 protein expression was
found in 83% of cases (n = 23) [125,183]. Intrahepatic cholangiocarcinoma is a subtype of a family
of cholangiocarcinoma tumors that develop within the cholangiocytes of the biliary tree [184] and
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although they are considered rare, accounting for 20–25% of all cholangiocarcinomas, they are still
the second most common primary liver cancer after hepatocellular carcinoma [184]. Patients usually
present with nonspecific symptoms like abdominal pain, weight loss, and jaundice [184]. Mutations
in PBRM1 lead to loss of protein expression in 32% of cases of intrahepatic cholangiocarcinoma
(n = 108) [125,185].

Human BAF180 includes eight functional domains, such as bromodomains 1 through to 6
(residues 64–134, 200–270, 400–470, 538–608, 676–746, and 792–862), as well as domains BAH1 and
BAH2 (residues 956–1074 and 1156–1272). It also has a Pro-rich region (residues 1468–1599). Structure
of bromodomains 1, 2, 3, 5, and 6 were solved (see Figure 13A–E). The overall disorder level of this
protein was exceeding 43% (see Figure 13F,G), which defines BAF180 as a highly disordered protein.
Figure 13F,G show that linkers between bromodomains were disordered and contained a large number
of various PTMs. Fourteen of 21 MoRFs were also located within these linkers. The highest level of
disorder was found in the C-terminal region (residues 1300–1689), which also included the remaining
MoRFs and additional PTM sites. According to the STRING analysis conducted using the highest
confidence level of 0.9, an interactome of human BAF180 included 28 nodes and 266 edges. Therefore,
this PPI network had an average node degree of 19.0, and an average local clustering coefficient of
0.905. Since the expected number of edges for the network of its size was 30, the interactome of BAF180
was significantly more connected than expected (PPI enrichment p-value < 10−16).
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UniProt IDs: Q4VC05, Q9BQE9, and Q8WUZ0, respectively) are relatively short proteins (of 210, 
202, and 217 residues, respectively) encoded correspondingly by genes BCL7A, BCL7B, and BCL7C. 
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Figure 13. Structural organization of the human BAF180 protein. (A) X-ray crystal structure of the first
bromodomain (residues 34–154; PDB ID: 3IU5). (B) NMR solution structure of the second bromodomain
(residues 174–292; PDB ID: 2KTB). (C) X-ray crystal structure of the third bromodomain (residues
388–494; PDB ID: 3K2J). (D) X-ray crystal structure of the fifth bromodomain (residues 645–766; PDB
ID: 3GoJ). (E) X-ray crystal structure of the sixth bromodomain (residues 773–914; PDB ID: 3IU6).
(F) Intrinsic disorder profile of human BAF180 protein (UniProt ID: Q86U86) generated by six commonly
used predictors of intrinsic disorder (PONDR® VLXT, PONDR® VL3, PONDR® VSL2, PONDR® FIT,
IUPred_short, and IUPred_long). (G) D2P2 functional disorder profile of the human BAF180 protein.

2.11. BCL7A (PPID = 87.6%), BCL7B (PPID = 89.6%), and BCL7C (PPID = 90.0%)

B-cell CLL/lymphoma 7 protein family members A, B, and C (BCL7A, BCL7B, and BCL7C, UniProt
IDs: Q4VC05, Q9BQE9, and Q8WUZ0, respectively) are relatively short proteins (of 210, 202, and
217 residues, respectively) encoded correspondingly by genes BCL7A, BCL7B, and BCL7C. BCL7A,
BCL7B, and BCL7C were shown to serve as dedicated, non-exchangeable subunits of the SWI/SNF
complex [126]. Human BCL7B can act as a positive regulator of apoptosis, playing a role in controlling
the Wnt signaling pathway via negative regulation of the expression of Wnt signaling components
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CTNNB1 and HMGA1 [186]. It also can be related to the control of the cell cycle progression,
maintenance of the nuclear structure, and stem cell differentiation [186], whereas human BCL7C may
be involved in cell apoptosis and mitochondrial function [187].

Genetic aberrations of BCL7A (three-way translocation t(8;14;12)(q24.1;q32.3;q24.1) with MYC and
immunoglobulin gene regions) are linked to B-cell non-Hodgkin lymphoma [188]. As per BioMuta
annotations, among several tumors associated with non-synonymous SNVs in the BCL7A gene, the
most abundant are uterine, hematologic, liver, and colorectal cancers. Mutations in the BCL7B gene can
be related to lung tumor development or progression [186]. Aberrations of this gene are also linked to
the Williams–Beuren syndrome (WBS) [189] and, according to BioMuta, to liver and uterine cancers.
Furthermore, BCL7B is related to allergic reaction in human, e.g., serving as an IgE autoantigen in
atopic dermatitis [190]. Alterations in the human BCL7C gene are associated with the Sézary syndrome,
which is a leukemic form of cutaneous T-cell lymphoma [191]. BCL7C (together with several other genes
encoding subunits of the SWI/SNF complex, such as ACTB, ARID2, BCL11A, BCL11B, BCL7B, BRD7,
DPF2, DPF3, SMARCB1, SMARCD1, and SS18L1) was also linked to the development of alcoholism
and alcohol-related problems [192].

Human BCL7C contains a Pro-rich region (residues 108–217), whereas there are no segments with
the compositional biases in BCL7A and BCL7B proteins. All three BCL7 family members contain several
isoforms generated by alternative splicing. In BCL7A, isoform 2 is extended relative to the canonical form
containing Q→ QVPRSRSQRGSQIGREPIGLSG substitution at position 187. Human BCL7B has four
isoforms, where isoform 2 is missing residues 1–60 and has changed N-terminal region (residues 61–88),
KSNSSAAREPNGFPSDASANSSLLLEFQ→MPGPWLCPEFLLRKMTTLSCCLCSVWFS, isoform 3
contains K→ F substitution at position 163 and is missing residues 164–202, whereas residues 89–145
are missing in isoform 4. In BCL7C, isoform 2 is different from the canonical form by changed residues
177–217 (DSGVRMTRRALHEKGLKTEPLRRLLPRRGLRTNVRPSSMAVPDTRAPGGGS KAPRAPRTI
PQGKGR). Furthermore, 104- and 293-residue-long potential isoforms are mapped to this protein.

Human BCL7A contains multiple phosphorylation and ubiquitination sites (see Figure 14A), as
well as three MoRFs containing 159 residues. Since this corresponds to 75.7% of the entire sequence, the
whole human BCL7A can be considered as a disorder-based interactor. Similarly, Figure 14B shows that
highly disordered human BCL7B protein contains multiple PTM sites and five MoRFs (133 residues,
64.9%), whereas 154 residues of human BCL7C (71%) are involved in the formation of four MoRFs (see
Figure 14C). The STRING-generated PPI network of human BCL7A using the highest confidence level
of 0.9 contained 10 nodes and 39 edges, indicating that this PPI network had an average node degree
of 7.6, and an average local clustering coefficient of 0.961. Since the expected number of edges for the
network of its size was 9, the BCL7A interactome was significantly more connected than expected
(PPI enrichment p-value < 10−13). The PPI network of human BCL7B generated by STRING using the
highest confidence level of 0.9 contained eight nodes linked by 27 edges. The resulting interactome had
an average node degree of 6.75 and an average local clustering coefficient of 0.964. This network had
significantly more interactions than the expected seven edges (PPI enrichment p-value < 7.92 × 10−9).
A comparable picture was observed for the PPI network centered at the human BCL7C, where STRING
indicates the presence of nine nodes linked by 30 interactions, an average node degree of 6.67, and
an average local clustering coefficient of 0.952. Since a random set of its size was expected to have
eight edges, the BCL7C interactome was significantly more connected (PPI enrichment p-value <

2.44 × 10−9).
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2.12. BCL11A (PPID = 69.0%) and BCL11B (PPID = 69.8%)

B-cell lymphoma/leukemia 11A and 11B (BCL11A and BCL11B; UniProt IDs: Q9H165 and Q9C0K0,
respectively) are 835- and 894-residue long proteins encoded by BCL11A and BCL11B genes. Human
BCL11A and BCL11B protein serve as transcription factors associated with the BAF complex, where
they act as dedicated, non-exchangeable subunits [126]. BCL11A is involved in brain development [193]
and serves as a repressor of fetal hemoglobin (HbF) [194]. Furthermore, it operates as B-cell and
myeloid proto-oncogene, is required for B-cell formation in fetal liver, and plays an essential role
in hematopoiesis, leukemogenesis, and lymphopoiesis. BCL11A may modulate the transcriptional
repression activity of pituitary homeobox 2 protein (PITX2), also known as ALL1-responsive protein
ARP1 [195]. The functional repertoire of BCL11B is different, since this protein is a transcription factor
that acts as a tumor suppressor that represses transcription through direct, TFCOUP2-independent
binding to a GC-rich response element [196]. BCL11B is involved in the processes of the development,
differentiation, and survival of T-lymphocytes in the thymus, and serves as a regulator of IL2 promoter
enhancing IL2 expression in activated CD4+ T-lymphocytes [197]. It participates in the differentiation
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of variable areas of the central nervous system, such as the hippocampal neurons and the medium
spiny neurons of the striatum [198], acts as a regulator of the responsiveness of hematopoietic stem
cells to chemotactic signals, and modulates expression of the CCR7 and CCR9 receptors directing the
movement of progenitor cells from the bone marrow to the thymus [199]. BCL11B was also found to
be highly expressed in the cells of the immune system and the skin epithelial cells, and is required for
skin morphogenesis [198]. It participates in the regulation of terminal differentiation of keratinocytes
and the development of the papillary structure of the lingual epithelium [198].

Due to the involvement of BCL11A in regulation of HbF, mutations in the human BCL11A gene
can be associated with the pathogenesis of intellectual developmental disorder with persistence of
fetal hemoglobin (IDPFH) [193]. Furthermore, according to the BioMuta database, mutations in
this gene are related to a wide spectrum of tumors, such as uterine, lung, esophageal, stomach,
hematologic, pancreatic, breast, colorectal, and liver cancers, as well as malignant glioma, blastoma,
and melanoma. Mutations of BCL11B were found in 5.7–12.7% of cases of T-cell acute lymphoblastic
leukemia (TALL) [125,126,196], which is responsible for almost 15% and 25% of acute lymphoblastic
leukemia in pediatrics and adult cohorts, correspondingly [200]. TALL patients show high white
blood cell counts and may present with organomegaly, especially mediastinal expansion and CNS
involvement [200]. Patients may also present with weight loss, fever and bleeding (petechia or purpura),
dyspnea, and fatigue, but the presentation within the pediatric group is usually limited to bone pain.
A low blood cell count is usually evident on lab work [201]. Diagnosis is established by the presence of
20% or more lymphoblasts in the bone marrow or peripheral blood [202].

Human BCL11A protein contains a region required for nuclear body formation and recruitment
of SUMO1 (residues 1–210), as well as Pro-rich and Glu-rich regions (residues 260–373 and 481–509,
respectively). In human BCL11B, there are Glu- and Gly-rich regions (residues 529–553 and 569–661,
respectively) and six zinc finger motifs of C2H2-type (residues 221–251, 427–454, 455–482, 796–823,
824–853, and 854–884).

Figure 15 shows that both proteins were predicted to be highly disordered. Structural information
was currently available only for the short N-terminal peptide of human BCL11A bound to the
histone-binding protein RBBP4 (see Figure 15A). This peptide is located within the disordered region in
close proximity to MoRF. Both BCL11A and BCL11B had multiple sites of different PTMs and included
multiple MoRFs.

High disorder levels and presence of multiple MoRFs contribute to the interactability of these
two proteins. STRING-generated PPI network of human BCL11A using the high confidence level of
0.7 contained 14 nodes and 32 edges, indicating that this PPI network had an average node degree of
4.57, and an average local clustering coefficient of 0.85. Since the expected number of edges for the
network of its size was 14, the BCL11A interactome was significantly more connected than expected
(PPI enrichment p-value < 2.6 × 10−5). The PPI network of human BCL11B generated by STRING using
the high confidence level of 0.7 contained 11 nodes linked by 18 edges. This network had an average
node degree of 3.27 and an average local clustering coefficient of 0.865. This BCL11B interactome had
significantly more interactions than expected 10 edges (PPI enrichment p-value was 0.0212).
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believed to act as a transcription co-activator through the interaction with unidentified sequence-
specific DNA binding transcription factor [203]. Two isoforms generated by alternative splicing are 
engaged in nuclear receptor co-activation and general transcriptional co-activation. Isoform 2 is 
different from the canonical form of SSXT (isoform 1) since it is missing residues 295–325. 

Aberrations in the SS18 gene are linked to synovial sarcoma [125], which is an aggressive 
subtype of soft tissue sarcomas, and although it is named “synovial”, it arises from the 
mesenchyme. It usually affects young adults [204]. Tumors usually appear in extremities, with most 
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Figure 15. Structure, intrinsic disorder, and functionality of human BCL11A and BCL11B. (A) X-ray
crystal structure of the N-terminal peptide of BCL11A (red structure) complexed with the histone-binding
protein RBBP4 (blue structure; PDB ID: 5VTB). (B) D2P2 functional disorder profile of human BCL11A
(UniProt ID: Q9H165). (C) D2P2 functional disorder profile of human BCL11BA (UniProt ID: Q9C0K0).

2.13. SSXT (PPID = 84.1%)

Synovial sarcoma translocated to X chromosome protein (SSXT, also known as protein SYT or SS18;
UniProt ID: Q15532) is a 418 residue-long protein encoded by the SS18 gene. SS18 (SYT) is believed to
act as a transcription co-activator through the interaction with unidentified sequence-specific DNA
binding transcription factor [203]. Two isoforms generated by alternative splicing are engaged in
nuclear receptor co-activation and general transcriptional co-activation. Isoform 2 is different from the
canonical form of SSXT (isoform 1) since it is missing residues 295–325.

Aberrations in the SS18 gene are linked to synovial sarcoma [125], which is an aggressive subtype
of soft tissue sarcomas, and although it is named “synovial”, it arises from the mesenchyme. It usually
affects young adults [204]. Tumors usually appear in extremities, with most of them being in the lower
extremities, especially within 10 cm of the knee. Patients may present with a slow-growing, frequently
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painful tumor [204]. Synovial sarcoma is a gene fusion-driven cancer, in which the underlying event is
the chromosomal translocation t(X,18; p11, q11) that creates fusion of SS18 to SSX1 and SSX2. SS18-SSX
is present in almost 100% of synovial sarcomas [205]. In SS18-SSX, eight C-terminal amino acids of SS18
are replaced by 78 amino acids of the C-terminus of SSX1, SSX2, and, rarely, SSX4 [206]. Translocations
of the SS18 gene with SSX1 or SSX2 were found in 90% of the tumors (total n = 32) [125,207].

Human SSXT protein contain two imperfect tandem repeats of 13 amino acids (residues 344–369)
in addition to a poly-Pro region (residues 95–99), and four SH2 binding motifs (residues 50–53, 374–377,
392–401, and 412–416). Region 2–186 is related to transcriptional activation, and the C-terminal region
(residues 175–418) is Gln-rich. Figure 16 shows that the human SSXT protein was massively disordered,
with 351 residues (84%) being involved in the formation of eight MoRFs. The PPI network of human
SSXT generated using STRING with the highest confidence level of 0.9 included 25 nodes connected by
170 edges, indicating that this PPI network had an average node degree of 13.6, and an average local
clustering coefficient of 0.861. Since the expected number of edges for the network of its size was 25, the
SSXT interactome was significantly more connected than expected (PPI enrichment p-value < 10−16).
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Figure 16. Structural and functional analysis of the human SSXT protein (UniProt ID: Q15532).
(A) Intrinsic disorder profile of human SSXT protein generated by six commonly used predictors of
intrinsic disorder (PONDR® VLXT, PONDR® VL3, PONDR® VSL2, PONDR® FIT, IUPred_short, and
IUPred_long). (B) D2P2 functional disorder profile of the human SSXT protein.
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2.14. BAF200/ARID2 (PPID = 61.3%)

AT-rich interactive domain-containing protein 2 (ARID2 or BAF200; UniProt ID: Q68CP9) is a
1835 residue-long protein that is encoded by the ARID2 gene and is involved in the stabilization
of the chromatin remodeling complex SWI/SNF-B (PBAF). ARID2/BAF200 is thought to be a tumor
suppressor gene. It also suggested that BAF200 is required for the proper migration and differentiation
of subepicardial venous cells into arterial endothelial cells, supporting the notion that BAF200 has a
role in embryogenesis and organ development as well as maintaining cellular identity [208].

Similar to ARID1A and ARID1B, mutations in the ARID2 gene are linked to hepatocellular
carcinoma [125]. Heterozygous inactivating mutations in the ARID2 gene are found in 14% (total n
= 43) of the HCV-associated tumors [125,209] and mutations were found in 5–10% of cases [125,126].
Aberrations in ARID were also observed in melanoma [125], which is a malignant tumor that affects the
skin, particularly melanocytes. Melanomas can arise within the eyes and meninges and is responsible
for 90% of deaths associated with cutaneous tumors worldwide [210].

There are four types of melanoma that are histologically distinct. The first melanoma type is
the superficial spreading melanoma, which often presents with multiple colors and pale areas of
regression with the possible development of secondary nodular areas. A characteristic histologic
feature is the presence of an epidermal lateral component with pagetoid spread of clear malignant
melanocytes throughout the epidermis [210]. The second type is nodular melanoma, which is primarily
nodular, exophytic brown-black, often an eroded or bleeding tumor [210]. The third type is Lentigo
maligna melanoma that arises often after many years from melanoma in situ, located mostly on the
sun-damaged faces of older individuals. It is characterized histologically by a lentiginous proliferation
of atypical melanocytes at the dermo-epidermal junction [210]. The final type is acral lentiginous
melanoma, which is typically palmoplantar or subungual. It initially develops as an irregular, poorly
circumscribed pigmentation, which is followed by a nodular region that mirrors the invasive growth
pattern [210]. Heterozygous loss of function mutations in the ARID2 gene is present in 7% of tumors
(total n = 121) [125,211], and mutations were found in 5–10% of cases [125,126]. Another tumor
commonly associated with the mutations in ARID2 is lung cancer [125], which is the most diagnosed
cancer and the chief cause of death in men from cancer, while for women it is the fourth most common
cancer to be diagnosed and the second cause of death from cancer [212,213]. Lung cancer arises from
the respiratory epithelial cells and is divided in to two main types, small cell lung cancer (SCLC),
which is highly malignant and accounts for 15% of lung cancer cases, and non-small lung cancer, which
accounts for the remaining 85% of cases [212,213]. Patients with lung cancer usually present with
symptoms such as cough, dyspnea, pain, depressive symptoms, fatigue, and nausea/vomiting, with a
variable intensity of the symptoms depending on the stage of the lung cancer [214]. In lung cancer,
biallelic inactivating mutations in the ARID2 gene were found in 5% in cases of non-small cell lung
carcinoma (n = 82) [125,215]. Finally, ARID2 mutations were found in 5–10% of the colorectal cancer
cases [125,126].

Human BAF200 includes the ARID domain (residues 13–105), LXXLL motif (residues 313–317),
two ARM repeats (residues 163–207 and 263–454), Gln-rich region (residues 793–1128), and zinc-finger
motif of C2H2 type (residues 1632–1657). Figure 17 shows that the 500 N-terminal residues of this
protein were mostly ordered, whereas the remaining sequence of human BAF200 was expected to
contain high levels of disorder. This disordered part of BAF200 had multiple PTMs and several MoRFs.
Note that region 1784–1835 that includes one MoRF (residues 1812–1818) was missing in isoform 2.

The PPI network of human BAF200 generated using STRING with the highest confidence level of
0.9 contained 25 nodes connected by 241 edges. This PPI network had an average node degree of 19.3,
and an average local clustering coefficient of 0.908. The expected number of edges for the network of
its size was 26, indicating that the BAF200-centerd PPI network was significantly more connected than
expected (PPI enrichment p-value < 10−16).
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2.15. BRD7 (PPID = 61.2%) and BRD9 (PPID = 60.1%)

Bromodomain-containing proteins 7 and 9 (BRD7, UniProt ID: Q9NPI1; and BRD9, UniProt ID:
Q9H8M2) are 651- and 597-residue-long proteins encoded by BRD7 and BRD9 genes, respectively.
Both BRD7 and BRD9 are components of the SWI/SNF chromatin remodeling subcomplex GBAF and
play a role in chromatin remodeling and regulation of transcription [216,217]. Although they are
characterized by 37.1% sequence identity (53.0% sequence similarity), and although they both contain
bromodomains (residues 148–218 and 153–223 in BRD7 and BRD9, respectively) with very similar
structural organizations, these two proteins have rather different functions. In fact, BRD7 acts as a
coactivator for the p53-mediated transcriptional activation of a set of target genes, but also may act
as transcriptional corepressor that down-regulates the expression of target genes. It can bind to the
ESR1 promoter and recruit BRCA1 and POU2F1 to this promoter. It also can bind to acetylated histone
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H3 [218]. BRD7 also operates as an activator of the Wnt signaling pathway [219], is required for the
p53-mediated cell-cycle arrest in response to oncogene activation [220,221], and can inhibit cell cycle
progression from G1 to S phase [218]. It can negatively regulate the GSK3B phosphotransferase activity,
induce GSK3B dephosphorylation [219], and promote p53 acetylation [220]. On the other hand, BRD9
can act as a chromatin reader interacting with acylated, acetylated, and butyrylated histones [216].

According to BioMuta, non-synonymous single-nucleotide variations (nsSNVs) in the BRD7 gene
are linked to bladder, breast, colorectal, liver, lung, urinary, and uterine cancers, as well as melanoma.
No related information was available for BRD9, which is however known as rhabdomyosarcoma
antigen MU-RMS-40, indicating a relation of this protein to rhabdomyosarcoma.

Structural information was available for the bromodomains of both proteins (~70 residues).
These domains are structurally identical to the bromodomains of other proteins from the BAF complex
(e.g., BRG1, BRM, and BAF180, see above).

In addition to bromodomain (residues 148–218) BRD7 contains a Lys-rich region (residues 3–91), a
nuclear localization signal (residues 65–96), and a coiled coil domain (residues 536–567). BRD9 also
possesses a Lys-rich region (residues 64–95) and bromodomain (residues 153–223). Although BRD9
does not have a nuclear localization signal or a coiled coil domain, it contains a recognition region
for interaction with acylated and butyrylated residues of histone tails [216]. Figure 18 shows that
both proteins were expected to contain high levels of disorder with the noticeable exception for their
bromodomains. Furthermore, BRD7 and BRD9 were heavily decorated by various PTMs and had
numerous MoRFs.

The STRING-generated PPI network of human BRD9 using the highest confidence level of 0.9
contained 34 nodes connected by 284 edges. This PPI network had an average node degree of 16.7, and
an average local clustering coefficient of 0.953. The expected number of edges for the network of its
size was 43, indicating that BCR7 interactome was significantly more connected than expected (PPI
enrichment p-value < 10−16). The STRING-based PPI network of human BRD9 was less developed,
containing just four nodes if the highest confidence level of 0.9 was used. However, using the less
stringent confidence level of 0.7 generated a network with 11 nodes and 46 edges. This interactome had
an average node degree of 8.36 and an average local clustering coefficient of 0.982. Since the expected
number of edges for the network of its size was 10, the BRD9-centered PPI network had significantly
more interactions than expected (PPI enrichment p-value was < 2.22 × 10−16).
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2.16. BAF60A/SMARCD1 (PPID = 43.8%), BAF60B/SMARCD2 (PPID = 49.3%), and BAF60C/SMARCD3
(PPID = 50.5%)

SWI/SNF-related matrix-associated actin-dependent regulator of chromatin subfamily D members
1, 2, and 3 (SMARCD1 (UniProt ID: Q96GM5), SMARCD2 (UniProt ID: Q92925), and SMARCD3
(UniProt ID: Q6STE5), also known as BAF60A, BAF60B, and BAF60C, respectively) are proteins with
length 515, 531, and 483 encoded by SMARCD1, SMARCD2, and SMARCD3 genes. These three
proteins serve as subunits of npBAF and nBAF complexes. BAF60A affects vitamin D-mediated
transcriptional activity from an enhancer vitamin D receptor element (VDRE) and may serve as a link
between mammalian BAF complexes and the vitamin D receptor (VDR) [222]. It also facilitates critical
communication between nuclear receptors and the BRG1/SMARCA4 chromatin-remodeling complex
for transactivation [223]. BAF60B controls granulocytopoiesis and the expression of genes involved
in neutrophil granule formation, thereby serving as crucial regulator of myeloid differentiation [224].
Finally, BAF60C co-regulates gene expression with BRG1 in cardiac precursors, thereby participating
in directing temporal gene expression programs in cardiogenesis [14].
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As per BioMuta, non-synonymous single-nucleotide variations (nsSNVs) in the SMARCD1 gene
are linked to colorectal, liver, and uterine cancer. nsSNVs in SMARCD2 can be associated with
melanoma and liver, colorectal, stomach, and uterine cancers, whereas mutations in SMARCD3 can
cause liver, uterine and colorectal cancer, or melanoma.

The common structural feature of these three proteins is the presence of the SWIB domain
(residues 291–390, 307–382, and 259–334 in BAF60A, BAF60B, and BAF60C, respectively). Furthermore,
BAF60A contains a region for interaction with ESR1, NR1H4, NR3C1, PGR, and SMARCA4 (residues
43–167) [223], a region needed for interaction with SMARCC1 and SMARCC2 (residues 168–474) [223],
and a region necessary for GR/NR3C1-mediated remodeling and transcription from chromatin and
also required for GR/NR3C1 interaction with the BRG1/SMARCA4 complex in vivo. Although human
BAF60A contains a poly-Lys region (residues 124–127), and although there is a long Pro-rich segment
(residues 10–129) in BAF60B, human BAF60C includes no regions with amino acid composition bias.
The AS-generated isoform 1 of BAF60A is missing residues 423–463. Residues 10–129 of human
BAF60B represent a Pro-rich region. Figure 19 shows that all three proteins are expected to contain
close to 50% disordered residues, which are preferentially concentrated within their N-terminal halves.
Here, numerous sites of various PTMs are also found together with multiple MoRFs.
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The STRING PPI network of human BAF60A generated using the highest confidence level of
0.9 contained 62 nodes linked by 832 edges. This interactome had an average node degree of 26.8
and an average local clustering coefficient of 0.852. Since the expected number of edges for the
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network of its size was 97, the BAF60A -centered PPI network had significantly more interactions
than expected (PPI enrichment p-value was < 10−16). The STRING-generated PPI network of human
BAF60B using the highest confidence level of 0.9 contained 29 nodes connected by 301 edges. This PPI
network had an average node degree of 20.8, and an average local clustering coefficient of 0.689. The
expected number of edges for the network of its size was 30, indicating that BAF60B interactome was
significantly more connected than expected (PPI enrichment p-value < 10−16). The STRING PPI network
of human BAF60C generated with the highest confidence level of 0.9 included 84 nodes and 1056
edges. This interactome had an average node degree of 25.2 and an average local clustering coefficient
of 0.849. Since the expected number of edges for the network of its size was 115, the BAF60C-centered
PPI network had significantly more interactions than expected (PPI enrichment p-value was < 10−16).

2.17. PHF10/BAF45A (PPID = 53.3%), DPF1/BAF45B (PPID = 35.8%), DPF2/BAF45D (PPID = 59.7%),
and DPF3/BAF45C (PPID = 50.5%)

BAF45A, BAF45B, BAF45C, and BAF45D are important constituent BAF complexes harboring
two plant homeodomain (PHD)-type zinc finger domains. PHD is a ~60-residues-long domain found
in more than 400 eukaryotic proteins, mostly related to the chromatin structure maintenance and the
chromatin-mediated transcriptional regulation [225].

PHD finger protein 10 (PHF10 or BAF45A (UniProt ID: Q8WUB8) is a 498 residue-long subunit of
the npBAF complex encoded by the PHF10 gene. This protein contains two zinc-finger motifs of the
PHD type (residues 379–436 and 438–481), as well as a SAY domain crucial for transcription activation
(residues 89–295), and two regions essential for the induction of neural progenitor proliferation
(residues 89–185, and 292–334). One of the AS-generated isoforms of PHF10 is missing residues 1–47.
Mutations in the PHF10 gene are associated with uterine cancer and melanoma.

D4, zinc, and double PHD fingers family members 1, 2, and 3 (DPF1, DPF2, and DPF3) also
known as BAF45B or zinc finger protein neuro-d4 (UniProt ID: Q92782), BAF45D or zinc finger protein
ubi-d4 (UniProt ID: Q92785), and BAF45C or zinc finger protein DPF3 (UniProt ID: Q92784) are 380-,
391-, and 378-residue-long proteins encoded by DPF1, DPF2, and DPF3 genes. The DPF1/BAF45B
protein is important for developing neurons, acting as a subunit of the npBAF complex, participating
in the regulation of cell survival, and also possibly functioning as a neurospecific transcription factor.
In AS-produced isoforms 2 and 3, residues 321–330 are missing and residue K226 is changed to
ICGKRYK NRPGLSYHYTHTHLAEEEGEENAERHALPFHRKNNHKQ, and in addition, isoform 3 is
missing residues 1–82. Similar to PHF10/BAF45A, DPF1/BAF45B contains two zinc-finger motifs of the
PHD type (residues 254–311 and 308–368). Mutations in the DPF1 gene are linked to the pathogenesis
of uterine, liver, and lung cancers.

DPF2/BAF45D binds modified histones H3 and H4, thereby playing an important role in
transcriptional regulation [226,227]. In hematopoietic progenitor cells, it can also act as a negative
regulator of myeloid differentiation [226]. DPF2/BAF45D can be related to the regulation of
non-canonical NF-kappa-B pathway [228] and takes a part in the regulation of the development
and maturation of lymphoid cells. nsSNVs in the DPF2 gene are linked to Coffin–Siris syndrome 7
(CSS7) [229], melanoma, blastoma, and liver, lung, and uterine cancers. This protein has a zinc-finger
domain of C2H2 type (residues 209–232) and two zinc-finger motifs of the PHD type (residues 270–330
and 327–377). It has an AS-generated isoform with missing residues 156–339. Structural information is
available for both, C2H2-type zinc finger domain (Figure 20A) [230] and double PHD finger domain of
human DPF2/BAF45D (Figure 20B) [227].
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Figure 20. Structural characterization of human DPF2/BAF45D and DPF3/BAF45C proteins. X-ray
crystal structures of C2H2-type zinc finger domain (A; PDB ID: 3IUF) and double PHD finger domain
of human DPF2/BAF45D (B; PDB ID: 5B79). NMR solution structures of the double PHD fingers of
human transcriptional protein DPF3/BAF45C (red structures residues 261–372) bound to: (C) Histone
H3 peptide acetylated at lysine 14 (PDB ID: 2KWJ; blue structures); (D) Histone H4 peptide containing
acetylation at lysine 16 (PDB ID: 2KWN; blue structures); and (E) Histone H4 peptide containing
N-terminal acetylation at serine 1 (PDB ID: 2KWO; blue structures).

DPF3/BAF45C is a subunit of the nBAF complex and a muscle-specific component of the BAF
complex. Being able to specifically bind to acetylated and methylated lysines on histone 3 and 4, this
epigenetic key factor for heart and muscle development serves as histone acetylation and methylation
reader [229]. Therefore, DPF3/BAF45C operates as a tissue-specific anchor between histone acetylations
and methylations and chromatin remodeling [229]. nsSNVs in the DPF3 gene are associated with
blastoma, melanoma, stomach, liver, lung, and uterine cancer. Similar to DPF2/BAF45D, this protein
contains a zinc-finger domain of C2H2 type (residues 198–221) and two zinc-finger motifs of the PHD
type (residues 259–319 and 316–366).

AS-generated isoform-2 of DPF3/BAF45C lacks PHD-type zinc fingers and does not bind to
acetylated histones H3 and H4, whereas in isoform-4, the 177–378 region is changed and shortened
to RCPLPSLHCFLPSLCRDRC.

Several structures are available for the double PHD fingers of human transcriptional protein
DPF3/BAF45C, including NMR solution structures of this 261–372 region bound to a histone H3
peptide acetylated at lysine 14, or to a histone H4 peptide containing acetylation at lysine 16, or to
a histone H4 peptide containing N-terminal acetylation at serine 1 [231]. Figure 20C,D represent
the intricately intertwined structures of these complexes, with a complex between DPF3/BAF45C
and histone H4 peptide containing N-terminal acetylation at serine 1 serving as an illustration of
“cloud binding”, where the histone H4 peptide remains mostly unstructured and highly dynamic in
its DPF3/BAF45C-bound state. Results of the evaluation of functional intrinsic disorder in human
BAF45A/PHF10, BAF45B/DPF1, BAF45D/DPF2, and BAF45C/DPF3 proteins are shown in Figure 21.
These four proteins belong to the category of highly disordered proteins, possessing high overall levels
of intrinsic disorder, containing multiple PTM sites and several MoRFs, the number of which ranges
from 1 in BAF45B/DPF1 to 2 in BAF45C/DPF3, 5 in BAF45D/DPF2, and 6 in BAF45A/PHF10.
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Figure 21. Structure, intrinsic disorder, and functionality of human BAF45A, BAF45B, BAF45C,
and BAF45D proteins. (A) D2P2 functional disorder profile of human PHF10/BAF45A (UniProt ID:
Q8WUB8). (B) D2P2 functional disorder profile of human DPF1/BAF45B (UniProt ID: Q92782). (C) D2P2

functional disorder profile of human DPF2/BAF45D (UniProt ID: Q92785). (D) D2P2 functional disorder
profile of human DPF3/BAF45C (UniProt ID: Q92784).

According to STRING analysis using the highest confidence level of 0.9, the PHF10/BAF45A protein
was involved in a rather well-developed PPI network with 19 nodes, 159 edges, an average node degree
of 16.7, and an average local clustering coefficient of 0.939. This interactome had significantly more
interactions than the expected 19 edges for the network of its size (PPI enrichment p-value was < 10−16).
In the STRING-generated PPI network of DPF1/BAF45B that was created using the high confidence
level of 0.7, there were 18 nodes with 144 connections, which was significantly larger than the expected
18 edges for the network of this (PPI enrichment p-value was < 10−16). In this PPI network, an average
local clustering coefficient was 0.959, and an average node degree was 16. The DPF2/BAF45D-centered
interactome generated by the STRING analysis using the highest confidence level of 0.9 contained 21
nodes linked by 131 interactions. This PPI network was characterized by an average node degree of
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12.5, and an average local clustering coefficient of 0.899, containing significantly more interactions
than the expected 21 edges for the network of its size (PPI enrichment p-value was < 10−16). Finally,
when interactability of human DPF3/BAF45C was analyzed by STRING using the highest confidence
level of 0.9, the resulting PPI network contained 21 nodes connected by 169 edges, which indicates that
this network had significantly more interactions than the expected 21 nodes (the corresponding PPI
enrichment p-value was < 10−16). This DPF3/BAF45C-centered PPI network was characterized by an
average node degree of 16.1 and an average local clustering coefficient of 0.909.

2.18. BAF53A/ACTL6A (PPID = 23.5%), BAF53B/ACTL6B (PPID = 25.4%), and β-Actin/ACTB
(PPID = 22.1%)

This group includes three proteins with the least amount of intrinsic disorder. These proteins are
actin-like protein 6A (UniProt ID: O96019; 429 residues), actin-like protein 6B (UniProt ID: O94805;
426 residues), and β-actin (UniProt ID: P60709; 375 residues). They are encoded by ACTL6A, ACTL6B,
and ACTB genes, respectively. These proteins share a noticeable sequence similarity. In fact, 84.51%
residues are identical in BAF53A/ACTL6A and BAF53B/ACTL6B, whereas the sequence identity
between BAF53A/ACTL6A and β-Actin/ACTB and between BAF53A/ACTL6A and β-Actin/ACTB is
equal to 37.33% and 38.34%, respectively. These proteins have no regions with compositional biases.

ACTL6A, also known as 53 kDa BRG1-associated factor A (BAF53A), is a component of various
complexes with chromatin remodeling and histone acetyltransferase activity, such as the NuA4
histone acetyltransferase complex [232–235] that interacts with MYC and the adenovirus E1A
protein [236], a NuA4-related complex [232,236], BAF [21,229], PBAF [237], and related multiprotein
chromatin-remodeling SWI/SNF complexes (e.g., BAF53 [238] or neural progenitors-specific chromatin
remodeling complex (npBAF complex), as well as INO80 complex INO80 [239–242]. Within the BAF
complexes, BAF53A/ACTL6A interacts with SMARCA4/BRG1/BAF190A, and PHF10/BAF45A [243].
ACTL6A mutations have been found in patients with intellectual disability of variable severity,
developmental delay, dysmorphic features, and digit abnormalities. Additional features may include
genitourinary and cardiac defects. The disease phenotype resembles the Coffin–Siris syndrome and
brachymorphism–onychodysplasia–dysphalangism syndrome [243]. Based on these observations it
was concluded that the mutation-driven impairment of the human ACTL6A binding to β-actin and
BRG1 affects the integrity of the BAF complex, and that the analysis for the presence of mutations in
human ACTL6A gene should be considered in patients with intellectual disability, learning disabilities,
or developmental language disorder [243]. In the AS-generated isoform-2 of BAF53A/ACTL6A the
1–42 region is missing.

ACTL6B, or 53 kDa BRG1-associated factor B (BAF53B), also serves as important component
of BAF [237,244], PBAF [237,244], and related multiprotein chromatin-remodeling complexes (e.g.,
the polymorphic neuron-specific chromatin remodeling complex nBAF). According to the BioMuta
database, non-synonymous single-nucleotide variations (nsSNVs) in the ACTL6B gene were found in
liver, lung, and uterine cancers, and this gene was significantly down-regulated in esophageal cancer.

Actin, cytoplasmic 1, or β-actin, is a crucial and highly conserved constituent of cytoskeleton,
where it polymerizes to produce filaments in the form of a two-stranded helixes further forming
cross-linked networks in the cellular cytoplasm [245]. Therefore, this protein exists in monomeric
(G-actin) or polymeric (F-actin) forms [245]. Human β-actin interacts with CPNE1 and CPNE4.
This protein was identified in IGF2BP1-dependent mRNP granule containing untranslated mRNAs.
In relation to the subject of this paper, human actin serves as an important component of the BAF
complexes [12]. Actin is found in complexes with XPO6, Ran, ACTB, and PFN1, and can interact
with DHX9, EMD, ERBB2, GCSAM, TBC1D21, and XPO6. Actin interaction with nuclear DNA
helicase II (NDH II), also designated RNA helicase A, is direct and promotes attachment of nuclear
ribonucleoprotein complexes to filamentous actin [246]. Actin can also bind to a tumor suppressor,
down-regulated in renal cell carcinoma 1 (DRR1) [247,248]. Since actin is one of the most abundant,
if not the most abundant eukaryotic protein, it is not surprising that mutations in ACTB genes are
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linked to numerous diseases, such as dystonia, juvenile-onset (DJO) [249], Baraitser–Winter syndrome
1 (BRWS1) [250], inherited myopathy [251], combined and complex dystonia [252], developmental
malformations–deafness–dystonia syndrome, as well as multiple tumors, such as melanoma, blastoma,
and hematologic, lung, urinary, uterine, bladder, kidney, and colorectal cancers. Furthermore, human
ACTB genes are down-regulated in prostate and urinary bladder cancers, and up-regulated in breast
and kidney cancers.

Aberrations in F-actin polymerization were also linked to intellectual and developmental
disabilities (IDD) and autism spectrum disorders (ASD) [253]. Despite the exceptional importance
of human β-actin, no high resolution structural information is available for this protein as of yet.
In fact, although structure of F-actin complexed with several partners was resolved by cryo-electron
microscopy, only a short peptide of actin (residues 66–88) was co-crystallized with the binding partner,
human histone-lysine N-methyltransferase SETD3 (see Figure 22A).

This is not very surprising, considering that actin is characterized by a thermodynamically unstable
quasi-stationary structure with elements of intrinsic disorder [254,255]. Since structural and functional
peculiarities of this most abundant protein of the eukaryotic cell were systematically analyzed in
several recent reviews, we will not provide further details here, and direct the interested reader to
those articles [254,255]. Figure 22B–D provide a glance on the functional intrinsic disorder of human
BAF53A/ACTL6A, BAF53B/ACTL6B, and β-actin/ACTB and show the presence of relatively short
IDPRs. BAF53A/ACTL6A and BAF53B/ACTL6B have short MoRFs, but there are no sites of intrinsic
disorder-based interactions in β-actin/ACTB. On the other hand, human β-actin/ACTB contains a very
large number of PTMs. It seems that this protein is the most modified component of the BAX complex.

In the STRING-generated PPI network of human BAF53B/ACTL6B that was created using the
highest confidence level of 0.9, there were 98 nodes with 1,422 connections, which was significantly
larger than the expected 184 edges for the network of its size (PPI enrichment p-value was < 10−16).
In this PPI network, an average local clustering coefficient was 0.804, and an average node degree
was 29. In BAF53B/ACTL6B-centered PPI interaction network generated by STRING with the highest
confidence level of 0.9 there were 28 nodes linked by 294 interactions, which indicates that this network
had significantly more interactions than the expected 29 nodes (the corresponding PPI enrichment
p-value was < 10−16). This interactome was characterized by an average node degree of 21 and an
average local clustering coefficient of 0.877. According to the STRING analysis using the highest
confidence level of 0.9, human β-actin/ACTB was involved in an extremely well-developed and dense
PPI network containing 204 nodes connected by 3086 edges. This network was characterized by an
average node degree of 30.3 and an average local clustering coefficient of 0.896. This interactome had
significantly more interactions than the expected 717 edges for the network of its size (PPI enrichment
p-value was < 10−16).
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and β-actin/ACTB. (A) X-ray crystal structure of a short actin peptide (residues 66–88, yellow structure)
co-crystallized with human histone-lysine N-methyltransferase (blue structure) (PDB ID: 6ICT). (B) D2P2

functional disorder profile of human BAF53A/ACTL6A (UniProt ID: O96019). (C) D2P2 functional
disorder profile of human BAF53B/ACTL6B (UniProt ID: O94805). (D) D2P2 functional disorder profile
of human β-actin/ACTB (UniProt ID: P60709).

2.19. GLTSCR1/BICRA (PPID = 88.2%) and GLTSCR1L/BICRAL (PPID = 74.8%)

BRD4-interacting chromatin-remodeling complex-associated protein (BICRA), also known as
glioma tumor suppressor candidate region gene 1 protein GLTSCR1 (UniProt ID: Q9NZM4), is a
1560-residue-long component of the SWI/SNF chromatin remodeling subcomplex GBAF and an ncBAF
complex subunit encoded by the BICRA gene.

GLTSCR1/BICRA is shown to play a role in BRD4-mediated gene transcription via interaction
with the extraterminal (ET) domain of bromodomain protein 4 (BRD4) [256] that is important for
the organism development, cancer progression, and virus-host pathogenesis [257]. Furthermore,
GLTSCR1/BICRA also binds to NSD3, along with several components of the BRG1-CREST complex,
thereby linking BRD4 to a chromatin remodeling complex [256]. Alterations (nsSNVs) in the BICRA
gene are associated with various tumors, such as melanoma, blastoma, and thyroid carcinoma, as
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well as stomach, breast, liver, lung, colorectal, and uterine cancers. Furthermore, the BICRA gene is
significantly overexpressed in urinary bladder cancer, lung squamous cell carcinoma, breast cancer,
and kidney cancer. GLTSCR1/BICRA is an important subunit of the ncBAF complex critical for
rhabdoid tumor cell line survival suggesting that GLTSCR1 inhibition can serve as a promising target
for rhabdoid tumor treatment [258].

Figure 23 shows that human GLTSCR1/BICRA is one of the most disordered subunits of BAF
complexes, possessing ~90% disordered residues. This protein contains several PTM sites and 32 MoRFs
covering 944 residues.Int. J. Mol. Sci. 2018, 19, x 44 of 61 
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Figure 23. Structural and functional analysis of the human GLTSCR1/BICRA protein (UniProt
ID: Q9NZM4). (A) Intrinsic disorder profile of human GLTSCR1/BICRA protein generated by six
commonly used predictors of intrinsic disorder (PONDR® VLXT, PONDR® VL3, PONDR® VSL2,
PONDR® FIT, IUPred_short, and IUPred_long). (B) D2P2 functional disorder profile of the human
GLTSCR1/BICRA protein.

This indicates that 60.5% of the total residues or 68.6% of the disordered residues in this protein
can be engaged in disorder-based interactions. There are five regions with compositional bias in human
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GLTSCR1/BICRA, which are mostly concentrated in the C-terminal half of the protein. These include
three poly-Pro segments (residues 935–940, 1333–1337, and 1345–1355), a poly-Gly region (residues
88–96), and a poly-Ser region (residues 1265–1276).

In a PPI network of human GLTSCR1/BICRA generated using STRING with high confidence
level of 0.7, there were eight nodes and 20 edges (instead of seven expected edges). This network
was characterized by an average node degree of 5, and an average local clustering coefficient of 0.869,
containing significantly more interactions than expected for the network of its size (PPI enrichment
p-value was < 4.94 × 10−5).

BRD4-interacting chromatin-remodeling complex-associated protein-like (BICRAL) also known
as glioma tumor suppressor candidate region gene 1 protein-like (GLTSCR1; UniProt ID: Q6AI39), is a
1079-residue-long component of the SWI/SNF chromatin remodeling subcomplex GBAF encoded by
the BICRAL gene. The currently available information about this protein is very limited. It is known
that GLTSCR and GLTSCR1L are mutually exclusive paralogs incorporated in chromatin remodeling
subcomplex GBAF, where they are used instead of an ARID protein [18]. It was also shown that
GLTSCR1 or GLTSCR1L knockouts in the metastatic prostate cancer cell line PC3 led to the loss of
proliferation and colony-forming abilities [18].
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Figure 24. D2P2 functional disorder profile of human GLTSCR1L/BICRAL protein (UniProt ID: Q6AI39).

Figure 24 represents the D2P2-generated profile of functional disorder in human
GLTSCR1L/BICRAL and shows that similar to its paralog, GLTSCR1/BICRA, this protein was predicted
to have high levels of intrinsic disorder, contained multiple PTM sites, and included 30 MoRFs. In a
GLTSCR1L/BICRAL-centered PPI network generated using STRING with a medium confidence level
of 0.4, there were eight nodes and 13 edges (instead of seven expected edges). This network was
characterized by an average node degree of 3.25 and an average local clustering coefficient of 0.911.
It contained significantly more interactions than expected for the network of its size (PPI enrichment
p-value was 0.0288).

Non-synonymous single-nucleotide variations (nsSNVs) in the BICRAL gene are linked to blastoma,
malignant glioma, and melanoma, as well as to stomach, uterine, pancreatic, colorectal, liver, and
lung cancers, whereas significant down-regulation of the BICRAL gene was observed in urinary
bladder cancer, head and neck cancer, lung squamous cell carcinoma, breast cancer, thyroid cancer,
and esophageal cancer.



Int. J. Mol. Sci. 2019, 20, 5260 44 of 59

3. Experimental Section

3.1. Datasets

We analyzed here the 30 major components of human BAF complex. The list of considered
subunits include BRG1/SMARCA4, BRM/SMARCA2 BCL7A, BCL7B, BCL7C, BCL11A, BCL11B,
BAF250A/ARID1A, BAF250B/ARID1B, BAF57/SMARCE1, BAF155/SMARCC1, BAF180/PBRM1,
BAF200/ARID2, BRD7, BRD9, BAF60A/SMARCD1, BAF60B/SMARCD2, BAF60C/SMARCD3,
BAF45A/PHF10, BAF45D/DPF2, BAF45B/DPF1, BAF45C/DPF3, BAF47/SMARCB1, SSXT/SS18,
BAF170/SMARCC2, BAF53A/ACTL6A, BAF53B/ACTL6B, actin-β/ACTB, GLTSCR1/BICRA, and
GLTSCR1L/BICRAL. Sequences of these proteins in the FASTA format and some functional information
was extracted from UniProt [120]. Amino acid sequences of the analyzed proteins are shown in
Supplementary Materials.

3.2. Computational Characterization of Intrinsic Disorder in the BAF Complex

Initially, the subunits of human BAF complex were analyzed by five per-residue predictors, such
as PONDR® VLXT [61], PONDR® VSL2 [259], and PONDR® VL3 [259] available on the PONDR site
(http://www.pondr.com), and the IUPred computational platform that allows identification of either
short or long regions of intrinsic disorder, IUPred-L and IUPred-S [260]. The outputs of the evaluation
of the per-residue disorder propensity by these tools are represented as real numbers between 1 (ideal
prediction of disorder) and 0 (ideal prediction of order). A threshold of ≥0.5 was used to identify
disordered residues and regions in query proteins. For each query protein in this study, the predicted
percentage of intrinsic disorder (PPID) was calculated based on the outputs of PONDR® VSL2. Here,
PPID in a query protein represents a percent of residues with disorder scores exceeding 0.5.

Next, the outputs of two binary predictors, the charge-hydropathy (CH) plot [69,112] and the
cumulative distribution function (CDF) plot [110,112,261] were combined to conduct a CH-CDF
analysis [109–111,262] that allows classification of proteins based on their position within the CH-CDF
phase space as ordered (proteins predicted to be ordered by both binary predictors), putative native
“molten globules” or hybrid proteins (proteins determined to be ordered/compact by CH, but disordered
by CDF), putative native coils and native pre-molten globules (proteins predicted to be disordered by
both methods), and proteins predicted to be disordered by CH-plot, but ordered by CDF.

Complementary disorder evaluations together with important disorder-related functional
information were retrieved from the D2P2 database (http://d2p2.pro/) [263], which is a database of
predicted disorder for a large library of proteins from completely sequenced genomes [263]. The D2P2

database uses outputs of IUPred [260], PONDR® VLXT [61], PrDOS [264], PONDR® VSL2B [265,266],
PV2 [263], and ESpritz [267]. The database is further supplemented by data concerning location of
various curated posttranslational modifications and predicted disorder-based protein binding sites,
known as molecular recognition features, MoRFs.

3.3. Computational Evaluation of Interactability of the Human BAF Complex Subunits

Information on the interactability of the subunits of human BAF complex was retrieved using the
search tool for the retrieval of interacting genes; STRING, http://string-db.org/. STRING generates a
network of protein–protein interactions based on predicted and experimentally validated information
on the interaction partners of a protein of interest [268]. In the corresponding network, the nodes
correspond to proteins, whereas the edges show predicted or known functional associations. Seven
types of evidence are used to build the corresponding network, where they are indicated by the
differently colored lines: A green line represents neighborhood evidence; a red line—the presence of
fusion evidence; a purple line—experimental evidence; a blue line—co-occurrence evidence; a light
blue line—database evidence; a yellow line—text mining evidence; and a black line—co-expression
evidence [268]. In this study, STRING was utilized in three different modes—to generate the network
of the inter-BAF-complex PPI interactions, to produce the BAF-centered PPI network, and to create
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PPI networks centered at individual subunits of the human BAF complex. These individual networks
for each subunit of human BAF complex can be found in the Supplementary Materials. Resulting
PPI networks were further analyzed using STRING-embedded routines in order to retrieve the
network-related statistics, such as: The number of nodes (proteins); the number of edges (interactions);
average node degree (average number of interactions per protein); average local clustering coefficient,
which defines how close the neighbors are to being a complete clique: If a local clustering coefficient is
equal to 1, then every neighbor connected to a given node Ni is also connected to every other node
within the neighborhood, and if it is equal to 0, then no node that is connected to a given node Ni
connects to any other node that is connected to Ni; expected number of edges (which is a number of
interactions among the proteins in a random set of proteins of similar size); and a PPI enrichment
p-value (which is a reflection of the fact that query proteins in the analyzed PPI network have more
interactions among themselves than what would be expected for a random set of proteins of similar
size, drawn from the genome. It was pointed out that such an enrichment indicates that the proteins
are at least partially biologically connected, as a group).

4. Conclusions

This article presents the results of unprecedented computational and bioinformatics analysis
of the intrinsic disorder predisposition of the subunits of chromatin remodeling complex BAF. We
show here that as a rule, the constituents of this proteinaceous machine contain very high levels
of intrinsic disorder. As a matter of fact, the vast majority of human BAF subunits are highly
disordered proteins characterized by PPID values exceeding 50%. These observations define a set
of BAF subunits as one the most disordered set of functionally related proteins. With no exception,
all BAF subunits contain functionally important IDPRs. Disorder in these proteins is used for
protein–protein interactions and also serves as a signal for a variety of posttranslational modifications.
This information adds a new angle of complexity to this machine, which is known to be characterized
by a highly polymorphic structure, containing from four to 17 subunits encoded by 29 genes. Our
data indicated that this compositional polymorphism of BAF complex was further intensified by
the structural polymorphism of its subunits defined by their high disorder contents, the presence of
multiple PTM sites, and numerous isoforms generated by alternative splicing. These features (intrinsic
disorder, PTMs, and alternative splicing) were considered as means for the generation of various
proteoforms (i.e., a set of structurally and functionally distinct protein molecules encoded by a single
gene) [269,270], which constitute a foundation for the “protein structure-function continuum” model,
where a given protein exists as a dynamic conformational ensemble containing multiple proteoforms
(conformational/basic, inducible/modified, and functioning) characterized by a broad spectrum of
structural features and possessing various functional potentials [269,271,272]. Therefore, it seems that
the BAF complex represents the realization of the proteoform concept at the proteinaceous machine
level. This disorder-based structural and functional heterogeneity of BAF subunits also provides
an explanation for the common involvement of these proteins in various human diseases. In fact,
this is in line with the common knowledge that many disease-associated proteins are IDPs or hybrid
proteins containing ordered domains and functional IDPRs [273,274]: Since IDPs/IDPRs are commonly
involved in recognition, regulation, and cell signaling, their deregulation and misfolding can lead to
misidentification, misinteractions, and missignaling and, therefore, can be pathogenic [273,275–279].
In other words, the data presented in this study on the prevalence of intrinsic disorder in the subunits
of human chromatin remodeling complex BAF opened another level of sophistication in the possible
routes of BAF pathogenicity.

Supplementary Materials: The following are available online at http://www.mdpi.com/1422-0067/20/21/5260/s1.

Author Contributions: N.E.H.—conducted computational research, collected and analyzed literature data and
helped with the manuscript preparation. V.N.U.—conceived the idea, conducted computational research, collected
and analyzed literature data, and wrote the article.

http://www.mdpi.com/1422-0067/20/21/5260/s1


Int. J. Mol. Sci. 2019, 20, 5260 46 of 59

Acknowledgments: We are thankful to Bin Xue for his help with the CH-CDF analysis. We are also thankful to
Alexey Uversky for careful reading and editing this manuscript.

Conflicts of Interest: The authors declare no conflict of interest.

References

1. Arnaud, O.; Le Loarer, F.; Tirode, F. BAFfling pathologies: Alterations of BAF complexes in cancer. Cancer
Lett. 2018, 419, 266–279. [CrossRef] [PubMed]

2. Kouzarides, T. Chromatin modifications and their function. Cell 2007, 128, 693–705. [CrossRef] [PubMed]
3. Trotter, K.W.; Archer, T.K. Nuclear receptors and chromatin remodeling machinery. Mol. Cell. Endocrinol.

2007, 265–266, 162–167. [CrossRef] [PubMed]
4. Vignali, M.; Hassan, A.H.; Neely, K.E.; Workman, J.L. ATP-dependent chromatin-remodeling complexes.

Mol. Cell. Biol. 2000, 20, 1899–1910. [CrossRef] [PubMed]
5. Yan, Z.; Cui, K.; Murray, D.M.; Ling, C.; Xue, Y.; Gerstein, A.; Parsons, R.; Zhao, K.; Wang, W. PBAF

chromatin-remodeling complex requires a novel specificity subunit, BAF200, to regulate expression of
selective interferon-responsive genes. Genes Dev. 2005, 19, 1662–1667. [CrossRef] [PubMed]

6. Hargreaves, D.C.; Crabtree, G.R. ATP-dependent chromatin remodeling: Genetics, genomics and mechanisms.
Cell Res. 2011, 21, 396–420. [CrossRef] [PubMed]

7. Lorch, Y.; Maier-Davis, B.; Kornberg, R.D. Mechanism of chromatin remodeling. Proc. Natl. Acad. Sci. USA
2010, 107, 3458–3462. [CrossRef]

8. Rando, O.J.; Zhao, K.; Janmey, P.; Crabtree, G.R. Phosphatidylinositol-dependent actin filament binding
by the SWI/SNF-like BAF chromatin remodeling complex. Proc. Natl. Acad. Sci. USA 2002, 99, 2824–2829.
[CrossRef]

9. Panamarova, M.; Cox, A.; Wicher, K.B.; Butler, R.; Bulgakova, N.; Jeon, S.; Rosen, B.; Seong, R.H.; Skarnes, W.;
Crabtree, G.; et al. The BAF chromatin remodelling complex is an epigenetic regulator of lineage specification
in the early mouse embryo. Development 2016, 143, 1271–1283. [CrossRef]

10. Cui, K.; Tailor, P.; Liu, H.; Chen, X.; Ozato, K.; Zhao, K. The chromatin-remodeling BAF complex mediates
cellular antiviral activities by promoter priming. Mol. Cell Biol. 2004, 24, 4476–4486. [CrossRef]

11. Liu, L.; Wan, X.; Zhou, P.; Zhou, X.; Zhang, W.; Hui, X.; Yuan, X.; Ding, X.; Zhu, R.; Meng, G.; et al.
The chromatin remodeling subunit Baf200 promotes normal hematopoiesis and inhibits leukemogenesis.
J. Hematol. Oncol. 2018, 11, 27. [CrossRef] [PubMed]

12. Tang, L.; Nogales, E.; Ciferri, C. Structure and function of SWI/SNF chromatin remodeling complexes and
mechanistic implications for transcription. Prog. Biophys. Mol. Biol. 2010, 102, 122–128. [CrossRef] [PubMed]

13. Singleton, M.R.; Wigley, D.B. Modularity and specialization in superfamily 1 and 2 helicases. J. Bacteriol.
2002, 184, 1819–1826. [CrossRef] [PubMed]

14. Hota, S.K.; Johnson, J.R.; Verschueren, E.; Thomas, R.; Blotnick, A.M.; Zhu, Y.; Sun, X.; Pennacchio, L.A.;
Krogan, N.J.; Bruneau, B.G. Dynamic BAF chromatin remodeling complex subunit inclusion promotes
temporally distinct gene expression programs in cardiogenesis. Development 2019, 146, dev174086. [CrossRef]

15. Wang, W.; Xue, Y.; Zhou, S.; Kuo, A.; Cairns, B.R.; Crabtree, G.R. Diversity and specialization of mammalian
SWI/SNF complexes. Genes Dev. 1996, 10, 2117–2130. [CrossRef]

16. Xue, Y.; Canman, J.C.; Lee, C.S.; Nie, Z.; Yang, D.; Moreno, G.T.; Young, M.K.; Salmon, E.D.; Wang, W.
The human SWI/SNF-B chromatin-remodeling complex is related to yeast rsc and localizes at kinetochores of
mitotic chromosomes. Proc. Natl. Acad. Sci. USA 2000, 97, 13015–13020. [CrossRef]

17. St Pierre, R.; Kadoch, C. Mammalian SWI/SNF complexes in cancer: Emerging therapeutic opportunities.
Curr. Opin. Genet. Dev. 2017, 42, 56–67. [CrossRef]

18. Alpsoy, A.; Dykhuizen, E.C. Glioma tumor suppressor candidate region gene 1 (GLTSCR1) and its paralog
GLTSCR1-like form SWI/SNF chromatin remodeling subcomplexes. J. Biol. Chem. 2018, 293, 3892–3903.
[CrossRef]

19. Alfert, A.; Moreno, N.; Kerl, K. The BAF complex in development and disease. Epigenetics Chromatin 2019,
12, 19. [CrossRef]

20. Yan, L.; Xie, S.; Du, Y.; Qian, C. Structural Insights into BAF47 and BAF155 Complex Formation. J. Mol. Biol.
2017, 429, 1650–1660. [CrossRef]

http://dx.doi.org/10.1016/j.canlet.2018.01.046
http://www.ncbi.nlm.nih.gov/pubmed/29374542
http://dx.doi.org/10.1016/j.cell.2007.02.005
http://www.ncbi.nlm.nih.gov/pubmed/17320507
http://dx.doi.org/10.1016/j.mce.2006.12.015
http://www.ncbi.nlm.nih.gov/pubmed/17240047
http://dx.doi.org/10.1128/MCB.20.6.1899-1910.2000
http://www.ncbi.nlm.nih.gov/pubmed/10688638
http://dx.doi.org/10.1101/gad.1323805
http://www.ncbi.nlm.nih.gov/pubmed/15985610
http://dx.doi.org/10.1038/cr.2011.32
http://www.ncbi.nlm.nih.gov/pubmed/21358755
http://dx.doi.org/10.1073/pnas.1000398107
http://dx.doi.org/10.1073/pnas.032662899
http://dx.doi.org/10.1242/dev.131961
http://dx.doi.org/10.1128/MCB.24.10.4476-4486.2004
http://dx.doi.org/10.1186/s13045-018-0567-7
http://www.ncbi.nlm.nih.gov/pubmed/29482581
http://dx.doi.org/10.1016/j.pbiomolbio.2010.05.001
http://www.ncbi.nlm.nih.gov/pubmed/20493208
http://dx.doi.org/10.1128/JB.184.7.1819-1826.2002
http://www.ncbi.nlm.nih.gov/pubmed/11889086
http://dx.doi.org/10.1242/dev.174086
http://dx.doi.org/10.1101/gad.10.17.2117
http://dx.doi.org/10.1073/pnas.240208597
http://dx.doi.org/10.1016/j.gde.2017.02.004
http://dx.doi.org/10.1074/jbc.RA117.001065
http://dx.doi.org/10.1186/s13072-019-0264-y
http://dx.doi.org/10.1016/j.jmb.2017.04.008


Int. J. Mol. Sci. 2019, 20, 5260 47 of 59

21. Zhao, K.; Wang, W.; Rando, O.J.; Xue, Y.; Swiderek, K.; Kuo, A.; Crabtree, G.R. Rapid and
phosphoinositol-dependent binding of the SWI/SNF-like BAF complex to chromatin after T lymphocyte
receptor signaling. Cell 1998, 95, 625–636. [CrossRef]

22. Lu, C.; Allis, C.D. SWI/SNF complex in cancer. Nat. Genet. 2017, 49, 178–179. [CrossRef] [PubMed]
23. Heare, T.; Hensley, M.A.; Dell’Orfano, S. Bone tumors: Osteosarcoma and Ewing’s sarcoma. Curr. Opin.

Pediatr. 2009, 21, 365–372. [CrossRef] [PubMed]
24. Burchill, S.A. Ewing’s sarcoma: Diagnostic, prognostic, and therapeutic implications of molecular

abnormalities. J. Clin. Pathol. 2003, 56, 96–102. [CrossRef]
25. Herrero-Martin, D.; Fourtouna, A.; Niedan, S.; Riedmann, L.T.; Schwentner, R.; Aryee, D.N. Factors Affecting

EWS-FLI1 Activity in Ewing’s Sarcoma. Sarcoma 2011, 2011, 352580. [CrossRef]
26. Zilfou, J.T.; Lowe, S.W. Tumor suppressive functions of p53. Cold Spring Harb. Perspect Biol. 2009, 1, a001883.

[CrossRef]
27. Deneen, B.; Denny, C.T. Loss of p16 pathways stabilizes EWS/FLI1 expression and complements EWS/FLI1

mediated transformation. Oncogene 2001, 20, 6731–6741. [CrossRef]
28. Batra, S.; Reynolds, C.P.; Maurer, B.J. Fenretinide cytotoxicity for Ewing’s sarcoma and primitive

neuroectodermal tumor cell lines is decreased by hypoxia and synergistically enhanced by ceramide
modulators. Cancer Res. 2004, 64, 5415–5424. [CrossRef]

29. van der Schaft, D.W.; Hillen, F.; Pauwels, P.; Kirschmann, D.A.; Castermans, K.; Egbrink, M.G.; Tran, M.G.;
Sciot, R.; Hauben, E.; Hogendoorn, P.C.; et al. Tumor cell plasticity in Ewing sarcoma, an alternative
circulatory system stimulated by hypoxia. Cancer Res. 2005, 65, 11520–11528. [CrossRef]

30. Shi, Y.; Chang, M.; Wang, F.; Ouyang, X.; Jia, Y.; Du, H. Role and mechanism of hypoxia-inducible factor-1 in
cell growth and apoptosis of breast cancer cell line MDA-MB-231. Oncol. Lett. 2010, 1, 657–662. [CrossRef]

31. Herrero-Martin, D.; Osuna, D.; Ordonez, J.L.; Sevillano, V.; Martins, A.S.; Mackintosh, C.; Campos, M.;
Madoz-Gurpide, J.; Otero-Motta, A.P.; Caballero, G.; et al. Stable interference of EWS-FLI1 in an Ewing
sarcoma cell line impairs IGF-1/IGF-1R signalling and reveals TOPK as a new target. Br. J. Cancer 2009, 101,
80–90. [CrossRef] [PubMed]

32. Martins, A.S.; Mackintosh, C.; Martin, D.H.; Campos, M.; Hernandez, T.; Ordonez, J.L.; de Alava, E.
Insulin-like growth factor I receptor pathway inhibition by ADW742, alone or in combination with imatinib,
doxorubicin, or vincristine, is a novel therapeutic approach in Ewing tumor. Clin. Cancer Res. 2006,
12, 3532–3540. [CrossRef] [PubMed]

33. McBride, M.J.; Kadoch, C. Disruption of mammalian SWI/SNF and polycomb complexes in human sarcomas:
Mechanisms and therapeutic opportunities. J. Pathol. 2018, 244, 638–649. [CrossRef] [PubMed]

34. Boulay, G.; Sandoval, G.J.; Riggi, N.; Iyer, S.; Buisson, R.; Naigles, B.; Awad, M.E.; Rengarajan, S.; Volorio, A.;
McBride, M.J.; et al. Cancer-Specific Retargeting of BAF Complexes by a Prion-like Domain. Cell 2017,
171, 163–178. [CrossRef] [PubMed]

35. Harrison, A.F.; Shorter, J. RNA-binding proteins with prion-like domains in health and disease. Biochem. J.
2017, 474, 1417–1438. [CrossRef] [PubMed]

36. Lieutaud, P.; Ferron, F.; Uversky, A.V.; Kurgan, L.; Uversky, V.N.; Longhi, S. How disordered is my protein
and what is its disorder for? A guide through the "dark side" of the protein universe. Intrinsically Disord.
Proteins 2016, 4, e1259708. [CrossRef]

37. Uversky, V.N.; Dunker, A.K. Understanding protein non-folding. Biochim. Biophys. Acta (BBA)-Proteins
Proteom. 2010, 1804, 1231–1264. [CrossRef]

38. Ward, J.J.; Sodhi, J.S.; McGuffin, L.J.; Buxton, B.F.; Jones, D.T. Prediction and Functional Analysis of Native
Disorder in Proteins from the Three Kingdoms of Life. J. Mol. Biol. 2004, 337, 635–645. [CrossRef]

39. Dunker, A.K.; Obradovic, Z.; Romero, P.; Garner, E.C.; Brown, C.J. Intrinsic protein disorder in complete
genomes. Genome Inform. Ser. Workshop Genome Inform. 2000, 11, 161–171.

40. Peng, Z.; Yan, J.; Fan, X.; Mizianty, M.J.; Xue, B.; Wang, K.; Hu, G.; Uversky, V.N.; Kurgan, L. Exceptionally
abundant exceptions: Comprehensive characterization of intrinsic disorder in all domains of life. Cell Mol.
Life Sci. 2015, 72, 137–151. [CrossRef]

41. Xue, B.; Dunker, A.K.; Uversky, V.N. Orderly order in protein intrinsic disorder distribution: Disorder in 3500
proteomes from viruses and the three domains of life. J. Biomol. Struct. Dyn. 2012, 30, 137–149. [CrossRef]
[PubMed]

http://dx.doi.org/10.1016/S0092-8674(00)81633-5
http://dx.doi.org/10.1038/ng.3779
http://www.ncbi.nlm.nih.gov/pubmed/28138149
http://dx.doi.org/10.1097/MOP.0b013e32832b1111
http://www.ncbi.nlm.nih.gov/pubmed/19421061
http://dx.doi.org/10.1136/jcp.56.2.96
http://dx.doi.org/10.1155/2011/352580
http://dx.doi.org/10.1101/cshperspect.a001883
http://dx.doi.org/10.1038/sj.onc.1204875
http://dx.doi.org/10.1158/0008-5472.CAN-04-0377
http://dx.doi.org/10.1158/0008-5472.CAN-05-2468
http://dx.doi.org/10.3892/ol_00000115
http://dx.doi.org/10.1038/sj.bjc.6605104
http://www.ncbi.nlm.nih.gov/pubmed/19491900
http://dx.doi.org/10.1158/1078-0432.CCR-05-1778
http://www.ncbi.lm.nih.gov/pubmed/16740780
http://dx.doi.org/10.1002/path.5042
http://www.ncbi.nlm.nih.gov/pubmed/29359803
http://dx.doi.org/10.1016/j.cell.2017.07.036
http://www.ncbi.nlm.nih.gov/pubmed/28844694
http://dx.doi.org/10.1042/BCJ20160499
http://www.ncbi.nlm.nih.gov/pubmed/28389532
http://dx.doi.org/10.1080/21690707.2016.1259708
http://dx.doi.org/10.1016/j.bbapap.2010.01.017
http://dx.doi.org/10.1016/j.jmb.2004.02.002
http://dx.doi.org/10.1007/s00018-014-1661-9
http://dx.doi.org/10.1080/07391102.2012.675145
http://www.ncbi.nlm.nih.gov/pubmed/22702725


Int. J. Mol. Sci. 2019, 20, 5260 48 of 59

42. Tokuriki, N.; Oldfield, C.J.; Uversky, V.N.; Berezovsky, I.N.; Tawfik, D.S. Do viral proteins possess unique
biophysical features? Trends Biochem. Sci. 2009, 34, 53–59. [CrossRef] [PubMed]

43. Xue, B.; Williams, R.W.; Oldfield, C.J.; Dunker, A.K.; Uversky, V.N. Archaic chaos: Intrinsically disordered
proteins in Archaea. BMC Syst. Biol. 2010, 4 (Suppl. 1), S1. [CrossRef]

44. Uversky, V.N. The mysterious unfoldome: Structureless, underappreciated, yet vital part of any given
proteome. J. Biomed. Biotechnol. 2010, 2010, 568068. [CrossRef] [PubMed]

45. Tompa, P.; Dosztanyi, Z.; Simon, I. Prevalent structural disorder in E. coli and S. cerevisiae proteomes.
J. Proteome Res. 2006, 5, 1996–2000. [CrossRef]

46. Krasowski, M.D.; Reschly, E.J.; Ekins, S. Intrinsic disorder in nuclear hormone receptors. J. Proteome Res.
2008, 7, 4359–4372. [CrossRef]

47. Shimizu, K.; Toh, H. Interaction between intrinsically disordered proteins frequently occurs in a human
protein-protein interaction network. J. Mol. Biol. 2009, 392, 1253–1265. [CrossRef]

48. Pentony, M.M.; Jones, D.T. Modularity of intrinsic disorder in the human proteome. Proteins 2010, 78, 212–221.
[CrossRef]

49. Tompa, P.; Kalmar, L. Power law distribution defines structural disorder as a structural element directly
linked with function. J. Mol. Biol. 2010, 403, 346–350. [CrossRef]

50. Schad, E.; Tompa, P.; Hegyi, H. The relationship between proteome size, structural disorder and organism
complexity. Genome Biol. 2011, 12, R120. [CrossRef]

51. Dyson, H.J. Expanding the proteome: Disordered and alternatively folded proteins. Q. Rev. Biophys. 2011,
44, 467–518. [CrossRef] [PubMed]

52. Pancsa, R.; Tompa, P. Structural disorder in eukaryotes. PLoS ONE 2012, 7, e34687. [CrossRef] [PubMed]
53. Midic, U.; Obradovic, Z. Intrinsic disorder in putative protein sequences. Proteome Sci. 2012, 10 (Suppl. 1),

S19. [CrossRef]
54. Hegyi, H.; Tompa, P. Increased structural disorder of proteins encoded on human sex chromosomes.

Mol. Biosyst. 2012, 8, 229–236. [CrossRef] [PubMed]
55. Korneta, I.; Bujnicki, J.M. Intrinsic disorder in the human spliceosomal proteome. PLoS Comput. Biol. 2012,

8, e1002641. [CrossRef] [PubMed]
56. Kahali, B.; Ghosh, T.C. Disorderness in Escherichia coli proteome: Perception of folding fidelity and

protein-protein interactions. J. Biomol Struct. Dyn. 2013, 31, 472–476. [CrossRef]
57. Di Domenico, T.; Walsh, I.; Tosatto, S.C. Analysis and consensus of currently available intrinsic protein

disorder annotation sources in the MobiDB database. BMC Bioinform. 2013, 14 (Suppl. 7), S3. [CrossRef]
58. Darling, A.L.; Uversky, V.N. Intrinsic Disorder in Proteins with Pathogenic Repeat Expansions. Molecules

2017, 22, 2027. [CrossRef]
59. Jorda, J.; Xue, B.; Uversky, V.N.; Kajava, A.V. Protein tandem repeats - the more perfect, the less structured.

FEBS J. 2010, 277, 2673–2682. [CrossRef]
60. Williams, R.M.; Obradovic, Z.; Mathura, V.; Braun, W.; Garner, E.C.; Young, J.; Takayama, S.; Brown, C.J.;

Dunker, A.K. The protein non-folding problem: Amino acid determinants of intrinsic order and disorder.
Pac. Symp. Biocomput. 2001, 89–100.

61. Romero, P.; Obradovic, Z.; Li, X.; Garner, E.C.; Brown, C.J.; Dunker, A.K. Sequence complexity of disordered
protein. Proteins 2001, 42, 38–48. [CrossRef]

62. Radivojac, P.; Iakoucheva, L.M.; Oldfield, C.J.; Obradovic, Z.; Uversky, V.N.; Dunker, A.K. Intrinsic Disorder
and Functional Proteomics. Biophys. J. 2007, 92, 1439–1456. [CrossRef] [PubMed]

63. Vacic, V.; Uversky, V.N.; Dunker, A.K.; Lonardi, S. Composition Profiler: A tool for discovery and visualization
of amino acid composition differences. BMC Bioinform. 2007, 8, 211. [CrossRef] [PubMed]

64. Dunker, A.K.; Garner, E.; Guilliot, S.; Romero, P.; Albrecht, K.; Hart, J.; Obradovic, Z.; Kissinger, C.;
Villafranca, J.E. Protein disorder and the evolution of molecular recognition: Theory, predictions and
observations. Pac. Symp Biocomput. 1998, 3, 473–484.

65. Garner, E.; Cannon, P.; Romero, P.; Obradovic, Z.; Dunker, A.K. Predicting Disordered Regions from
Amino Acid Sequence: Common Themes Despite Differing Structural Characterization. Genome Inform. Ser.
Workshop Genome Inform. 1998, 9, 201–213.

66. Campen, A.; Williams, R.M.; Brown, C.J.; Meng, J.; Uversky, V.N.; Dunker, A.K. TOP-IDP-scale: A new amino
acid scale measuring propensity for intrinsic disorder. Protein Pept. Lett. 2008, 15, 956–963. [CrossRef]

http://dx.doi.org/10.1016/j.tibs.2008.10.009
http://www.ncbi.nlm.nih.gov/pubmed/19062293
http://dx.doi.org/10.1186/1752-0509-4-S1-S1
http://dx.doi.org/10.1155/2010/568068
http://www.ncbi.nlm.nih.gov/pubmed/20011072
http://dx.doi.org/10.1021/pr0600881
http://dx.doi.org/10.1021/pr8003024
http://dx.doi.org/10.1016/j.jmb.2009.07.088
http://dx.doi.org/10.1002/prot.22504
http://dx.doi.org/10.1016/j.jmb.2010.07.044
http://dx.doi.org/10.1186/gb-2011-12-12-r120
http://dx.doi.org/10.1017/S0033583511000060
http://www.ncbi.nlm.nih.gov/pubmed/21729349
http://dx.doi.org/10.1371/journal.pone.0034687
http://www.ncbi.nlm.nih.gov/pubmed/22496841
http://dx.doi.org/10.1186/1477-5956-10-S1-S19
http://dx.doi.org/10.1039/C1MB05285C
http://www.ncbi.nlm.nih.gov/pubmed/22105808
http://dx.doi.org/10.1371/journal.pcbi.1002641
http://www.ncbi.nlm.nih.gov/pubmed/22912569
http://dx.doi.org/10.1080/07391102.2012.706071
http://dx.doi.org/10.1186/1471-2105-14-S7-S3
http://dx.doi.org/10.3390/molecules22122027
http://dx.doi.org/10.1111/j.1742-4658.2010.07684.x
http://dx.doi.org/10.1002/1097-0134(20010101)42:1&lt;38::AID-PROT50&gt;3.0.CO;2-3
http://dx.doi.org/10.1529/biophysj.106.094045
http://www.ncbi.nlm.nih.gov/pubmed/17158572
http://dx.doi.org/10.1186/1471-2105-8-211
http://www.ncbi.nlm.nih.gov/pubmed/17578581
http://dx.doi.org/10.2174/092986608785849164


Int. J. Mol. Sci. 2019, 20, 5260 49 of 59

67. Uversky, V.N. Paradoxes and wonders of intrinsic disorder: Complexity of simplicity. Intrinsically Disord.
Proteins 2016, 4, e1135015. [CrossRef]

68. Wright, P.E.; Dyson, H.J. Intrinsically unstructured proteins: Re-assessing the protein structure-function
paradigm. J. Mol. Biol. 1999, 293, 321–331. [CrossRef]

69. Uversky, V.N.; Gillespie, J.R.; Fink, A.L. Why are "natively unfolded" proteins unstructured under physiologic
conditions? Proteins 2000, 41, 415–427.

70. Dunker, A.K.; Lawson, J.D.; Brown, C.J.; Williams, R.M.; Romero, P.; Oh, J.S.; Oldfield, C.J.; Campen, A.M.;
Ratliff, C.M.; Hipps, K.W.; et al. Intrinsically disordered protein. J. Mol. Graph. Model. 2001, 19, 26–59.
[CrossRef]

71. Tompa, P. Intrinsically unstructured proteins. Trends Biochem. Sci. 2002, 27, 527–533. [CrossRef]
72. Daughdrill, G.W.; Pielak, G.J.; Uversky, V.N.; Cortese, M.S.; Dunker, A.K. Natively disordered proteins.

In Handbook of Protein Folding; Buchner, J., Kiefhaber, T., Eds.; Wiley-VCH, Verlag GmbH & Co. KGaA:
Weinheim, Germany, 2005; pp. 271–353.

73. Uversky, V.N. Unusual biophysics of intrinsically disordered proteins. Biochim. Biophys. Acta 2013,
1834, 932–951. [CrossRef] [PubMed]

74. Uversky, V.N. A decade and a half of protein intrinsic disorder: Biology still waits for physics. Protein Sci.
2013, 22, 693–724. [CrossRef] [PubMed]

75. Uversky, V.N. Protein folding revisited. A polypeptide chain at the folding-misfolding-nonfolding cross-roads:
Which way to go? Cell Mol. Life Sci. 2003, 60, 1852–1871. [CrossRef]

76. Zhang, T.; Faraggi, E.; Li, Z.; Zhou, Y. Intrinsically semi-disordered state and its role in induced folding and
protein aggregation. Cell Biochem. Biophys. 2013, 67, 1193–1205. [CrossRef]

77. Uversky, V.N. Intrinsic disorder-based protein interactions and their modulators. Curr. Pharm. Des. 2013,
19, 4191–4213. [CrossRef]

78. Jakob, U.; Kriwacki, R.; Uversky, V.N. Conditionally and transiently disordered proteins: Awakening cryptic
disorder to regulate protein function. Chem. Rev. 2014, 114, 6779–6805. [CrossRef]

79. Dunker, A.K.; Brown, C.J.; Lawson, J.D.; Iakoucheva, L.M.; Obradovic, Z. Intrinsic disorder and protein
function. Biochemistry 2002, 41, 6573–6582. [CrossRef]

80. Dunker, A.K.; Brown, C.J.; Obradovic, Z. Identification and functions of usefully disordered proteins.
Adv. Protein Chem. 2002, 62, 25–49.

81. Uversky, V.N. Natively unfolded proteins: A point where biology waits for physics. Protein Sci. 2002,
11, 739–756. [CrossRef]

82. Uversky, V.N. What does it mean to be natively unfolded? Eur. J. Biochem. 2002, 269, 2–12. [CrossRef]
[PubMed]

83. Uversky, V.N.; Dunker, A.K. The case for intrinsically disordered proteins playing contributory roles in
molecular recognition without a stable 3D structure. F1000 Biol. Rep. 2013, 5, 1. [CrossRef] [PubMed]

84. Uversky, V.N. Functional roles of transiently and intrinsically disordered regions within proteins. FEBS J.
2015, 282, 1182–1189. [CrossRef] [PubMed]

85. DeForte, S.; Uversky, V.N. Order, Disorder, and Everything in Between. Molecules 2016, 21, 1090. [CrossRef]
86. Peng, Z.; Xue, B.; Kurgan, L.; Uversky, V.N. Resilience of death: Intrinsic disorder in proteins involved in the

programmed cell death. Cell Death Differ. 2013, 20, 1257–1267. [CrossRef]
87. Rautureau, G.J.P.; Day, C.L.; Hinds, M.G. Intrinsically Disordered Proteins in Bcl-2 Regulated Apoptosis. Int.

J. Mol. Sci. 2010, 11, 1808–1824. [CrossRef]
88. Hinds, M.G.; Smits, C.; Fredericks-Short, R.; Risk, J.M.; Bailey, M.; Huang, D.C.S.; Day, C.L. Bim, Bad and

Bmf: Intrinsically unstructured BH3-only proteins that undergo a localized conformational change upon
binding to prosurvival Bcl-2 targets. Cell Death Differ. 2007, 14, 128–136. [CrossRef]

89. Djulbegovic, M.B.; Uversky, V.N. Ferroptosis—An iron- and disorder-dependent programmed cell death.
Int. J. Biol. Macromol. 2019, 135, 1052–1069. [CrossRef]

90. DeForte, S.; Uversky, V.N. Not an exception to the rule: The functional significance of intrinsically disordered
protein regions in enzymes. Mol. Biosyst. 2017, 13, 463–469. [CrossRef]

91. van der Lee, R.; Buljan, M.; Lang, B.; Weatheritt, R.J.; Daughdrill, G.W.; Dunker, A.K.; Fuxreiter, M.; Gough, J.;
Gsponer, J.; Jones, D.T.; et al. Classification of intrinsically disordered regions and proteins. Chem. Rev. 2014,
114, 6589–6631. [CrossRef]

http://dx.doi.org/10.1080/21690707.2015.1135015
http://dx.doi.org/10.1006/jmbi.1999.3110
http://dx.doi.org/10.1016/S1093-3263(00)00138-8
http://dx.doi.org/10.1016/S0968-0004(02)02169-2
http://dx.doi.org/10.1016/j.bbapap.2012.12.008
http://www.ncbi.nlm.nih.gov/pubmed/23269364
http://dx.doi.org/10.1002/pro.2261
http://www.ncbi.nlm.nih.gov/pubmed/23553817
http://dx.doi.org/10.1007/s00018-003-3096-6
http://dx.doi.org/10.1007/s12013-013-9638-0
http://dx.doi.org/10.2174/1381612811319230005
http://dx.doi.org/10.1021/cr400459c
http://dx.doi.org/10.1021/bi012159+
http://dx.doi.org/10.1110/ps.4210102
http://dx.doi.org/10.1046/j.0014-2956.2001.02649.x
http://www.ncbi.nlm.nih.gov/pubmed/11784292
http://dx.doi.org/10.3410/B5-1
http://www.ncbi.nlm.nih.gov/pubmed/23361308
http://dx.doi.org/10.1111/febs.13202
http://www.ncbi.nlm.nih.gov/pubmed/25631540
http://dx.doi.org/10.3390/molecules21081090
http://dx.doi.org/10.1038/cdd.2013.65
http://dx.doi.org/10.3390/ijms11041808
http://dx.doi.org/10.1038/sj.cdd.4401934
http://dx.doi.org/10.1016/j.ijbiomac.2019.05.221
http://dx.doi.org/10.1039/C6MB00741D
http://dx.doi.org/10.1021/cr400525m


Int. J. Mol. Sci. 2019, 20, 5260 50 of 59

92. Habchi, J.; Tompa, P.; Longhi, S.; Uversky, V.N. Introducing protein intrinsic disorder. Chem. Rev. 2014, 114,
6561–6588. [CrossRef] [PubMed]

93. Fuxreiter, M.; Toth-Petroczy, A.; Kraut, D.A.; Matouschek, A.; Lim, R.Y.; Xue, B.; Kurgan, L.; Uversky, V.N.
Disordered proteinaceous machines. Chem. Rev. 2014, 114, 6806–6843. [CrossRef] [PubMed]

94. Uversky, V.N. The multifaceted roles of intrinsic disorder in protein complexes. FEBS Lett. 2015, 589, 2498–2506.
[CrossRef] [PubMed]

95. Coelho Ribeiro Mde, L.; Espinosa, J.; Islam, S.; Martinez, O.; Thanki, J.J.; Mazariegos, S.; Nguyen, T.;
Larina, M.; Xue, B.; Uversky, V.N. Malleable ribonucleoprotein machine: Protein intrinsic disorder in the
Saccharomyces cerevisiae spliceosome. PeerJ 2013, 1, e2. [CrossRef] [PubMed]

96. Xue, B.; Romero, P.R.; Noutsou, M.; Maurice, M.M.; Rudiger, S.G.; William, A.M., Jr.; Mizianty, M.J.; Kurgan, L.;
Uversky, V.N.; Dunker, A.K. Stochastic machines as a colocalization mechanism for scaffold protein function.
FEBS Lett. 2013, 587, 1587–1591. [CrossRef] [PubMed]

97. Iakoucheva, L.M.; Radivojac, P.; Brown, C.J.; O’Connor, T.R.; Sikes, J.G.; Obradovic, Z.; Dunker, A.K.
The importance of intrinsic disorder for protein phosphorylation. Nucleic Acids Res. 2004, 32, 1037–1049.
[CrossRef]

98. Pejaver, V.; Hsu, W.L.; Xin, F.; Dunker, A.K.; Uversky, V.N.; Radivojac, P. The structural and functional
signatures of proteins that undergo multiple events of post-translational modification. Protein Sci. 2014,
23, 1077–1093. [CrossRef]

99. Romero, P.R.; Zaidi, S.; Fang, Y.Y.; Uversky, V.N.; Radivojac, P.; Oldfield, C.J.; Cortese, M.S.; Sickmeier, M.;
Legall, T.; Obradovic, Z.; et al. Alternative splicing in concert with protein intrinsic disorder enables increased
functional diversity in multicellular organisms. Proc. Natl. Acad. Sci. USA 2006, 103, 8390–8395. [CrossRef]

100. Brangwynne, C.P.; Eckmann, C.R.; Courson, D.S.; Rybarska, A.; Hoege, C.; Gharakhani, J.; Julicher, F.;
Hyman, A.A. Germline P granules are liquid droplets that localize by controlled dissolution/condensation.
Science 2009, 324, 1729–1732. [CrossRef]

101. Brangwynne, C.P.; Mitchison, T.J.; Hyman, A.A. Active liquid-like behavior of nucleoli determines their size
and shape in Xenopus laevis oocytes. Proc. Natl. Acad. Sci. USA 2011, 108, 4334–4339. [CrossRef]

102. Li, P.; Banjade, S.; Cheng, H.C.; Kim, S.; Chen, B.; Guo, L.; Llaguno, M.; Hollingsworth, J.V.; King, D.S.;
Banani, S.F.; et al. Phase transitions in the assembly of multivalent signalling proteins. Nature 2012,
483, 336–340. [CrossRef] [PubMed]

103. Aggarwal, S.; Snaidero, N.; Pahler, G.; Frey, S.; Sanchez, P.; Zweckstetter, M.; Janshoff, A.; Schneider, A.;
Weil, M.T.; Schaap, I.A.; et al. Myelin membrane assembly is driven by a phase transition of myelin basic
proteins into a cohesive protein meshwork. PLoS Biol. 2013, 11, e1001577. [CrossRef] [PubMed]

104. Feric, M.; Brangwynne, C.P. A nuclear F-actin scaffold stabilizes ribonucleoprotein droplets against gravity
in large cells. Nat. Cell Biol. 2013, 15, 1253–1259. [CrossRef] [PubMed]

105. Wippich, F.; Bodenmiller, B.; Trajkovska, M.G.; Wanka, S.; Aebersold, R.; Pelkmans, L. Dual specificity kinase
DYRK3 couples stress granule condensation/dissolution to mTORC1 signaling. Cell 2013, 152, 791–805.
[CrossRef]

106. Uversky, V.N. Intrinsically disordered proteins in overcrowded milieu: Membrane-less organelles, phase
separation, and intrinsic disorder. Curr. Opin. Struct. Biol. 2017, 44, 18–30. [CrossRef]

107. Uversky, V.N. Protein intrinsic disorder-based liquid-liquid phase transitions in biological systems: Complex
coacervates and membrane-less organelles. Adv. Colloid Interface Sci. 2017, 239, 97–114. [CrossRef]

108. Rajagopalan, K.; Mooney, S.M.; Parekh, N.; Getzenberg, R.H.; Kulkarni, P. A majority of the cancer/testis
antigens are intrinsically disordered proteins. J. Cell Biochem. 2011, 112, 3256–3267. [CrossRef]

109. Mohan, A.; Sullivan, W.J., Jr.; Radivojac, P.; Dunker, A.K.; Uversky, V.N. Intrinsic disorder in pathogenic
and non-pathogenic microbes: Discovering and analyzing the unfoldomes of early-branching eukaryotes.
Mol. Biosyst. 2008, 4, 328–340. [CrossRef]

110. Xue, B.; Oldfield, C.J.; Dunker, A.K.; Uversky, V.N. CDF it all: Consensus prediction of intrinsically disordered
proteins based on various cumulative distribution functions. FEBS Lett. 2009, 583, 1469–1474. [CrossRef]

111. Huang, F.; Oldfield, C.; Meng, J.; Hsu, W.L.; Xue, B.; Uversky, V.N.; Romero, P.; Dunker, A.K. Subclassifying
disordered proteins by the CH-CDF plot method. Pac. Symp. Biocomput. 2012, 128–139.

112. Oldfield, C.J.; Cheng, Y.; Cortese, M.S.; Brown, C.J.; Uversky, V.N.; Dunker, A.K. Comparing and combining
predictors of mostly disordered proteins. Biochemistry 2005, 44, 1989–2000. [CrossRef] [PubMed]

http://dx.doi.org/10.1021/cr400514h
http://www.ncbi.nlm.nih.gov/pubmed/24739139
http://dx.doi.org/10.1021/cr4007329
http://www.ncbi.nlm.nih.gov/pubmed/24702702
http://dx.doi.org/10.1016/j.febslet.2015.06.004
http://www.ncbi.nlm.nih.gov/pubmed/26073257
http://dx.doi.org/10.7717/peerj.2
http://www.ncbi.nlm.nih.gov/pubmed/23638354
http://dx.doi.org/10.1016/j.febslet.2013.04.006
http://www.ncbi.nlm.nih.gov/pubmed/23603389
http://dx.doi.org/10.1093/nar/gkh253
http://dx.doi.org/10.1002/pro.2494
http://dx.doi.org/10.1073/pnas.0507916103
http://dx.doi.org/10.1126/science.1172046
http://dx.doi.org/10.1073/pnas.1017150108
http://dx.doi.org/10.1038/nature10879
http://www.ncbi.nlm.nih.gov/pubmed/22398450
http://dx.doi.org/10.1371/journal.pbio.1001577
http://www.ncbi.nlm.nih.gov/pubmed/23762018
http://dx.doi.org/10.1038/ncb2830
http://www.ncbi.nlm.nih.gov/pubmed/23995731
http://dx.doi.org/10.1016/j.cell.2013.01.033
http://dx.doi.org/10.1016/j.sbi.2016.10.015
http://dx.doi.org/10.1016/j.cis.2016.05.012
http://dx.doi.org/10.1002/jcb.23252
http://dx.doi.org/10.1039/b719168e
http://dx.doi.org/10.1016/j.febslet.2009.03.070
http://dx.doi.org/10.1021/bi047993o
http://www.ncbi.nlm.nih.gov/pubmed/15697224


Int. J. Mol. Sci. 2019, 20, 5260 51 of 59

113. Szklarczyk, D.; Gable, A.L.; Lyon, D.; Junge, A.; Wyder, S.; Huerta-Cepas, J.; Simonovic, M.; Doncheva, N.T.;
Morris, J.H.; Bork, P.; et al. STRING v11: Protein-protein association networks with increased coverage,
supporting functional discovery in genome-wide experimental datasets. Nucleic Acids Res. 2019,
47, D607–D613. [CrossRef] [PubMed]

114. Trotter, K.W.; Archer, T.K. The BRG1 transcriptional coregulator. Nucl. Recept Signal. 2008, 6, e004. [CrossRef]
[PubMed]

115. Phelan, M.L.; Sif, S.; Narlikar, G.J.; Kingston, R.E. Reconstitution of a core chromatin remodeling complex
from SWI/SNF subunits. Mol. Cell 1999, 3, 247–253. [CrossRef]

116. Belandia, B.; Parker, M.G. Nuclear receptors: A rendezvous for chromatin remodeling factors. Cell 2003,
114, 277–280. [CrossRef]

117. Xu, W.; Cho, H.; Kadam, S.; Banayo, E.M.; Anderson, S.; Yates, J.R., 3rd; Emerson, B.M.; Evans, R.M. A
methylation-mediator complex in hormone signaling. Genes Dev. 2004, 18, 144–156. [CrossRef]

118. Underhill, C.; Qutob, M.S.; Yee, S.P.; Torchia, J. A novel nuclear receptor corepressor complex, N-CoR,
contains components of the mammalian SWI/SNF complex and the corepressor KAP-1. J. Biol. Chem. 2000,
275, 40463–40470. [CrossRef]

119. Kadam, S.; Emerson, B.M. Transcriptional specificity of human SWI/SNF BRG1 and BRM chromatin
remodeling complexes. Mol. Cell 2003, 11, 377–389. [CrossRef]

120. UniProt Consortium. UniProt: A hub for protein information. Nucleic Acids Res. 2015, 43, D204–D212.
[CrossRef]

121. Reisman, D.N.; Sciarrotta, J.; Wang, W.; Funkhouser, W.K.; Weissman, B.E. Loss of BRG1/BRM in human lung
cancer cell lines and primary lung cancers: Correlation with poor prognosis. Cancer Res. 2003, 63, 560–566.

122. Lee, D.; Kim, J.W.; Seo, T.; Hwang, S.G.; Choi, E.J.; Choe, J. SWI/SNF complex interacts with tumor suppressor
p53 and is necessary for the activation of p53-mediated transcription. J. Biol. Chem. 2002, 277, 22330–22337.
[CrossRef] [PubMed]

123. Bochar, D.A.; Wang, L.; Beniya, H.; Kinev, A.; Xue, Y.; Lane, W.S.; Wang, W.; Kashanchi, F.; Shiekhattar, R.
BRCA1 is associated with a human SWI/SNF-related complex: Linking chromatin remodeling to breast
cancer. Cell 2000, 102, 257–265. [CrossRef]

124. Reyes, J.C.; Barra, J.; Muchardt, C.; Camus, A.; Babinet, C.; Yaniv, M. Altered control of cellular proliferation
in the absence of mammalian brahma (SNF2alpha). EMBO J. 1998, 17, 6979–6991. [CrossRef] [PubMed]

125. Savas, S.; Skardasi, G. The SWI/SNF complex subunit genes: Their functions, variations, and links to risk and
survival outcomes in human cancers. Crit. Rev. Oncol. Hematol. 2018, 123, 114–131. [CrossRef] [PubMed]

126. Kadoch, C.; Hargreaves, D.C.; Hodges, C.; Elias, L.; Ho, L.; Ranish, J.; Crabtree, G.R. Proteomic and
bioinformatic analysis of mammalian SWI/SNF complexes identifies extensive roles in human malignancy.
Nat. Genet. 2013, 45, 592–601. [CrossRef] [PubMed]

127. Lin, D.I.; Chudnovsky, Y.; Duggan, B.; Zajchowski, D.; Greenbowe, J.; Ross, J.S.; Gay, L.M.; Ali, S.M.; Elvin, J.A.
Comprehensive genomic profiling reveals inactivating SMARCA4 mutations and low tumor mutational
burden in small cell carcinoma of the ovary, hypercalcemic-type. Gynecol. Oncol. 2017, 147, 626–633.
[CrossRef]

128. Kascak, P.; Zamecnik, M.; Bystricky, B. Small Cell Carcinoma of the Ovary (Hypercalcemic Type): Malignant
Rhabdoid Tumor. Case Rep. Oncol. 2016, 9, 305–311. [CrossRef]

129. Errichiello, E.; Mustafa, N.; Vetro, A.; Notarangelo, L.D.; de Jonge, H.; Rinaldi, B.; Vergani, D.; Giglio, S.R.;
Morbini, P.; Zuffardi, O. SMARCA4 inactivating mutations cause concomitant Coffin-Siris syndrome,
microphthalmia and small-cell carcinoma of the ovary hypercalcaemic type. J. Pathol. 2017, 243, 9–15.
[CrossRef]

130. Love, C.; Sun, Z.; Jima, D.; Li, G.; Zhang, J.; Miles, R.; Richards, K.L.; Dunphy, C.H.; Choi, W.W.; Srivastava, G.;
et al. The genetic landscape of mutations in Burkitt lymphoma. Nat. Genet. 2012, 44, 1321–1325. [CrossRef]

131. Jones, D.T.; Jager, N.; Kool, M.; Zichner, T.; Hutter, B.; Sultan, M.; Cho, Y.J.; Pugh, T.J.; Hovestadt, V.; Stutz, A.M.;
et al. Dissecting the genomic complexity underlying medulloblastoma. Nature 2012, 488, 100–105. [CrossRef]

132. Roy, N.; Malik, S.; Villanueva, K.E.; Urano, A.; Lu, X.; Von Figura, G.; Seeley, E.S.; Dawson, D.W.;
Collisson, E.A.; Hebrok, M. Brg1 promotes both tumor-suppressive and oncogenic activities at distinct stages
of pancreatic cancer formation. Genes Dev. 2015, 29, 658–671. [CrossRef] [PubMed]

133. Biswas, A.; Kashyap, L.; Kakkar, A.; Sarkar, C.; Julka, P.K. Atypical teratoid/rhabdoid tumors: Challenges
and search for solutions. Cancer Manag. Res. 2016, 8, 115–125. [CrossRef] [PubMed]

http://dx.doi.org/10.1093/nar/gky1131
http://www.ncbi.nlm.nih.gov/pubmed/30476243
http://dx.doi.org/10.1621/nrs.06004
http://www.ncbi.nlm.nih.gov/pubmed/18301784
http://dx.doi.org/10.1016/S1097-2765(00)80315-9
http://dx.doi.org/10.1016/S0092-8674(03)00599-3
http://dx.doi.org/10.1101/gad.1141704
http://dx.doi.org/10.1074/jbc.M007864200
http://dx.doi.org/10.1016/S1097-2765(03)00034-0
http://dx.doi.org/10.1093/nar/gku989
http://dx.doi.org/10.1074/jbc.M111987200
http://www.ncbi.nlm.nih.gov/pubmed/11950834
http://dx.doi.org/10.1016/S0092-8674(00)00030-1
http://dx.doi.org/10.1093/emboj/17.23.6979
http://www.ncbi.nlm.nih.gov/pubmed/9843504
http://dx.doi.org/10.1016/j.critrevonc.2018.01.009
http://www.ncbi.nlm.nih.gov/pubmed/29482773
http://dx.doi.org/10.1038/ng.2628
http://www.ncbi.nlm.nih.gov/pubmed/23644491
http://dx.doi.org/10.1016/j.ygyno.2017.09.031
http://dx.doi.org/10.1159/000446694
http://dx.doi.org/10.1002/path.4926
http://dx.doi.org/10.1038/ng.2468
http://dx.doi.org/10.1038/nature11284
http://dx.doi.org/10.1101/gad.256628.114
http://www.ncbi.nlm.nih.gov/pubmed/25792600
http://dx.doi.org/10.2147/CMAR.S83472
http://www.ncbi.nlm.nih.gov/pubmed/27695363


Int. J. Mol. Sci. 2019, 20, 5260 52 of 59

134. Kim, K.H.; Roberts, C.W. Mechanisms by which SMARCB1 loss drives rhabdoid tumor growth. Cancer Genet.
2014, 207, 365–372. [CrossRef] [PubMed]

135. Heck, J.E.; Lombardi, C.A.; Cockburn, M.; Meyers, T.J.; Wilhelm, M.; Ritz, B. Epidemiology of rhabdoid
tumors of early childhood. Pediatr Blood Cancer 2013, 60, 77–81. [CrossRef]

136. Levy, P.; Baraitser, M. Coffin-Siris syndrome. J. Med. Genet. 1991, 28, 338–341. [CrossRef]
137. Sokpor, G.; Xie, Y.; Rosenbusch, J.; Tuoc, T. Chromatin Remodeling BAF (SWI/SNF) Complexes in Neural

Development and Disorders. Front. Mol. Neurosci 2017, 10, 243. [CrossRef]
138. He, S.; Pirity, M.K.; Wang, W.L.; Wolf, L.; Chauhan, B.K.; Cveklova, K.; Tamm, E.R.; Ashery-Padan, R.;

Metzger, D.; Nakai, A.; et al. Chromatin remodeling enzyme Brg1 is required for mouse lens fiber cell
terminal differentiation and its denucleation. Epigenetics Chromatin 2010, 3, 21. [CrossRef]

139. Van Houdt, J.K.; Nowakowska, B.A.; Sousa, S.B.; van Schaik, B.D.; Seuntjens, E.; Avonce, N.; Sifrim, A.;
Abdul-Rahman, O.A.; van den Boogaard, M.J.; Bottani, A.; et al. Heterozygous missense mutations in
SMARCA2 cause Nicolaides-Baraitser syndrome. Nat. Genet. 2012, 44, 445–449. [CrossRef]

140. Koga, M.; Ishiguro, H.; Yazaki, S.; Horiuchi, Y.; Arai, M.; Niizato, K.; Iritani, S.; Itokawa, M.; Inada, T.; Iwata, N.;
et al. Involvement of SMARCA2/BRM in the SWI/SNF chromatin-remodeling complex in schizophrenia.
Hum. Mol. Genet. 2009, 18, 2483–2494. [CrossRef]

141. Papillon, J.P.N.; Nakajima, K.; Adair, C.D.; Hempel, J.; Jouk, A.O.; Karki, R.G.; Mathieu, S.; Mobitz, H.;
Ntaganda, R.; Smith, T.; et al. Discovery of Orally Active Inhibitors of Brahma Homolog (BRM)/SMARCA2
ATPase Activity for the Treatment of Brahma Related Gene 1 (BRG1)/SMARCA4-Mutant Cancers. J. Med. Chem.
2018, 61, 10155–10172. [CrossRef]

142. Keppler, B.R.; Archer, T.K. Ubiquitin-dependent and ubiquitin-independent control of subunit stoichiometry
in the SWI/SNF complex. J. Biol. Chem. 2010, 285, 35665–35674. [CrossRef] [PubMed]

143. Chen, J.; Archer, T.K. Regulating SWI/SNF subunit levels via protein-protein interactions and proteasomal
degradation: BAF155 and BAF170 limit expression of BAF57. Mol. Cell Biol. 2005, 25, 9016–9027. [CrossRef]
[PubMed]

144. Li, Y.; Shan, Z.; Xu, Y.; Yang, D.; Wu, J.; Men, C. BAF155 inhibits proliferation and migration by up-regulation
of p16 and inactivation of P13K/AKT and Wnt/B-catenin pathways in PC3 cells. Int. J. Clin. Exp. Pathol 2017,
10, 2644–2651.

145. DelBove, J.; Rosson, G.; Strobeck, M.; Chen, J.; Archer, T.K.; Wang, W.; Knudsen, E.S.; Weissman, B.E.
Identification of a core member of the SWI/SNF complex, BAF155/SMARCC1, as a human tumor suppressor
gene. Epigenetics 2011, 6, 1444–1453. [CrossRef] [PubMed]

146. Walsh, A.L.; Considine, S.W.; Thomas, A.Z.; Lynch, T.H.; Manecksha, R.P. Digital rectal examination in
primary care is important for early detection of prostate cancer: A retrospective cohort analysis study. Br. J.
Gen. Pract 2014, 64, e783–e787. [CrossRef]

147. Kim, S.; Zhang, Z.; Upchurch, S.; Isern, N.; Chen, Y. Structure and DNA-binding sites of the SWI1 AT-rich
interaction domain (ARID) suggest determinants for sequence-specific DNA recognition. J. Biol. Chem. 2004,
279, 16670–16676. [CrossRef]

148. Kowenz-Leutz, E.; Pless, O.; Dittmar, G.; Knoblich, M.; Leutz, A. Crosstalk between C/EBPbeta
phosphorylation, arginine methylation, and SWI/SNF/Mediator implies an indexing transcription factor
code. EMBO J. 2010, 29, 1105–1115. [CrossRef]

149. Zhai, N.; Zhao, Z.L.; Cheng, M.B.; Di, Y.W.; Yan, H.X.; Cao, C.Y.; Dai, H.; Zhang, Y.; Shen, Y.F. Human PIH1
associates with histone H4 to mediate the glucose-dependent enhancement of pre-rRNA synthesis. J. Mol.
Cell Biol. 2012, 4, 231–241. [CrossRef]

150. Adler, H.T.; Chinery, R.; Wu, D.Y.; Kussick, S.J.; Payne, J.M.; Fornace, A.J., Jr.; Tkachuk, D.C. Leukemic
HRX fusion proteins inhibit GADD34-induced apoptosis and associate with the GADD34 and hSNF5/INI1
proteins. Mol. Cell Biol. 1999, 19, 7050–7060. [CrossRef]

151. Wu, D.Y.; Tkachuck, D.C.; Roberson, R.S.; Schubach, W.H. The human SNF5/INI1 protein facilitates the
function of the growth arrest and DNA damage-inducible protein (GADD34) and modulates GADD34-bound
protein phosphatase-1 activity. J. Biol. Chem. 2002, 277, 27706–27715. [CrossRef]

152. Cheng, S.W.; Davies, K.P.; Yung, E.; Beltran, R.J.; Yu, J.; Kalpana, G.V. c-MYC interacts with INI1/hSNF5
and requires the SWI/SNF complex for transactivation function. Nat. Genet. 1999, 22, 102–105. [CrossRef]
[PubMed]

http://dx.doi.org/10.1016/j.cancergen.2014.04.004
http://www.ncbi.nlm.nih.gov/pubmed/24853101
http://dx.doi.org/10.1002/pbc.24141
http://dx.doi.org/10.1136/jmg.28.5.338
http://dx.doi.org/10.3389/fnmol.2017.00243
http://dx.doi.org/10.1186/1756-8935-3-21
http://dx.doi.org/10.1038/ng.1105
http://dx.doi.org/10.1093/hmg/ddp166
http://dx.doi.org/10.1021/acs.jmedchem.8b01318
http://dx.doi.org/10.1074/jbc.M110.173997
http://www.ncbi.nlm.nih.gov/pubmed/20829358
http://dx.doi.org/10.1128/MCB.25.20.9016-9027.2005
http://www.ncbi.nlm.nih.gov/pubmed/16199878
http://dx.doi.org/10.4161/epi.6.12.18492
http://www.ncbi.nlm.nih.gov/pubmed/22139574
http://dx.doi.org/10.3399/bjgp14X682861
http://dx.doi.org/10.1074/jbc.M312115200
http://dx.doi.org/10.1038/emboj.2010.3
http://dx.doi.org/10.1093/jmcb/mjs003
http://dx.doi.org/10.1128/MCB.19.10.7050
http://dx.doi.org/10.1074/jbc.M200955200
http://dx.doi.org/10.1038/8811
http://www.ncbi.nlm.nih.gov/pubmed/10319872


Int. J. Mol. Sci. 2019, 20, 5260 53 of 59

153. Lee, D.; Sohn, H.; Kalpana, G.V.; Choe, J. Interaction of E1 and hSNF5 proteins stimulates replication of
human papillomavirus DNA. Nature 1999, 399, 487–491. [CrossRef] [PubMed]

154. Wu, D.Y.; Kalpana, G.V.; Goff, S.P.; Schubach, W.H. Epstein-Barr virus nuclear protein 2 (EBNA2) binds to a
component of the human SNF-SWI complex, hSNF5/Ini1. J. Virol. 1996, 70, 6020–6028. [PubMed]

155. Li, X.S.; Trojer, P.; Matsumura, T.; Treisman, J.E.; Tanese, N. Mammalian SWI/SNF–a subunit BAF250/ARID1
is an E3 ubiquitin ligase that targets histone H2B. Mol. Cell Biol. 2010, 30, 1673–1688. [CrossRef]

156. Sandhya, S.; Maulik, A.; Giri, M.; Singh, M. Domain architecture of BAF250a reveals the ARID and
ARM-repeat domains with implication in function and assembly of the BAF remodeling complex. PLoS ONE
2018, 13, e0205267. [CrossRef]

157. Nie, Z.; Xue, Y.; Yang, D.; Zhou, S.; Deroo, B.J.; Archer, T.K.; Wang, W. A specificity and targeting subunit
of a human SWI/SNF family-related chromatin-remodeling complex. Mol. Cell Biol. 2000, 20, 8879–8888.
[CrossRef]

158. Lei, I.; Gao, X.; Sham, M.H.; Wang, Z. SWI/SNF protein component BAF250a regulates cardiac progenitor cell
differentiation by modulating chromatin accessibility during second heart field development. J. Biol. Chem.
2012, 287, 24255–24262. [CrossRef]

159. Shu, C.A.; Zhou, Q.; Jotwani, A.R.; Iasonos, A.; Leitao, M.M., Jr.; Konner, J.A.; Aghajanian, C.A. Ovarian
clear cell carcinoma, outcomes by stage: The MSK experience. Gynecol. Oncol. 2015, 139, 236–241. [CrossRef]

160. Samartzis, E.P.; Noske, A.; Dedes, K.J.; Fink, D.; Imesch, P. ARID1A mutations and PI3K/AKT pathway
alterations in endometriosis and endometriosis-associated ovarian carcinomas. Int. J. Mol. Sci. 2013,
14, 18824–18849. [CrossRef]

161. Wiegand, K.C.; Shah, S.P.; Al-Agha, O.M.; Zhao, Y.; Tse, K.; Zeng, T.; Senz, J.; McConechy, M.K.; Anglesio, M.S.;
Kalloger, S.E.; et al. ARID1A mutations in endometriosis-associated ovarian carcinomas. N. Engl. J. Med.
2010, 363, 1532–1543. [CrossRef]

162. Otto, J.E.; Kadoch, C. A Two-Faced mSWI/SNF Subunit: Dual Roles for ARID1A in Tumor Suppression and
Oncogenicity in the Liver. Cancer Cell 2017, 32, 542–543. [CrossRef] [PubMed]

163. Mathur, R.; Alver, B.H.; San Roman, A.K.; Wilson, B.G.; Wang, X.; Agoston, A.T.; Park, P.J.; Shivdasani, R.A.;
Roberts, C.W. ARID1A loss impairs enhancer-mediated gene regulation and drives colon cancer in mice.
Nat. Genet. 2017, 49, 296–302. [CrossRef] [PubMed]

164. Wu, J.N.; Roberts, C.W. ARID1A mutations in cancer: Another epigenetic tumor suppressor? Cancer Discov.
2013, 3, 35–43. [CrossRef] [PubMed]

165. Khursheed, M.; Kolla, J.N.; Kotapalli, V.; Gupta, N.; Gowrishankar, S.; Uppin, S.G.; Sastry, R.A.; Koganti, S.;
Sundaram, C.; Pollack, J.R.; et al. ARID1B, a member of the human SWI/SNF chromatin remodeling complex,
exhibits tumour-suppressor activities in pancreatic cancer cell lines. Br. J. Cancer 2013, 108, 2056–2062.
[CrossRef]

166. Zhao, H.; Wang, J.; Han, Y.; Huang, Z.; Ying, J.; Bi, X.; Zhao, J.; Fang, Y.; Zhou, H.; Zhou, J.; et al. ARID2: A
new tumor suppressor gene in hepatocellular carcinoma. Oncotarget 2011, 2, 886–891. [CrossRef]

167. Haggar, F.A.; Boushey, R.P. Colorectal cancer epidemiology: Incidence, mortality, survival, and risk factors.
Clin. Colon Rectal Surg. 2009, 22, 191–197. [CrossRef]

168. Fletcher, R.H. The diagnosis of colorectal cancer in patients with symptoms: Finding a needle in a haystack.
BMC Med. 2009, 7, 18. [CrossRef]

169. Maconi, G.; Manes, G.; Porro, G.B. Role of symptoms in diagnosis and outcome of gastric cancer. World J.
Gastroenterol. 2008, 14, 1149–1155. [CrossRef]

170. Weledji, E.P.; Enow Orock, G.; Ngowe, M.N.; Nsagha, D.S. How grim is hepatocellular carcinoma? Ann. Med.
Surg. (Lond) 2014, 3, 71–76. [CrossRef]

171. Lomeli, H.; Castillo-Robles, J. The developmental and pathogenic roles of BAF57, a special subunit of the
BAF chromatin-remodeling complex. FEBS Lett. 2016, 590, 1555–1569. [CrossRef]

172. Hah, N.; Kolkman, A.; Ruhl, D.D.; Pijnappel, W.W.; Heck, A.J.; Timmers, H.T.; Kraus, W.L. A role for BAF57 in
cell cycle-dependent transcriptional regulation by the SWI/SNF chromatin remodeling complex. Cancer Res.
2010, 70, 4402–4411. [CrossRef] [PubMed]

173. Battaglioli, E.; Andres, M.E.; Rose, D.W.; Chenoweth, J.G.; Rosenfeld, M.G.; Anderson, M.E.; Mandel, G.
REST repression of neuronal genes requires components of the hSWI.SNF complex. J. Biol. Chem. 2002,
277, 41038–41045. [CrossRef] [PubMed]

http://dx.doi.org/10.1038/20966
http://www.ncbi.nlm.nih.gov/pubmed/10365963
http://www.ncbi.nlm.nih.gov/pubmed/8709224
http://dx.doi.org/10.1128/MCB.00540-09
http://dx.doi.org/10.1371/journal.pone.0205267
http://dx.doi.org/10.1128/MCB.20.23.8879-8888.2000
http://dx.doi.org/10.1074/jbc.M112.365080
http://dx.doi.org/10.1016/j.ygyno.2015.09.016
http://dx.doi.org/10.3390/ijms140918824
http://dx.doi.org/10.1056/NEJMoa1008433
http://dx.doi.org/10.1016/j.ccell.2017.10.014
http://www.ncbi.nlm.nih.gov/pubmed/29136498
http://dx.doi.org/10.1038/ng.3744
http://www.ncbi.nlm.nih.gov/pubmed/27941798
http://dx.doi.org/10.1158/2159-8290.CD-12-0361
http://www.ncbi.nlm.nih.gov/pubmed/23208470
http://dx.doi.org/10.1038/bjc.2013.200
http://dx.doi.org/10.18632/oncotarget.355
http://dx.doi.org/10.1055/s-0029-1242458
http://dx.doi.org/10.1186/1741-7015-7-18
http://dx.doi.org/10.3748/wjg.14.1149
http://dx.doi.org/10.1016/j.amsu.2014.06.006
http://dx.doi.org/10.1002/1873-3468.12201
http://dx.doi.org/10.1158/0008-5472.CAN-09-2767
http://www.ncbi.nlm.nih.gov/pubmed/20460533
http://dx.doi.org/10.1074/jbc.M205691200
http://www.ncbi.nlm.nih.gov/pubmed/12192000


Int. J. Mol. Sci. 2019, 20, 5260 54 of 59

174. Kerr, K.; Qualmann, K.; Esquenazi, Y.; Hagan, J.; Kim, D.H. Familial Syndromes Involving Meningiomas
Provide Mechanistic Insight Into Sporadic Disease. Neurosurgery 2018, 83, 1107–1118. [CrossRef] [PubMed]

175. Yoon, S.H.; Chung, C.K.; Jahng, T.A. Surgical outcome of spinal canal meningiomas. J. Korean Neurosurg Soc.
2007, 42, 300–304. [CrossRef] [PubMed]

176. Balasubramaniam, S.; Comstock, C.E.; Ertel, A.; Jeong, K.W.; Stallcup, M.R.; Addya, S.; McCue, P.A.;
Ostrander, W.F., Jr.; Augello, M.A.; Knudsen, K.E. Aberrant BAF57 signaling facilitates prometastatic
phenotypes. Clin. Cancer Res. 2013, 19, 2657–2667. [CrossRef]

177. Kagami, S.; Kurita, T.; Kawagoe, T.; Toki, N.; Matsuura, Y.; Hachisuga, T.; Matsuyama, A.; Hashimoto, H.;
Izumi, H.; Kohno, K. Prognostic significance of BAF57 expression in patients with endometrial carcinoma.
Histol. Histopathol. 2012, 27, 593–599. [CrossRef]

178. Varela, I.; Tarpey, P.; Raine, K.; Huang, D.; Ong, C.K.; Stephens, P.; Davies, H.; Jones, D.; Lin, M.L.; Teague, J.;
et al. Exome sequencing identifies frequent mutation of the SWI/SNF complex gene PBRM1 in renal
carcinoma. Nature 2011, 469, 539–542. [CrossRef]

179. Xia, W.; Nagase, S.; Montia, A.G.; Kalachikov, S.M.; Keniry, M.; Su, T.; Memeo, L.; Hibshoosh, H.; Parsons, R.
BAF180 is a critical regulator of p21 induction and a tumor suppressor mutated in breast cancer. Cancer Res.
2008, 68, 1667–1674. [CrossRef]

180. Lee, H.; Dai, F.; Zhuang, L.; Xiao, Z.D.; Kim, J.; Zhang, Y.; Ma, L.; You, M.J.; Wang, Z.; Gan, B. BAF180 regulates
cellular senescence and hematopoietic stem cell homeostasis through p21. Oncotarget 2016, 7, 19134–19146.
[CrossRef]

181. Ljungberg, B.; Hanbury, D.C.; Kuczyk, M.A.; Merseburger, A.S.; Mulders, P.F.; Patard, J.J.; Sinescu, I.C.
European Association of Urology Guideline Group for renal cell, c. Renal cell carcinoma guideline. Eur. Urol.
2007, 51, 1502–1510. [CrossRef]

182. Sobanko, J.F.; Meijer, L.; Nigra, T.P. Epithelioid sarcoma: A review and update. J. Clin. Aesthet Dermatol.
2009, 2, 49–54. [PubMed]

183. Li, L.; Fan, X.S.; Xia, Q.Y.; Rao, Q.; Liu, B.; Yu, B.; Shi, Q.L.; Lu, Z.F.; Zhou, X.J. Concurrent loss of INI1, PBRM1,
and BRM expression in epithelioid sarcoma: Implications for the cocontributions of multiple SWI/SNF
complex members to pathogenesis. Hum. Pathol. 2014, 45, 2247–2254. [CrossRef] [PubMed]

184. Brown, K.M.; Parmar, A.D.; Geller, D.A. Intrahepatic cholangiocarcinoma. Surg. Oncol. Clin. N. Am. 2014,
23, 231–246. [CrossRef]

185. Misumi, K.; Hayashi, A.; Shibahara, J.; Arita, J.; Sakamoto, Y.; Hasegawa, K.; Kokudo, N.; Fukayama, M.
Intrahepatic cholangiocarcinoma frequently shows loss of BAP1 and PBRM1 expression, and demonstrates
specific clinicopathological and genetic characteristics with BAP1 loss. Histopathology 2017, 70, 766–774.
[CrossRef] [PubMed]

186. Uehara, T.; Kage-Nakadai, E.; Yoshina, S.; Imae, R.; Mitani, S. The Tumor Suppressor BCL7B Functions in the
Wnt Signaling Pathway. PLoS Genet. 2015, 11, e1004921. [CrossRef]

187. Lei, Z.; JunHui, L.; PeiFeng, L. Candidate genes mediated by estrogen-related receptor gamma in pancreatic
beta cells. J. Biochem. Mol. Toxicol. 2019, 33, e22390. [CrossRef]

188. Zani, V.J.; Asou, N.; Jadayel, D.; Heward, J.M.; Shipley, J.; Nacheva, E.; Takasuki, K.; Catovsky, D.; Dyer, M.J.
Molecular cloning of complex chromosomal translocation t(8;14;12)(q24.1;q32.3;q24.1) in a Burkitt lymphoma
cell line defines a new gene (BCL7A) with homology to caldesmon. Blood 1996, 87, 3124–3134. [CrossRef]

189. Jadayel, D.M.; Osborne, L.R.; Coignet, L.J.; Zani, V.J.; Tsui, L.C.; Scherer, S.W.; Dyer, M.J. The BCL7 gene
family: Deletion of BCL7B in Williams syndrome. Gene 1998, 224, 35–44. [CrossRef]

190. Natter, S.; Seiberler, S.; Hufnagl, P.; Binder, B.R.; Hirschl, A.M.; Ring, J.; Abeck, D.; Schmidt, T.; Valent, P.;
Valenta, R. Isolation of cDNA clones coding for IgE autoantigens with serum IgE from atopic dermatitis
patients. FASEB J. 1998, 12, 1559–1569. [CrossRef]

191. Prasad, A.; Rabionet, R.; Espinet, B.; Zapata, L.; Puiggros, A.; Melero, C.; Puig, A.; Sarria-Trujillo, Y.;
Ossowski, S.; Garcia-Muret, M.P.; et al. Identification of Gene Mutations and Fusion Genes in Patients with
Sezary Syndrome. J. Invest. Dermatol. 2016, 136, 1490–1499. [CrossRef]

192. Mathies, L.D.; Aliev, F.; Investigators, C.; Davies, A.G.; Dick, D.M.; Bettinger, J.C. Variation in SWI/SNF
Chromatin Remodeling Complex Proteins is Associated with Alcohol Dependence and Antisocial Behavior
in Human Populations. Alcohol. Clin. Exp. Res. 2017, 41, 2033–2040. [CrossRef] [PubMed]

http://dx.doi.org/10.1093/neuros/nyy121
http://www.ncbi.nlm.nih.gov/pubmed/29660026
http://dx.doi.org/10.3340/jkns.2007.42.4.300
http://www.ncbi.nlm.nih.gov/pubmed/19096560
http://dx.doi.org/10.1158/1078-0432.CCR-12-3049
http://dx.doi.org/10.14670/HH-27.593
http://dx.doi.org/10.1038/nature09639
http://dx.doi.org/10.1158/0008-5472.CAN-07-5276
http://dx.doi.org/10.18632/oncotarget.8102
http://dx.doi.org/10.1016/j.eururo.2007.03.035
http://www.ncbi.nlm.nih.gov/pubmed/20729965
http://dx.doi.org/10.1016/j.humpath.2014.06.027
http://www.ncbi.nlm.nih.gov/pubmed/25200863
http://dx.doi.org/10.1016/j.soc.2013.10.004
http://dx.doi.org/10.1111/his.13127
http://www.ncbi.nlm.nih.gov/pubmed/27864835
http://dx.doi.org/10.1371/journal.pgen.1004921
http://dx.doi.org/10.1002/jbt.22390
http://dx.doi.org/10.1182/blood.V87.8.3124.bloodjournal8783124
http://dx.doi.org/10.1016/S0378-1119(98)00514-9
http://dx.doi.org/10.1096/fasebj.12.14.1559
http://dx.doi.org/10.1016/j.jid.2016.03.024
http://dx.doi.org/10.1111/acer.13514
http://www.ncbi.nlm.nih.gov/pubmed/28981154


Int. J. Mol. Sci. 2019, 20, 5260 55 of 59

193. Dias, C.; Estruch, S.B.; Graham, S.A.; McRae, J.; Sawiak, S.J.; Hurst, J.A.; Joss, S.K.; Holder, S.E.; Morton, J.E.;
Turner, C.; et al. BCL11A Haploinsufficiency Causes an Intellectual Disability Syndrome and Dysregulates
Transcription. Am. J. Hum. Genet. 2016, 99, 253–274. [CrossRef] [PubMed]

194. Bauer, D.E.; Orkin, S.H. Hemoglobin switching’s surprise: The versatile transcription factor BCL11A is a
master repressor of fetal hemoglobin. Curr. Opin. Genet. Dev. 2015, 33, 62–70. [CrossRef]

195. Basak, A.; Sankaran, V.G. Regulation of the fetal hemoglobin silencing factor BCL11A. Ann. N. Y. Acad. Sci.
2016, 1368, 25–30. [CrossRef]

196. Obata, M.; Kominami, R.; Mishima, Y. BCL11B tumor suppressor inhibits HDM2 expression in a
p53-dependent manner. Cell Signal. 2012, 24, 1047–1052. [CrossRef]

197. Cismasiu, V.B.; Ghanta, S.; Duque, J.; Albu, D.I.; Chen, H.M.; Kasturi, R.; Avram, D. BCL11B participates
in the activation of IL2 gene expression in CD4+ T lymphocytes. Blood 2006, 108, 2695–2702. [CrossRef]
[PubMed]

198. Nishiguchi, Y.; Ohmoto, M.; Koki, J.; Enomoto, T.; Kominami, R.; Matsumoto, I.; Hirota, J. Bcl11b/Ctip2 is
required for development of lingual papillae in mice. Dev. Biol. 2016, 416, 98–110. [CrossRef] [PubMed]

199. Punwani, D.; Zhang, Y.; Yu, J.; Cowan, M.J.; Rana, S.; Kwan, A.; Adhikari, A.N.; Lizama, C.O.;
Mendelsohn, B.A.; Fahl, S.P.; et al. Multisystem Anomalies in Severe Combined Immunodeficiency
with Mutant BCL11B. N. Engl. J. Med. 2016, 375, 2165–2176. [CrossRef] [PubMed]

200. Chiaretti, S.; Foa, R. T-cell acute lymphoblastic leukemia. Haematologica 2009, 94, 160–162. [CrossRef]
201. Paul, S.; Kantarjian, H.; Jabbour, E.J. Adult Acute Lymphoblastic Leukemia. Mayo Clin. Proc. 2016,

91, 1645–1666. [CrossRef]
202. Terwilliger, T.; Abdul-Hay, M. Acute lymphoblastic leukemia: A comprehensive review and 2017 update.

Blood Cancer J. 2017, 7, e577. [CrossRef] [PubMed]
203. Iwasaki, T.; Koibuchi, N.; Chin, W.W. Synovial sarcoma translocation (SYT) encodes a nuclear receptor

coactivator. Endocrinology 2005, 146, 3892–3899. [CrossRef] [PubMed]
204. Lee, P.-J.; Chu, C.-H.; Shieh, S.-J. Groin synovial sarcoma with intraluminal femoral sheath involvement.

Formosan J. Surg. 2014, 47, 36–41. [CrossRef]
205. Banito, A.; Li, X.; Laporte, A.N.; Roe, J.S.; Sanchez-Vega, F.; Huang, C.H.; Dancsok, A.R.; Hatzi, K.; Chen, C.C.;

Tschaharganeh, D.F.; et al. The SS18-SSX Oncoprotein Hijacks KDM2B-PRC1.1 to Drive Synovial Sarcoma.
Cancer Cell 2018, 34, 346–348. [CrossRef] [PubMed]

206. McBride, M.J.; Pulice, J.L.; Beird, H.C.; Ingram, D.R.; D’Avino, A.R.; Shern, J.F.; Charville, G.W.; Hornick, J.L.;
Nakayama, R.T.; Garcia-Rivera, E.M.; et al. The SS18-SSX Fusion Oncoprotein Hijacks BAF Complex
Targeting and Function to Drive Synovial Sarcoma. Cancer Cell 2018, 33, 1128–1141. [CrossRef] [PubMed]

207. Crew, A.J.; Clark, J.; Fisher, C.; Gill, S.; Grimer, R.; Chand, A.; Shipley, J.; Gusterson, B.A.; Cooper, C.S. Fusion
of SYT to two genes, SSX1 and SSX2, encoding proteins with homology to the Kruppel-associated box in
human synovial sarcoma. EMBO J. 1995, 14, 2333–2340. [CrossRef]

208. He, L.; Tian, X.; Zhang, H.; Hu, T.; Huang, X.; Zhang, L.; Wang, Z.; Zhou, B. BAF200 is required for heart
morphogenesis and coronary artery development. PLoS ONE 2014, 9, e109493. [CrossRef]

209. Li, M.; Zhao, H.; Zhang, X.; Wood, L.D.; Anders, R.A.; Choti, M.A.; Pawlik, T.M.; Daniel, H.D.; Kannangai, R.;
Offerhaus, G.J.; et al. Inactivating mutations of the chromatin remodeling gene ARID2 in hepatocellular
carcinoma. Nat. Genet. 2011, 43, 828–829. [CrossRef]

210. Garbe, C.; Peris, K.; Hauschild, A.; Saiag, P.; Middleton, M.; Bastholt, L.; Grob, J.J.; Malvehy, J.;
Newton-Bishop, J.; Stratigos, A.J.; et al. Diagnosis and treatment of melanoma. European consensus-based
interdisciplinary guideline - Update 2016. Eur. J. Cancer 2016, 63, 201–217. [CrossRef]

211. Hodis, E.; Watson, I.R.; Kryukov, G.V.; Arold, S.T.; Imielinski, M.; Theurillat, J.P.; Nickerson, E.; Auclair, D.;
Li, L.; Place, C.; et al. A landscape of driver mutations in melanoma. Cell 2012, 150, 251–263. [CrossRef]

212. Dela Cruz, C.S.; Tanoue, L.T.; Matthay, R.A. Lung cancer: Epidemiology, etiology, and prevention.
Clin. Chest Med. 2011, 32, 605–644. [CrossRef] [PubMed]

213. Bilello, K.S.; Murin, S.; Matthay, R.A. Epidemiology, etiology, and prevention of lung cancer. Clin. Chest Med.
2002, 23, 1–25. [CrossRef]

214. Walling, A.M.; Weeks, J.C.; Kahn, K.L.; Tisnado, D.; Keating, N.L.; Dy, S.M.; Arora, N.K.; Mack, J.W.;
Pantoja, P.M.; Malin, J.L. Symptom prevalence in lung and colorectal cancer patients. J. Pain Symptom Manage.
2015, 49, 192–202. [CrossRef] [PubMed]

http://dx.doi.org/10.1016/j.ajhg.2016.05.030
http://www.ncbi.nlm.nih.gov/pubmed/27453576
http://dx.doi.org/10.1016/j.gde.2015.08.001
http://dx.doi.org/10.1111/nyas.13024
http://dx.doi.org/10.1016/j.cellsig.2011.12.026
http://dx.doi.org/10.1182/blood-2006-05-021790
http://www.ncbi.nlm.nih.gov/pubmed/16809611
http://dx.doi.org/10.1016/j.ydbio.2016.06.001
http://www.ncbi.nlm.nih.gov/pubmed/27287879
http://dx.doi.org/10.1056/NEJMoa1509164
http://www.ncbi.nlm.nih.gov/pubmed/27959755
http://dx.doi.org/10.3324/haematol.2008.004150
http://dx.doi.org/10.1016/j.mayocp.2016.09.010
http://dx.doi.org/10.1038/bcj.2017.53
http://www.ncbi.nlm.nih.gov/pubmed/28665419
http://dx.doi.org/10.1210/en.2004-1513
http://www.ncbi.nlm.nih.gov/pubmed/15919756
http://dx.doi.org/10.1016/j.fjs.2013.06.008
http://dx.doi.org/10.1016/j.ccell.2018.07.006
http://www.ncbi.nlm.nih.gov/pubmed/30107180
http://dx.doi.org/10.1016/j.ccell.2018.05.002
http://www.ncbi.nlm.nih.gov/pubmed/29861296
http://dx.doi.org/10.1002/j.1460-2075.1995.tb07228.x
http://dx.doi.org/10.1371/journal.pone.0109493
http://dx.doi.org/10.1038/ng.903
http://dx.doi.org/10.1016/j.ejca.2016.05.005
http://dx.doi.org/10.1016/j.cell.2012.06.024
http://dx.doi.org/10.1016/j.ccm.2011.09.001
http://www.ncbi.nlm.nih.gov/pubmed/22054876
http://dx.doi.org/10.1016/S0272-5231(03)00057-1
http://dx.doi.org/10.1016/j.jpainsymman.2014.06.003
http://www.ncbi.nlm.nih.gov/pubmed/24973624


Int. J. Mol. Sci. 2019, 20, 5260 56 of 59

215. Manceau, G.; Letouze, E.; Guichard, C.; Didelot, A.; Cazes, A.; Corte, H.; Fabre, E.; Pallier, K.; Imbeaud, S.; Le
Pimpec-Barthes, F.; et al. Recurrent inactivating mutations of ARID2 in non-small cell lung carcinoma. Int. J.
Cancer 2013, 132, 2217–2221. [CrossRef] [PubMed]

216. Flynn, E.M.; Huang, O.W.; Poy, F.; Oppikofer, M.; Bellon, S.F.; Tang, Y.; Cochran, A.G. A Subset of Human
Bromodomains Recognizes Butyryllysine and Crotonyllysine Histone Peptide Modifications. Structure 2015,
23, 1801–1814. [CrossRef] [PubMed]

217. Filippakopoulos, P.; Picaud, S.; Mangos, M.; Keates, T.; Lambert, J.P.; Barsyte-Lovejoy, D.; Felletar, I.;
Volkmer, R.; Muller, S.; Pawson, T.; et al. Histone recognition and large-scale structural analysis of the human
bromodomain family. Cell 2012, 149, 214–231. [CrossRef] [PubMed]

218. Peng, C.; Zhou, J.; Liu, H.Y.; Zhou, M.; Wang, L.L.; Zhang, Q.H.; Yang, Y.X.; Xiong, W.; Shen, S.R.; Li, X.L.;
et al. The transcriptional regulation role of BRD7 by binding to acetylated histone through bromodomain. J.
Cell Biochem. 2006, 97, 882–892. [CrossRef]

219. Kim, S.; Lee, J.; Park, J.; Chung, J. BP75, bromodomain-containing M(r) 75,000 protein, binds dishevelled-1
and enhances Wnt signaling by inactivating glycogen synthase kinase-3 beta. Cancer Res. 2003, 63, 4792–4795.

220. Drost, J.; Mantovani, F.; Tocco, F.; Elkon, R.; Comel, A.; Holstege, H.; Kerkhoven, R.; Jonkers, J.;
Voorhoeve, P.M.; Agami, R.; et al. BRD7 is a candidate tumour suppressor gene required for p53 function.
Nat. Cell Biol. 2010, 12, 380–389. [CrossRef]

221. Burrows, A.E.; Smogorzewska, A.; Elledge, S.J. Polybromo-associated BRG1-associated factor components
BRD7 and BAF180 are critical regulators of p53 required for induction of replicative senescence. Proc. Natl.
Acad. Sci. USA 2010, 107, 14280–14285. [CrossRef]

222. Koszewski, N.J.; Henry, K.W.; Lubert, E.J.; Gravatte, H.; Noonan, D.J. Use of a modified yeast one-hybrid
screen to identify BAF60a interactions with the Vitamin D receptor heterodimer. J. Steroid Biochem. Mol. Biol.
2003, 87, 223–231. [CrossRef] [PubMed]

223. Hsiao, P.W.; Fryer, C.J.; Trotter, K.W.; Wang, W.; Archer, T.K. BAF60a mediates critical interactions between
nuclear receptors and the BRG1 chromatin-remodeling complex for transactivation. Mol. Cell Biol. 2003,
23, 6210–6220. [CrossRef] [PubMed]

224. Witzel, M.; Petersheim, D.; Fan, Y.; Bahrami, E.; Racek, T.; Rohlfs, M.; Puchalka, J.; Mertes, C.; Gagneur, J.;
Ziegenhain, C.; et al. Chromatin-remodeling factor SMARCD2 regulates transcriptional networks controlling
differentiation of neutrophil granulocytes. Nat. Genet. 2017, 49, 742–752. [CrossRef] [PubMed]

225. Aasland, R.; Gibson, T.J.; Stewart, A.F. The PHD finger: Implications for chromatin-mediated transcriptional
regulation. Trends Biochem. Sci. 1995, 20, 56–59. [CrossRef]

226. Huber, F.M.; Greenblatt, S.M.; Davenport, A.M.; Martinez, C.; Xu, Y.; Vu, L.P.; Nimer, S.D.; Hoelz, A.
Histone-binding of DPF2 mediates its repressive role in myeloid differentiation. Proc. Natl. Acad. Sci. USA
2017, 114, 6016–6021. [CrossRef]

227. Xiong, X.; Panchenko, T.; Yang, S.; Zhao, S.; Yan, P.; Zhang, W.; Xie, W.; Li, Y.; Zhao, Y.; Allis, C.D.; et al.
Selective recognition of histone crotonylation by double PHD fingers of MOZ and DPF2. Nat. Chem. Biol.
2016, 12, 1111–1118. [CrossRef]

228. Tando, T.; Ishizaka, A.; Watanabe, H.; Ito, T.; Iida, S.; Haraguchi, T.; Mizutani, T.; Izumi, T.; Isobe, T.;
Akiyama, T.; et al. Requiem protein links RelB/p52 and the Brm-type SWI/SNF complex in a noncanonical
NF-kappaB pathway. J. Biol. Chem. 2010, 285, 21951–21960. [CrossRef]

229. Vasileiou, G.; Vergarajauregui, S.; Endele, S.; Popp, B.; Buttner, C.; Ekici, A.B.; Gerard, M.; Bramswig, N.C.;
Albrecht, B.; Clayton-Smith, J.; et al. Mutations in the BAF-Complex Subunit DPF2 Are Associated with
Coffin-Siris Syndrome. Am. J. Hum. Genet. 2018, 102, 468–479. [CrossRef]

230. Zhang, W.; Xu, C.; Bian, C.; Tempel, W.; Crombet, L.; MacKenzie, F.; Min, J.; Liu, Z.; Qi, C. Crystal structure
of the Cys2His2-type zinc finger domain of human DPF2. Biochem. Biophys. Res. Commun. 2011, 413, 58–61.
[CrossRef]

231. Zeng, L.; Zhang, Q.; Li, S.; Plotnikov, A.N.; Walsh, M.J.; Zhou, M.M. Mechanism and regulation of acetylated
histone binding by the tandem PHD finger of DPF3b. Nature 2010, 466, 258–262. [CrossRef]

232. Doyon, Y.; Selleck, W.; Lane, W.S.; Tan, S.; Cote, J. Structural and functional conservation of the NuA4 histone
acetyltransferase complex from yeast to humans. Mol. Cell Biol. 2004, 24, 1884–1896. [CrossRef] [PubMed]

233. Cai, Y.; Jin, J.; Tomomori-Sato, C.; Sato, S.; Sorokina, I.; Parmely, T.J.; Conaway, R.C.; Conaway, J.W.
Identification of new subunits of the multiprotein mammalian TRRAP/TIP60-containing histone
acetyltransferase complex. J. Biol. Chem. 2003, 278, 42733–42736. [CrossRef] [PubMed]

http://dx.doi.org/10.1002/ijc.27900
http://www.ncbi.nlm.nih.gov/pubmed/23047306
http://dx.doi.org/10.1016/j.str.2015.08.004
http://www.ncbi.nlm.nih.gov/pubmed/26365797
http://dx.doi.org/10.1016/j.cell.2012.02.013
http://www.ncbi.nlm.nih.gov/pubmed/22464331
http://dx.doi.org/10.1002/jcb.20645
http://dx.doi.org/10.1038/ncb2038
http://dx.doi.org/10.1073/pnas.1009559107
http://dx.doi.org/10.1016/j.jsbmb.2003.09.006
http://www.ncbi.nlm.nih.gov/pubmed/14698202
http://dx.doi.org/10.1128/MCB.23.17.6210-6220.2003
http://www.ncbi.nlm.nih.gov/pubmed/12917342
http://dx.doi.org/10.1038/ng.3833
http://www.ncbi.nlm.nih.gov/pubmed/28369036
http://dx.doi.org/10.1016/S0968-0004(00)88957-4
http://dx.doi.org/10.1073/pnas.1700328114
http://dx.doi.org/10.1038/nchembio.2218
http://dx.doi.org/10.1074/jbc.M109.087783
http://dx.doi.org/10.1016/j.ajhg.2018.01.014
http://dx.doi.org/10.1016/j.bbrc.2011.08.043
http://dx.doi.org/10.1038/nature09139
http://dx.doi.org/10.1128/MCB.24.5.1884-1896.2004
http://www.ncbi.nlm.nih.gov/pubmed/14966270
http://dx.doi.org/10.1074/jbc.C300389200
http://www.ncbi.nlm.nih.gov/pubmed/12963728


Int. J. Mol. Sci. 2019, 20, 5260 57 of 59

234. Ikura, T.; Ogryzko, V.V.; Grigoriev, M.; Groisman, R.; Wang, J.; Horikoshi, M.; Scully, R.; Qin, J.; Nakatani, Y.
Involvement of the TIP60 histone acetylase complex in DNA repair and apoptosis. Cell 2000, 102, 463–473.
[CrossRef]

235. Doyon, Y.; Cote, J. The highly conserved and multifunctional NuA4 HAT complex. Curr. Opin. Genet. Dev.
2004, 14, 147–154. [CrossRef] [PubMed]

236. Fuchs, M.; Gerber, J.; Drapkin, R.; Sif, S.; Ikura, T.; Ogryzko, V.; Lane, W.S.; Nakatani, Y.; Livingston, D.M.
The p400 complex is an essential E1A transformation target. Cell 2001, 106, 297–307. [CrossRef]

237. Kadoch, C.; Crabtree, G.R. Mammalian SWI/SNF chromatin remodeling complexes and cancer: Mechanistic
insights gained from human genomics. Sci. Adv. 2015, 1, e1500447. [CrossRef]

238. Park, J.; Wood, M.A.; Cole, M.D. BAF53 forms distinct nuclear complexes and functions as a critical
c-Myc-interacting nuclear cofactor for oncogenic transformation. Mol. Cell Biol. 2002, 22, 1307–1316.
[CrossRef]

239. Jin, J.; Cai, Y.; Yao, T.; Gottschalk, A.J.; Florens, L.; Swanson, S.K.; Gutierrez, J.L.; Coleman, M.K.; Workman, J.L.;
Mushegian, A.; et al. A mammalian chromatin remodeling complex with similarities to the yeast INO80
complex. J. Biol. Chem. 2005, 280, 41207–41212. [CrossRef]

240. Wu, S.; Shi, Y.; Mulligan, P.; Gay, F.; Landry, J.; Liu, H.; Lu, J.; Qi, H.H.; Wang, W.; Nickoloff, J.A.; et al. A
YY1-INO80 complex regulates genomic stability through homologous recombination-based repair. Nat. Struct
Mol. Biol. 2007, 14, 1165–1172. [CrossRef]

241. Yao, T.; Song, L.; Jin, J.; Cai, Y.; Takahashi, H.; Swanson, S.K.; Washburn, M.P.; Florens, L.; Conaway, R.C.;
Cohen, R.E.; et al. Distinct modes of regulation of the Uch37 deubiquitinating enzyme in the proteasome
and in the Ino80 chromatin-remodeling complex. Mol. Cell 2008, 31, 909–917. [CrossRef]

242. Chen, L.; Cai, Y.; Jin, J.; Florens, L.; Swanson, S.K.; Washburn, M.P.; Conaway, J.W.; Conaway, R.C. Subunit
organization of the human INO80 chromatin remodeling complex: An evolutionarily conserved core complex
catalyzes ATP-dependent nucleosome remodeling. J. Biol. Chem. 2011, 286, 11283–11289. [CrossRef]

243. Marom, R.; Jain, M.; Burrage, L.C.; Song, I.W.; Graham, B.H.; Brown, C.W.; Stevens, S.J.C.; Stegmann, A.P.A.;
Gunter, A.T.; Kaplan, J.D.; et al. Heterozygous variants in ACTL6A, encoding a component of the BAF
complex, are associated with intellectual disability. Hum. Mutat. 2017, 38, 1365–1371. [CrossRef] [PubMed]

244. Euskirchen, G.; Auerbach, R.K.; Snyder, M. SWI/SNF chromatin-remodeling factors: Multiscale analyses and
diverse functions. J. Biol. Chem. 2012, 287, 30897–30905. [CrossRef] [PubMed]

245. Drazic, A.; Aksnes, H.; Marie, M.; Boczkowska, M.; Varland, S.; Timmerman, E.; Foyn, H.; Glomnes, N.;
Rebowski, G.; Impens, F.; et al. NAA80 is actin’s N-terminal acetyltransferase and regulates cytoskeleton
assembly and cell motility. Proc. Natl. Acad. Sci. USA 2018, 115, 4399–4404. [CrossRef] [PubMed]

246. Zhang, S.; Buder, K.; Burkhardt, C.; Schlott, B.; Gorlach, M.; Grosse, F. Nuclear DNA helicase II/RNA helicase
A binds to filamentous actin. J. Biol. Chem. 2002, 277, 843–853. [CrossRef] [PubMed]

247. Schmidt, M.V.; Schulke, J.P.; Liebl, C.; Stiess, M.; Avrabos, C.; Bock, J.; Wochnik, G.M.; Davies, H.A.;
Zimmermann, N.; Scharf, S.H.; et al. Tumor suppressor down-regulated in renal cell carcinoma 1 (DRR1)
is a stress-induced actin bundling factor that modulates synaptic efficacy and cognition. Proc. Natl. Acad.
Sci. USA 2011, 108, 17213–17218. [CrossRef]

248. Mu, P.; Akashi, T.; Lu, F.; Kishida, S.; Kadomatsu, K. A novel nuclear complex of DRR1, F-actin and
COMMD1 involved in NF-kappaB degradation and cell growth suppression in neuroblastoma. Oncogene
2017, 36, 5745–5756. [CrossRef]

249. Procaccio, V.; Salazar, G.; Ono, S.; Styers, M.L.; Gearing, M.; Davila, A.; Jimenez, R.; Juncos, J.; Gutekunst, C.A.;
Meroni, G.; et al. A mutation of beta -actin that alters depolymerization dynamics is associated with autosomal
dominant developmental malformations, deafness, and dystonia. Am. J. Hum. Genet. 2006, 78, 947–960.
[CrossRef]

250. Riviere, J.B.; van Bon, B.W.; Hoischen, A.; Kholmanskikh, S.S.; O’Roak, B.J.; Gilissen, C.; Gijsen, S.;
Sullivan, C.T.; Christian, S.L.; Abdul-Rahman, O.A.; et al. De novo mutations in the actin genes ACTB and
ACTG1 cause Baraitser-Winter syndrome. Nat. Genet. 2012, 44, 440–444. [CrossRef]

251. Marston, S. The Molecular Mechanisms of Mutations in Actin and Myosin that Cause Inherited Myopathy.
Int. J. Mol. Sci. 2018, 19, 2020. [CrossRef]

252. Zech, M.; Jech, R.; Wagner, M.; Mantel, T.; Boesch, S.; Nocker, M.; Jochim, A.; Berutti, R.; Havrankova, P.;
Fecikova, A.; et al. Molecular diversity of combined and complex dystonia: Insights from diagnostic exome
sequencing. Neurogenetics 2017, 18, 195–205. [CrossRef] [PubMed]

http://dx.doi.org/10.1016/S0092-8674(00)00051-9
http://dx.doi.org/10.1016/j.gde.2004.02.009
http://www.ncbi.nlm.nih.gov/pubmed/15196461
http://dx.doi.org/10.1016/S0092-8674(01)00450-0
http://dx.doi.org/10.1126/sciadv.1500447
http://dx.doi.org/10.1128/MCB.22.5.1307-1316.2002
http://dx.doi.org/10.1074/jbc.M509128200
http://dx.doi.org/10.1038/nsmb1332
http://dx.doi.org/10.1016/j.molcel.2008.08.027
http://dx.doi.org/10.1074/jbc.M111.222505
http://dx.doi.org/10.1002/humu.23282
http://www.ncbi.nlm.nih.gov/pubmed/28649782
http://dx.doi.org/10.1074/jbc.R111.309302
http://www.ncbi.nlm.nih.gov/pubmed/22952240
http://dx.doi.org/10.1073/pnas.1718336115
http://www.ncbi.nlm.nih.gov/pubmed/29581253
http://dx.doi.org/10.1074/jbc.M109393200
http://www.ncbi.nlm.nih.gov/pubmed/11687588
http://dx.doi.org/10.1073/pnas.1103318108
http://dx.doi.org/10.1038/onc.2017.181
http://dx.doi.org/10.1086/504271
http://dx.doi.org/10.1038/ng.1091
http://dx.doi.org/10.3390/ijms19072020
http://dx.doi.org/10.1007/s10048-017-0521-9
http://www.ncbi.nlm.nih.gov/pubmed/28849312


Int. J. Mol. Sci. 2019, 20, 5260 58 of 59

253. Barnes, J.; Salas, F.; Mokhtari, R.; Dolstra, H.; Pedrosa, E.; Lachman, H.M. Modeling the neuropsychiatric
manifestations of Lowe syndrome using induced pluripotent stem cells: Defective F-actin polymerization
and WAVE-1 expression in neuronal cells. Mol. Autism 2018, 9, 44. [CrossRef] [PubMed]

254. Kuznetsova, I.M.; Povarova, O.I.; Uversky, V.N.; Turoverov, K.K. Native globular actin has a
thermodynamically unstable quasi-stationary structure with elements of intrinsic disorder. FEBS J. 2016,
283, 438–445. [CrossRef] [PubMed]

255. Povarova, O.I.; Uversky, V.N.; Kuznetsova, I.M.; Turoverov, K.K. Actinous enigma or enigmatic actin: Folding,
structure, and functions of the most abundant eukaryotic protein. Intrinsically Disord. Proteins 2014, 2, e34500.
[CrossRef] [PubMed]

256. Rahman, S.; Sowa, M.E.; Ottinger, M.; Smith, J.A.; Shi, Y.; Harper, J.W.; Howley, P.M. The Brd4 extraterminal
domain confers transcription activation independent of pTEFb by recruiting multiple proteins, including
NSD3. Mol. Cell Biol. 2011, 31, 2641–2652. [CrossRef]

257. Donati, B.; Lorenzini, E.; Ciarrocchi, A. BRD4 and Cancer: Going beyond transcriptional regulation.
Mol. Cancer 2018, 17, 164. [CrossRef]

258. Michel, B.C.; D’Avino, A.R.; Cassel, S.H.; Mashtalir, N.; McKenzie, Z.M.; McBride, M.J.; Valencia, A.M.;
Zhou, Q.; Bocker, M.; Soares, L.M.M.; et al. A non-canonical SWI/SNF complex is a synthetic lethal target in
cancers driven by BAF complex perturbation. Nat. Cell Biol. 2018, 20, 1410–1420. [CrossRef]

259. Peng, K.; Vucetic, S.; Radivojac, P.; Brown, C.J.; Dunker, A.K.; Obradovic, Z. Optimizing long intrinsic
disorder predictors with protein evolutionary information. J. Bioinform. Comput. Biol. 2005, 03, 35–60.
[CrossRef]

260. Dosztanyi, Z.; Csizmok, V.; Tompa, P.; Simon, I. IUPred: Web server for the prediction of intrinsically
unstructured regions of proteins based on estimated energy content. Bioinformatics 2005, 21, 3433–3434.
[CrossRef]

261. He, B.; Wang, K.; Liu, Y.; Xue, B.; Uversky, V.N.; Dunker, A.K. Predicting intrinsic disorder in proteins: An
overview. Cell Res. 2009, 19, 929–949. [CrossRef]

262. Huang, F.; Oldfield, C.J.; Xue, B.; Hsu, W.L.; Meng, J.; Liu, X.; Shen, L.; Romero, P.; Uversky, V.N.; Dunker, A.
Improving protein order-disorder classification using charge-hydropathy plots. BMC Bioinform. 2014, 15
(Suppl. 17), S4. [CrossRef]

263. Oates, M.E.; Romero, P.; Ishida, T.; Ghalwash, M.; Mizianty, M.J.; Xue, B.; Dosztanyi, Z.; Uversky, V.N.;
Obradovic, Z.; Kurgan, L.; et al. D(2)P(2): Database of disordered protein predictions. Nucleic Acids Res.
2013, 41, D508–D516. [CrossRef] [PubMed]

264. Ishida, T.; Kinoshita, K. PrDOS: Prediction of disordered protein regions from amino acid sequence. Nucleic
Acids Res. 2007, 35, W460–W464. [CrossRef] [PubMed]

265. Obradovic, Z.; Peng, K.; Vucetic, S.; Radivojac, P.; Dunker, A.K. Exploiting heterogeneous sequence properties
improves prediction of protein disorder. Proteins Struct. Funct. Bioinform. 2005, 61, 176–182. [CrossRef]
[PubMed]

266. Peng, K.; Radivojac, P.; Vucetic, S.; Dunker, A.K.; Obradovic, Z. Length-dependent prediction of protein
intrinsic disorder. BMC Bioinform. 2006, 7, 208. [CrossRef]

267. Walsh, I.; Martin, A.J.; Di Domenico, T.; Tosatto, S.C. ESpritz: Accurate and fast prediction of protein disorder.
Bioinformatics 2012, 28, 503–509. [CrossRef]

268. Szklarczyk, D.; Franceschini, A.; Kuhn, M.; Simonovic, M.; Roth, A.; Minguez, P.; Doerks, T.; Stark, M.;
Muller, J.; Bork, P.; et al. The STRING database in 2011: Functional interaction networks of proteins, globally
integrated and scored. Nucleic Acids Res. 2011, 39, D561–D568. [CrossRef]

269. Uversky, V.N. p53 Proteoforms and Intrinsic Disorder: An Illustration of the Protein Structure-Function
Continuum Concept. Int. J. Mol. Sci. 2016, 17, 1874. [CrossRef]

270. Smith, L.M.; Kelleher, N.L.; Consortium for Top Down, P. Proteoform: A single term describing protein
complexity. Nat. Methods 2013, 10, 186–187. [CrossRef]

271. Uversky, V.N. Protein intrinsic disorder and structure-function continuum. Prog. Mol. Biol. Transl. Sci. 2019,
166, 1–17. [CrossRef]

272. Fonin, A.V.; Darling, A.L.; Kuznetsova, I.M.; Turoverov, K.K.; Uversky, V.N. Multi-functionality of proteins
involved in GPCR and G protein signaling: Making sense of structure-function continuum with intrinsic
disorder-based proteoforms. Cell Mol. Life Sci. 2019. [CrossRef] [PubMed]

http://dx.doi.org/10.1186/s13229-018-0227-3
http://www.ncbi.nlm.nih.gov/pubmed/30147856
http://dx.doi.org/10.1111/febs.13548
http://www.ncbi.nlm.nih.gov/pubmed/26460158
http://dx.doi.org/10.4161/idp.34500
http://www.ncbi.nlm.nih.gov/pubmed/28232879
http://dx.doi.org/10.1128/MCB.01341-10
http://dx.doi.org/10.1186/s12943-018-0915-9
http://dx.doi.org/10.1038/s41556-018-0221-1
http://dx.doi.org/10.1142/S0219720005000886
http://dx.doi.org/10.1093/bioinformatics/bti541
http://dx.doi.org/10.1038/cr.2009.87
http://dx.doi.org/10.1186/1471-2105-15-S17-S4
http://dx.doi.org/10.1093/nar/gks1226
http://www.ncbi.nlm.nih.gov/pubmed/23203878
http://dx.doi.org/10.1093/nar/gkm363
http://www.ncbi.nlm.nih.gov/pubmed/17567614
http://dx.doi.org/10.1002/prot.20735
http://www.ncbi.nlm.nih.gov/pubmed/16187360
http://dx.doi.org/10.1186/1471-2105-7-208
http://dx.doi.org/10.1093/bioinformatics/btr682
http://dx.doi.org/10.1093/nar/gkq973
http://dx.doi.org/10.3390/ijms17111874
http://dx.doi.org/10.1038/nmeth.2369
http://dx.doi.org/10.1016/bs.pmbts.2019.05.003
http://dx.doi.org/10.1007/s00018-019-03276-1
http://www.ncbi.nlm.nih.gov/pubmed/31428838


Int. J. Mol. Sci. 2019, 20, 5260 59 of 59

273. Uversky, V.N.; Oldfield, C.J.; Dunker, A.K. Intrinsically disordered proteins in human diseases: Introducing
the D2 concept. Annu Rev. Biophys. 2008, 37, 215–246. [CrossRef] [PubMed]

274. Uversky, V.N.; Dave, V.; Iakoucheva, L.M.; Malaney, P.; Metallo, S.J.; Pathak, R.R.; Joerger, A.C. Pathological
unfoldomics of uncontrolled chaos: Intrinsically disordered proteins and human diseases. Chem. Rev. 2014,
114, 6844–6879. [CrossRef] [PubMed]

275. Midic, U.; Oldfield, C.J.; Dunker, A.K.; Obradovic, Z.; Uversky, V.N. Unfoldomics of human genetic diseases:
Illustrative examples of ordered and intrinsically disordered members of the human diseasome. Protein Pept.
Lett. 2009, 16, 1533–1547. [CrossRef] [PubMed]

276. Uversky, V.N. Intrinsic disorder in proteins associated with neurodegenerative diseases. Front. Biosci. 2009,
14, 5188–5238. [CrossRef] [PubMed]

277. Uversky, V.N.; Oldfield, C.J.; Midic, U.; Xie, H.; Xue, B.; Vucetic, S.; Iakoucheva, L.M.; Obradovic, Z.;
Dunker, A.K. Unfoldomics of human diseases: Linking protein intrinsic disorder with diseases. BMC Genomics
2009, 10 (Suppl. 1), S7. [CrossRef]

278. Uversky, V.N. Targeting intrinsically disordered proteins in neurodegenerative and protein dysfunction
diseases: Another illustration of the D(2) concept. Expert Rev. Proteomics 2010, 7, 543–564. [CrossRef]

279. Uversky, V.N. Wrecked regulation of intrinsically disordered proteins in diseases: Pathogenicity of deregulated
regulators. Front. Mol. Biosci. 2014, 1, 6. [CrossRef]

© 2019 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1146/annurev.biophys.37.032807.125924
http://www.ncbi.nlm.nih.gov/pubmed/18573080
http://dx.doi.org/10.1021/cr400713r
http://www.ncbi.nlm.nih.gov/pubmed/24830552
http://dx.doi.org/10.2174/092986609789839377
http://www.ncbi.nlm.nih.gov/pubmed/20001916
http://dx.doi.org/10.2741/3594
http://www.ncbi.nlm.nih.gov/pubmed/19482612
http://dx.doi.org/10.1186/1471-2164-10-S1-S7
http://dx.doi.org/10.1586/epr.10.36
http://dx.doi.org/10.3389/fmolb.2014.00006
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Role of BAF Complex in Chromatin Remodeling 
	Structure of BAF Complex 
	Deregulation of BAF Complex Associated with Diseases 
	Intrinsically Disordered Proteins (IDPs) 

	Results and Discussion 
	Global Disorder Analysis of the BAF Subunits 
	Transcriptional Activator BRG1 or ATP-Dependent Helicase SMARCA4 (PPID = 61.3%) 
	Protein Brahma Homolog BRM or Probable Global Transcription Activator SNF2L2 (PPID = 60.6%) 
	BAF155 (PPID = 59.2%) 
	BAF170 (PPID = 63.1%) 
	BAF47 (PPID = 35.8%) 
	BAF250A (PPID = 75.8%) 
	BAF250B (PPID = 76.9%) 
	BAF57 (PPID = 77.6%) 
	BAF180 (PPID = 43.2%) 
	BCL7A (PPID = 87.6%), BCL7B (PPID = 89.6%), and BCL7C (PPID = 90.0%) 
	BCL11A (PPID = 69.0%) and BCL11B (PPID = 69.8%) 
	SSXT (PPID = 84.1%) 
	BAF200/ARID2 (PPID = 61.3%) 
	BRD7 (PPID = 61.2%) and BRD9 (PPID = 60.1%) 
	BAF60A/SMARCD1 (PPID = 43.8%), BAF60B/SMARCD2 (PPID = 49.3%), and BAF60C/SMARCD3 (PPID = 50.5%) 
	PHF10/BAF45A (PPID = 53.3%), DPF1/BAF45B (PPID = 35.8%), DPF2/BAF45D (PPID = 59.7%), and DPF3/BAF45C (PPID = 50.5%) 
	BAF53A/ACTL6A (PPID = 23.5%), BAF53B/ACTL6B (PPID = 25.4%), and -Actin/ACTB (PPID = 22.1%) 
	GLTSCR1/BICRA (PPID = 88.2%) and GLTSCR1L/BICRAL (PPID = 74.8%) 

	Experimental Section 
	Datasets 
	Computational Characterization of Intrinsic Disorder in the BAF Complex 
	Computational Evaluation of Interactability of the Human BAF Complex Subunits 

	Conclusions 
	References

