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1  | BACKGROUND

Hepatocellular carcinoma (HCC) is the second leading cause of can-
cer-related deaths worldwide, afflicting approximately 800 000 peo-
ple annually.1 The pathogenesis of HCC is extremely complicated, 
involving processes such as cell cycle regulation and signal transduc-
tion, and it reflects the functions and interactions of multiple genes 
at multiple steps.2 HCC is currently treated by surgical resection and 
chemotherapy, but the mortality rate of this cancer remains high. In 

recent years, the use of immune checkpoint inhibitors (ICIs), such 
as ipilimumab (the inhibitor of cytotoxic T-lymphocyte antigen 4 
[CTLA4]) and nivolumab (the inhibitor of programmed death-1 [PD-
1]), have demonstrated survival benefits for HCC, which reveals that 
immune status is closely related to HCC progression.3,4 Therefore, 
it is important to further explore the characteristics of HCC and to 
develop novel therapies for treating this cancer.

The mating-type switch/sucrose non-fermenting (SWI/SNF) com-
plexes, which are capable of regulating gene transcription through 
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Abstract
Hepatocellular carcinoma (HCC) is a primary liver malignancy with a high global prev-
alence and a dismal prognosis. Studies are urgently needed to examine the molecu-
lar pathogenesis and biological characteristics of HCC. Chromatin remodelling, an 
integral component of the DNA damage response, protects against DNA damage-
induced genome instability and tumorigenesis by triggering the signalling events that 
activate the interconnected DNA repair pathways. The SWI/SNF complexes are one 
of the most extensively investigated adenosine triphosphate-dependent chromatin 
remodelling complexes, and mutations in genes encoding SWI/SNF subunits are 
frequently observed in various human cancers, including HCC. The mutated SWI/
SNF complex subunits exert dual functions by accelerating or inhibiting HCC initia-
tion and progression. Furthermore, the abnormal SWI/SNF complexes influence the 
transcription of interferon-stimulated genes, as well as the differentiation, activa-
tion and recruitment of several immune cell types. In addition, they exhibit syner-
gistic effects with immune checkpoint inhibitors in the treatment of diverse tumour 
types. Therefore, understanding the mutations and deficiencies of the SMI/SNF 
complexes, together with the associated functional mechanisms, may provide a novel 
strategy to treat HCC through targeting the related genes or modulating the tumour 
microenvironment.
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adenosine triphosphate (ATP)-dependent nucleosome remodelling, 
have been shown to play a widespread role in carcinogenesis.5 The 
SWI/SNF complexes are macromolecular complexes comprising 12-15 
subunits, including a catalytic ATPase subunit, SWI/SNF related, ma-
trix associated, actin-dependent regulator of chromatin, subfamily a, 
member 4 (SMARCA4)/brahma-related gene 1 (BRG1) or SMARCA2/
brahma (BRM); and several core subunits, such as SMARCB1/SNF5/
INI1/BAF47 or SMARCC1/BAF155. Other subunits, such as AT-rich 
interaction domain 1A (ARID1A) and ARID1B, are the mutually exclu-
sive components of the BRG1-associated factor (BAF) complexes, while 
polybromo 1 (PBRM1) and ARID2 are specific for the polybromo BAF 
(PBAF) complexes.6 Recently, a third SWI/SNF complex called non-ca-
nonical BAF (ncBAF, also termed GBAF) has been identified, which con-
tains glioma tumour suppressor candidate region gene 1 (GLTSCR1)/
GLTSCR1-like (GLTSCR1L) subunits instead of the ARID-domain con-
taining proteins.7 Global genomic analyses suggest that the SWI/SNF 
complexes are associated with a mutation rate of 20% among all human 
tumours.8 Frequent inactivating mutations in SWI/SNF subunits, such 
as ARID1A, ARID1B, ARID2, PBRM1 and SMARCA4, are repeatedly 
detected in numerous cancers (Figures 1 and 2).9-23 The mutation pro-
portion and types of different SWI/SNF complex subunits in several 

HCC data sets are summarized in Table 1. In addition, increasing evi-
dence indicates that the SWI/SNF complexes directly interact with nu-
merous important proteins, such as beta-catenin, to modulate cancer 
formation.24 The SWI/SNF complexes not only exert a vital part in tran-
scription activation but also participate in transcriptional repression.25 
Furthermore, an increasing number of studies reveal that the ATP-
dependent chromatin remodelling complexes, like SWI/SNF, exhibit 
significant impacts on human immunodeficiency virus type 1 (HIV-1),26 
autoimmune reactivity27 and hypersensitivity.28 Nonetheless, the role 
of SWI/SNF complexes in HCC occurrence and development as well as 
the immune system has not yet been fully elucidated. This review inte-
grates the available data on the role of aberrant SWI/SNF complexes 
during HCC progression and examines its regulatory effects on several 
immune cell types and ICI therapies.

2  | ABERR ANT BAF COMPLE XES PL AY 
DIVERSE ROLES IN HCC DE VELOPMENT

In mammals, BAF complexes are composed of a single central ATPase, 
either SMARCA4/BRG1 or SMARCA2/BRM, and several BRG-/

F I G U R E  1   High-frequency gene 
mutation of BAF in different tumours. 
The sources are shown in brackets. BAF, 
BRG1-associated factor

F I G U R E  2   High-frequency gene 
mutation of PBAF in different tumours. 
The sources are shown in brackets. PBAF, 
polybromo BAF
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BRM-associated factors.29 In addition to the subunits homologous 
to those in Drosophila or yeast, several other subunits appear to be 
dedicated to vertebrate or mammalian complexes, including SS18/
SS18L1, BCL7A/B/C and BCL11/A/B. BAF complexes have been 
implicated in embryonic development.30 The presence of the BAF 
complex on chromatin correlates with that of enhancers,31 and its 
activity regulates a variety of important biological processes rang-
ing from self-renewal and pluripotency in embryonic stem cells32 
to cardiac development.33 A previous study revealed that cancers 
with a perturbation in BAF components were dependent on ncBAF,7 
highlighting a synthetic lethal relationship between the two distinct 
SWI/SNF complexes as opposed to paralogs of the same complex. 
Research on the role of ncBAF in the development of HCC is still 
rare, although BAF subunits are frequently disrupted in a variety of 
different malignancies including HCC.

2.1 | SMARCA4/BRG1

SMARCA4 is located in chromosome 19p13.2, and its protein func-
tions as the central catalytic component in the SWI/SNF complex. 
Specifically, the SMARCA4 protein comprises multiple domains, 
including an evolutionarily conserved catalytic ATPase domain, a 
conserved C-terminal bromodomain, AT-hook motif and the less 
characterized N-terminal region, all of which play critical roles in mod-
ified histone protein recognition, DNA binding or SWI/ SNF recruit-
ment.34-37 SMARCA4 has been demonstrated to interact with diverse 
nuclear proteins involved in various cellular processes, such as tran-
scriptional regulation, cell cycle control, proliferation, DNA repair and 
recombination.38 However, the role of SMARCA4 in cancer occurrence 
and progression remains unclear. It is worth noting that SMARCA4 has 
been proposed to act as a tumour suppressor gene through diverse 

Gene Proportion (%) Mutation type

ARID1A 9.0 Truncating mutation, missense mutation, fusion, 
inframe mutation, amplification, deep deletion

ARID2 5.0 Truncating mutation, missense mutation, inframe 
mutation, deep deletion

ARID1B 2.9 Truncating mutation, missense mutation, 
amplification, deep deletion

SMARCA4 2.5 Truncating mutation, missense mutation, fusion, 
amplification, deep deletion

BRD9 2.3 Truncating mutation, missense mutation, 
amplification

SMARCA2 2.1 Truncating mutation, missense mutation, 
amplification, deep deletion

PHF10 2.1 Truncating mutation, missense mutation, 
amplification, deep deletion

PBRM1 2.1 Truncating mutation, missense mutation, fusion, 
amplification, deep deletion

BRD7 1.8 Truncating mutation, missense mutation, deep 
deletion

SMARCC2 1.6 Truncating mutation, missense mutation, fusion, 
amplification, deep deletion

BCL11B 1.4 Truncating mutation, missense mutation, deep 
deletion

SMARCD2 1.3 Missense mutation, amplification

SMARCE1 0.9 Missense mutation, amplification, deep deletion

SMARCB1 0.9 Missense mutation, amplification, deep deletion

ACTL6A 0.8 Truncating mutation, missense mutation, 
amplification

BCL7B 0.8 Missense mutation, fusion, amplification

SMARCC1 0.6 Truncating mutation, missense mutation, deep 
deletion

SMARCC3 0.4 Missense mutation, amplification, deep deletion

SS18 0.2 Missense mutation, amplification

BCL7A 0.1 Missense mutation

BCL7C 0.1 Amplification

Abbreviation: NA, non-available.

TA B L E  1   The proportion and types 
of SWI/SNF mutations in different 
hepatocellular carcinoma data sets
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biological mechanisms, since frequent inactivating mutations are 
detected in various tumour cell lines, such as lung, small-cell carci-
noma of the ovary (SCCOHT), hypercalcemic type, medulloblastoma 
and Burkitt's lymphoma.39 Firstly, reintroducing SMARCA4 into 
SMARCA4-deficient tumour cells resulted in Rb-dependent cell cycle 
arrest and a flattened morphology, suggesting that SMARCA4 may 
function as a tumour suppressor gene.40,41 Furthermore, SMARCA4 
heterozygotes were predisposed to the development of differentiated 
epithelial tumours, which suggests that SMARCA4 plays a vital part 
in regulating cell proliferation.42 In addition, SMARCA4 was shown to 
participate in tumour suppression based on interactions with other 
tumour suppressor genes, such as retinoblastoma protein (pRb), p53 
and c-Myc.43,44 Paradoxically, SMARCA4 is also reported to be mu-
tated and over-expressed in a variety of malignant tumours, including 
melanoma, gastric and prostate cancers. As a result, it induces tumour 
proliferation by regulating the expression of cyclin D1 and cyclin E, 
driving the cells to enter S phase in the cell cycle and displaying a 
marked correlation with poor survival.45-48 Indeed, it has been sug-
gested that SMARCA4 directly up-regulates enzymes responsible for 
fatty acid (FA) and lipid biosynthesis, which can be utilized by cancer 
cells to provide energy for proliferation.49 Other underlying mecha-
nisms by which SMARCA4 promotes the proliferation of different tu-
mour cells include stimulating the expression of MYC, inhibiting that 
of phosphatase and tensin homolog (PTEN), further reducing the ac-
tive components in the phosphatidylinositol-3 kinase-protein kinase 
B (PI3K-AKT) signalling pathway and promoting the function of the 
WNT signalling pathway.50-52 Such a confusing situation may be due 
to the variety of SMARCA4 functions depending on different tumour 
types or even the different stages and subtypes of the same tumour.

In the context of HCC, Zhong et al53 showed that the SMARCA4 
single nucleotide polymorphism rs11879293, which was located in 
the intron between exon 1 and exon 2 of SMARCA4 and was essential 
for the interaction between SMARCA4 and SS18L1/CREST, showed 
a remarkable association with a reduced risk of HCC, as verified in 
stage 2 combined analysis. The mechanism underlying this associa-
tion may be that rs11879293 acts as an intronic enhancer to alter the 
Pol2-binding site; alternatively, it tags the functional variants in the 
promoter/regulatory region that affect gene expression, thus confer-
ring susceptibility to HCC. Furthermore, the authors note that the 
hepatitis B virus (HBV) infection status resulted in a greatly differen-
tiated risk between SMARCA4 rs11879293 and HCC incidence. They 
also speculated that SMARCA4 might possess similar DNA-binding 
characteristics with SMARCE1, a core SWI/SNF subunit for modu-
lating the HBV replication efficiency, and in this context, SMARCA4 
may also act as a regulator of HBV replication. In contrast, instead 
of suggesting SMARCA4 as a tumour suppressor gene, Kaufmann 
et al45 provided evidence that the over-expression of SMARCA4 was 
observed to enhance cell growth and invasiveness of HCC and that 
it might be linked to cyclin B, cyclin E and matrix metalloproteinase 
7 (MMP7). Other studies indicate that up-regulation of the metasta-
sis-associated lung adenocarcinoma transcript 1 (MALAT1), the p53 
pathway, as well as the lipopolysaccharide (LPS)-induced pro-inflam-
matory mediators IL-6 and C-X-C motif chemokine 8 (CXCL8), may be 

involved in hepatocarcinogenesis.54,55 In more recent studies, when 
copy number analysis was used in combination with expression profil-
ing to identify cancer-associated mutations, the results revealed that 
SMARCA4 is up-regulated in HCC and that its level is markedly cor-
related with cancer progression among HCC patients.56 Additionally, 
the nuclear expression of SMARCA4 also predicts the early recur-
rence of HCC in affected patients. Furthermore, SMARCA4, which 
is found to facilitate S-phase entry and attenuate apoptosis, also 
promotes cell proliferation through the up-regulation of SMAD6. On 
the other hand, it has been shown that SMARCA4 aggravates liver 
fibrosis through regulating the activation of hepatic stellate cells 
(HSCs) via the transforming growth factor beta (TGFβ)/SMAD signal-
ling pathway.57 Moreover, Smarca4-deficient mice display decreased 
HSC activation in vitro, along with reduced liver fibrogenesis after 
chronic damage induced by carbon tetrachloride (CCl4) administra-
tion. This suggests that SMARCA4 may also be instrumental in the 
progression of hepatic fibrosis to HCC. The above-mentioned evi-
dence appears to indicate that SMARCA4, previously considered to 
be a tumour suppressor gene, serves as a cancer promoter in the 
context of HCC. However, the fundamental role of any given BAF 
and PBAF alteration in cancer is likely to be unique to each cancer 
type and may reflect the idiosyncratic processes that drive each ma-
lignancy (whether oncogene addiction, autocrine signalling, mutagen 
exposure, chromosomal instability, etc.).58 Although several mecha-
nisms of action have been proposed above, the specific factors in-
fluencing the opposing roles of abnormal SMARCA4 among multiple 
tumours are still unknown. Whole-genome sequencing and various 
new techniques to investigate 3D chromatin architecture may offer 
substantial insight into the full breadth of the effects resulting from 
SMARCA4 dysfunction, as well as other subunits, and reveal their 
diverse contributions towards oncogenesis and tumour biology.

2.2 | SMARCA2/BRM

SMARCA2, a homolog with 75% identity to SMARCA4, also regu-
lates chromatin structure, but it is mutually exclusive of SMARCA4 
in the SWI/SNF complexes.59 SMARCA2 interacts with several tran-
scription factors (TFs) and other DNA-binding proteins which are 
involved in chromatin structural modifications that epigenetically 
regulate gene expression.60 SMARCA2 is not frequently mutated 
in tumours, but it is silenced in numerous cancer cell lines and pri-
mary tumours.59 In their computational meta-analysis, Jose et al61 
demonstrated that high SMARCA4 expression was associated with 
aggressive tumours, while high SMARCA2 expression was related 
to benign differentiated tumours, suggesting that SMARCA4 and 
SMARCA2 play opposite roles in cancers, including HCC. SMARCA4 
and SMARCA2 also show differential expression patterns during de-
velopment.62 SMARCA4 tends to be highly expressed in proliferat-
ing cells, whereas SMARCA2 is mainly expressed in cells that cycle 
slowly (such as stem cells) and non-cycling differentiated cells.63 In 
contrast, using data from loss-of-function screening of 165 cancer 
cell lines, Boris et al identified that SMARCA2 was an essential gene 
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in SMARCA4 mutant cancer cell lines. They note that SMARCA4 inac-
tivation resulted in greater incorporation of non-essential SMARCA2 
subunits into the SWI/SNF complexes, revealing a role for SMARCA2 
in oncogenesis induced by SMARCA4 loss, and they identified 
that ATPase and bromodomain-containing SMARCA2 may serve 
as potential therapeutic targets in these cancers. The hypotheti-
cal models depicting the function of residual SMARCA2-SWI/SNF 
complexes in SMARCA4-mutant cancers are exhibited in Figure  3. 
Such findings suggest that the relationship between SMARCA2 and 
SMARCA4 may be complicated and regulated by different mecha-
nisms; in addition, the specific role of mutated SMARCA2 in HCC 
may be transformed due to changes in cancer cell characteristics and 
the surrounding environment. Nevertheless, more studies investi-
gating the association of SMARCA2 with SMARCA4 and the role of 
the former in HCC development should be performed.

2.3 | SMARCB1/BAF47

SMARCB1, a core subunit of the SWI/SNF complex, has been re-
ported to modulate cell proliferation and apoptosis.64,65 The 

down-regulation of SMARCB1, which is observed in HCC tissues rel-
ative to adjacent non-cancerous tissues, is markedly correlated with 
poorer overall survival for HCC patients and attenuates the sensitiv-
ity of HCC cells to sorafenib.66 Additionally, TGF-β1 expression is 
shown to be up-regulated in HCC tissues with reduced SMARCB1 
expression, indicating that SMARCB1 may participate in HCC sup-
pression, and it may serve as an important prognostic biomarker and 
promising therapeutic target for HCC.

2.4 | ARID1A/BAF250A

ARID1A, which encodes the BAF250a subunit of the SWI/SNF 
complexes, is reported to be a tumour suppressor gene that is fre-
quently inactivated by frameshift or truncating mutations, result-
ing in a lack of protein expression in numerous human cancers, for 
example ovarian clear cell carcinoma, gastric cancer, HCC, breast 
cancer, pancreatic cancer, bladder cancer and colon cancer.67-73 As 
previously stated, the ARID1A-containing BAF complex remodels 
the chromatin structure to modulate numerous processes that re-
quire DNA access (such as transcription, DNA damage repair and 

F I G U R E  3   Hypothetical models for the function of residual BRM-SWI/SNF complexes in BRG1-mutant cancers. A, Paralog insufficiency 
model. In the cancer cell of origin, BRG1 and BRM perform redundant functions in supporting cell viability, while BRG1 performs a non-
redundant tumour suppressor function. Loss of BRG1 would lead to tumorigenic effects while simultaneously rendering BRM the sole 
ATPase subunit responsible for supporting tumour cell viability. B, Paralog antagonism model. In the cancer cell of origin, BRG1 performs a 
specific function in tumour protection, while BRM promotes oncogenesis, resulting in a balanced state of SWI/SNF functions. Loss of BRG1 
would result in unopposed BRM-driven proliferation and tumorigenesis. C, Aberrant complex model. Loss of BRG1 would release specific 
subunits of its dedicated protein complex, which would form aberrant associations with BRM that deregulate cancer-relevant transcriptional 
programmes
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replication) by recruiting and binding to TFs and coactivator/core-
pressor complexes.74 Specifically, ARID1A interacts with topoi-
somerase IIa (TOP2A), which resolves the sister chromatids linked 
by the catenated DNA strands during mitosis. ARID1A inactivation 
leads to the activation of the decatenation checkpoint and poly-
ploidy in vitro, and promotes cell cycle progression, cell proliferation, 
migration, invasion and metastasis.75,76 Nevertheless, Zhao et al77 
demonstrated that, in the case of stromal antigen 1 (STAG1) down-
regulation, ARID1A exerted its tumour suppressor function through 
preserving genomic stability by reducing telomere cohesion; as a 
result, ARID1A inactivation allowed for the elimination of cells with 
severe genomic instability during mitosis. Consequently, there is a 
paradoxical phenomenon that, compared with ARID1A wild-type tu-
mours, their ARID1A-mutated counterparts display remarkably less 
genomic instability, as measured by copy number alteration analysis 
across multiple cancer types.

When ARID1A mutations were examined for correlations with 
HCC clinical characteristics, the results suggested that ARID1A al-
teration is correlated with larger HCC size and well or moderately 
differentiated HCC, but not with patient age, sex, cirrhosis, tumour 
node metastasis (TNM) stage, tumour size, number of tumours, 
vascular invasion, patient survival, HBV infection, hepatitis C virus 
(HCV) infection, heavy alcohol consumption and diabetes mellitus 
(Table 2).78 Similarly, a study by He et al79 suggested that ARID1A 
down-regulation was markedly associated with HCC tumour growth, 
poor prognosis and overall metastasis, including local lymph node 

metastasis and distant metastasis, especially lung metastasis. In 
addition, the authors also provide evidence that E-cadherin levels 
are closely correlated with ARID1A expression, suggesting that the 
latter plays a role in migration and invasion. Typically, the loss of 
E-cadherin suppresses E-cadherin-dependent cell-cell adhesion and 
accelerates cancer development and progression.80 Notably, such 
differences in the correlation of ARID1A expression with clinical 
parameters may be ascribed to the heterogeneous sample sources 
and statistical criteria. Nevertheless, it is generally accepted that 
mutated ARID1A partially promotes HCC development. However, 
the molecular mechanism by which ARID1A deficiency or mutation 
in HCC affects tumour development remains largely unclear. In con-
trast to the extensively described implications of ARID1A as a tumour 
suppressor gene, Sun et al81 demonstrated that ARID1A expression 
played a critical role in initiating HCC, particularly in mediating the 
liver damage induced by reactive oxygen species through facilitating 
the transcription of CYP450 genes (such as Cyp2e1). Intriguingly, in 
contrast to the initial tumour development stages where ARID1A 
was shown to support tumorigenesis, the authors also demonstrated 
that both heterozygous and homozygous ARID1A deletions acceler-
ated HCC progression and metastasis following initial tumour estab-
lishment. The latter results appear to be consistent with our stated 
identity of ARID1A as a tumour suppressor gene. Loss of function 
of ARID1A results in HCC angiogenesis through the histone H3-
induced up-regulation of angiopoietin-2 (Ang2) via lysine 27 acetyl-
ation (H3K27ac) of the Ang2 gene locus.82 Alongside these findings, 

TA B L E  2   Summary of common SWI/SNF complex mutations and characteristics in hepatocellular carcinoma

Type Genes Characters

Hepatocellular carcinoma ARID1A/BAF250A Disease characteristics: weak or no ARID1A protein expression is associated 
with tumour size and differentiation; not associated with age, sex, cirrhosis 
status, TNM stage, number or tumours, HBV or HCB status, alcohol 
consumption status, diabetes status and vascular invasion status.

Survival outcomes: loss of protein expression is not associated with overall 
and recurrence free survival times in univariate analysis.

SMARCA2/BRM Disease characteristics: SMARCA2 mRNA levels are associated with HBV 
status; not associated with age, sex, tumour size, number of carcinomas, 
HCV status and disease stage. Loss of BRM protein expression is associated 
with age, sex, tumour size, HCV status, stage, differentiation and vascular 
invasion.

Survival outcomes: loss of protein expression is associated with worse overall 
survival times in univariate analysis.

SMARCA4/BRG1 Disease characteristics: SMARCA4 mRNA levels are associated with HCV 
status; not associated with age, sex, tumour size, number of carcinomas, 
HBV status and disease stage. Loss of BRG1 protein expression is not 
associated with age, sex, tumour size, HBV status, HCV status, stage, 
differentiation and vascular invasion.

Survival outcomes: loss of protein expression is not associated with overall 
survival times in univariate analysis.

  ARID2/BAF200 Disease characteristics: ARID2 mRNA levels are associated with age, sex, 
tumour grade, disease stage and HBV status.

Survival outcomes: loss of protein expression is not associated with overall 
survival times in univariate analysis.

Abbreviation: NA, non-available.
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Cheng et al discovered that ARID1A was associated with the long 
non-coding RNA (lncRNA) MVIH among various HCC cell types and 
hepatoblastoma cells and they identified three interaction domains 
of ARID1A (including amino acids (aa) 311e600, aa 951e1300 and 
aa 1901e2285). They further suggested that ARID1A up-regulates 
the expression of cyclin-dependent kinase inhibitor 1A (CDKN1A) 
and inhibits HCC cell proliferation and migration by suppressing the 
lncRNA MVIH. These findings revealed the potential association of 
ARID1A with lncRNAs and also supported a role for ARID1A expres-
sion in HCC development.83 In addition, the nuclear expression of 
p53 or beta-catenin also showed an inverse correlation with altered 
ARID1A expression, demonstrating that inactivated ARID1A accel-
erates HCC growth through a pathway that is different from the 
p53 and beta-catenin pathways. In their study, Fang et al84 show 
that steatohepatitis, elevated expression of tumour necrosis factor 
(TNF)-α and interleukin (IL)-6, and the activation of the signal trans-
ducers and activators of transcription 3 (STAT3) and nuclear factor 
kappa-light-chain-enhancer of activated B cells (NF-κB) pathways 
were detected in liver parenchyma of hepatocyte-specific ARID1A 
knockout mice, which might contribute to HCC tumorigenesis. Taken 
together, ARID1A expression is required for the initial tumour devel-
opment and the suppression of HCC metastatic potential, depend-
ing on the cellular and temporal contexts during HCC progression. 
Further in-depth experiments are needed to explore the HCC micro-
environment at different stages that lead to the transformation of 
ARID1A function, as well as the mechanism of action underpinning 
this process.

2.5 | ARID1B/BAF250B

ARID1B, an isoform that is mutually exclusive with ARID1A in the 
SWI/SNF complexes and that is involved in regulating transcription 
and multiple downstream cellular processes, has been recently iden-
tified to be the primary mutant gene in various cancers.85,86 Previous 
studies have shown that ARID1B gene mutations are responsible 
for neurodevelopmental retardation, intellectual disability, growth 
delay and dysmorphic features.87 Interestingly, high ARID1B expres-
sion is associated with poor outcomes in bladder urothelial carci-
noma and it also predicts the benefits of adjuvant chemotherapy for 
this cancer.86 Shao et al also suggested that high ARID1B expression 
was tightly correlated with the histological grade and size of invasive 
breast cancer, and it predicted a reduction in 5-year disease-free 
survival (DFS).88 In the context of HCC, Tordella et al89 identified 
that ARID1B serves as a regulator of oncogene-induced senescence 
(OIS) and represents a potent tumour suppressor mechanism; they 
described that knock-down of ARID1B prevented OIS and cooper-
ated with RAS to induce liver tumours. ARID1B not only modulates 
the transcription of p16 and p21, but also regulates DNA damage, 
oxidative stress and p53 induction, suggesting that SWI/SNF may 
employ other mechanisms to regulate senescence. Additionally, the 
authors also suggest that the expression of ectonucleoside triphos-
phate phosphohydrolase-7 (ENTPD7) or the inhibition of nucleotide 

synthesis in ARID1B-depleted cells re-establishes senescence, shed-
ding more light on the novel mechanisms by which epigenetic regu-
lators affect HCC progression, and suggesting that pro-senescence 
therapies can be employed to treat SWI/SNF-mutated cancers. 
Using bioinformatic approaches to select three putatively func-
tional variants in ARID1B (namely rs73013281C>T, rs167007A>G 
and rs9397984C>T), Liu et al90 revealed that the ARID1B variant, 
rs73013281, made a significant genetic contribution to the suscep-
tibility for HCC, especially for the interaction with physical activity. 

3  | ALTER ATIONS OF PBAF SUBUNIT 
GENES IN HCC

Polybromo BAF complexes contain PBRM1 and ARID2 but lack 
ARID1A/B. PBAF complexes also contain BRD7 in place of BRD9,91 
BAF45A (PHF10) instead of BAF45B/C/D (DPF1/3/2) and lack SS18.92 
PBAF subunits, which have been shown to be involved in the main-
tenance of genomic integrity during mitosis,93 also regulate cell dif-
ferentiation and may be an important regulator of cell-type identity.94 
Compared with the BAF complexes, PBAF complexes may have dis-
tinct or even opposing functional roles. For instance, PBAP but not 
BAP is required for germinal stem cell maintenance.95 On the other 
hand, visualization of chromatin domains using immunofluorescence 
shows that BAP and PBAP complexes have both overlapping and mu-
tually exclusive domains. Polycomb domains are not usually found at 
either of the chromatin domains mentioned above,96,97 which suggests 
that BAP and PBAP work both cooperatively and independently at 
distinct sites to oppose Polycomb silencing. In HCC, the mutation fre-
quency of PBAF subunit genes is lower than that of BAF subunit genes. 
Nevertheless, the different roles of the two complexes in the initiation 
and development of HCC still require further study. The influence of 
several abnormal PBAF subunit genes on the development of HCC is 
described in the sections that follow.

3.1 | ARID2/BAF200

ARID2 possesses a conservative N-terminal ARID region, as well 
as three LLxxLL motifs and two conservative C-terminal C2H2 Zn-
finger motifs, which directly bind to DNA or interact with proteins.98 
Recent genomic studies have identified frequent ARID2 mutations 
in HCC, but it remains unclear how ARID2 functions as a tumour 
suppressor gene. ARID2 expression is reported to be dramatically 
down-regulated in HCC tissues compared with their normal counter-
parts, and it physically interacts with the E2 promoter binding factor 
1 (E2F1), decreasing the binding of E2F1/RNA Pol II to the promot-
ers of cyclin D1 (CCND1) and cyclin E1 (CCNE1). Suppressing ARID2 
accelerates the G1/S transition associated with the up-regulation of 
CCND1, CCNE1 and cyclin-dependent kinase 4 (CDK4), together with 
the phosphorylation of the retinoblastoma protein (Rb).99 In another 
study, Oba et al established human ARID2 knockout HCC cell lines 
to investigate the associated gene expression profiles and biological 
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functions. Their results indicated that ARID2 knockout contributed 
to disrupting the nucleotide excision repair (NER) process by sup-
pressing the recruitment of complementation group G (XPG), which 
resulted in compromised DNA damage and repair, susceptibility to 
carcinogens and potential hypermutation, thus revealing a novel 
therapeutic target in HCCs harbouring ARID2 mutations.100,101 
Moreover, hepatitis B virus X protein (HBx) expression was also 
shown to be negatively associated with ARID2 expression in HCC 
tissues.102,103 Mechanistically, the promoter region of the ARID2 
gene which is inhibited by HBx is located at -1040 to -601 bp and it 
contains potential atonal homolog 1 (ATOH1) binding elements. The 
ectopic expression or mutation of ATOH1 binding sites in the ARID2 
promoter partially abolishes HBx-triggered ARID2 transcriptional re-
pression. The ATOH1-mediated deregulation of ARID2 by HBx may 
be involved in the development of HBV-related HCC. These results 
suggest that mutations in ARID2 which are associated with HBx may 
result in a defect in the SWI/SNF complexes, thereby not only lead-
ing to abnormal gene expression but also greatly aggravating DNA 
damage. Eventually, this may trigger carcinogenesis due to the di-
minished response of the repair mechanisms.

3.2 | BAF60a and SMARCC1/BAF155

Hepatic BAF60a, which serves as a linker between the SWI/SNF core 
complex and those TFs regulating target gene expression, senses and 
integrates environmental factors (such as starvation, circadian clock 
and dietary fat consumption) into the transcriptional reprogram-
ming and metabolic adaptations.104 The gene programme govern-
ing β-oxidation of FAs can be bridged to the SWI/SNF complexes by 
BAF60a, which indicates that this SWI/SNF chromatin remodelling 
factor may be implicated in lipid metabolic reprogramming, an evolv-
ing hallmark of HCC. In addition, Chen et al demonstrated that over-
expression of BAF155 enhanced the transcriptional transactivation 
function of HBx, activated proto-oncogene expression and inhibited 
hepatoma cell clonogenicity. The authors also suggest that BAF155 
plays important roles in ubiquitin-independent degradation of HBx, 
which might be related to the pathogenesis and carcinogenesis of 
HBV-associated HCC.105 Studies focused on understanding the con-
tributions of BAF60a and BAF155 to HCC, and how these factors 
interact with other SWI/SNF-related subunits should be conducted.

4  | CONTRIBUTIONS TO ONCOGENESIS

Although the potential mechanisms through which SWI/SNF com-
plexes inhibit or promote HCC have been described in the different 
subsections above, insight into the specific mechanisms underlying 
tumour suppression or promotion and the reasons for the differing 
cancer spectrum associated with each subunit is still in its infancy. 
In addition to a role in transcriptional regulation, several avenues of 
research have linked the SWI/SNF complex to DNA repair includ-
ing nucleotide excision repair, double-strand break repair and DNA 

decatenation.106-108 This begs the question as to whether the tu-
mour suppressor activity of the complex arises via a role in control-
ling transcriptional programmes or whether it is derived from a role 
for the complex in protecting genome integrity. Mutations in some 
subunits, such as those in ARID2 mentioned earlier, may cause hepa-
tocarcinogenesis associated with DNA damage and repair, while de-
letions in other subunits, such as SMARCB1, may not cause cancer 
via defects in DNA repair but rather due to epigenetic alterations 
such as disruption of chromatin-based contributions to the control 
of cell fate.58 Of particular interest is the finding that mutations in 
more than one SWI/SNF subunit gene can occur in primary tumours, 
perhaps reflecting both haploinsufficiency and compound heterozy-
gous effects.109,110 Whether the mutations of the SWI/SNF subunit 
genes drive or repress tumours, especially HCC, via an epigenetic 
mechanism or a genetic mechanism remains to be determined.

5  | TARGETING TUMOURS WITH BAF/
PBAF DEFICIENCIES

One anticancer drug discovery strategy, which reveals great prom-
ise in targeting cancer cells with genetic mutations, is the exploi-
tation of synthetic lethality.111 SMARCA4 and SMARCA2 function 
as mutually exclusive catalytic subunits of the SWI/SNF complex, 
and Hoffman et al112 demonstrated that depletion of SMARCA2 in 
SMARCA4-deficient cancer cells led to cell cycle arrest and senes-
cence. Recent studies also reported that inhibition of enhancer of 
zeste homolog 2 (EZH2), the catalytic subunit of PRC2, caused syn-
thetic lethality in ARID1A-mutated cancers.113 Unfortunately, epi-
genetic drugs (such as EZH2 antagonists) did not exhibit synthetic 
lethality in ARID2-disrupted HCC, while exposure of ultraviolet irra-
diation and chemical compounds regulating the DNA repair system 
will be the effective treatment.100 Additionally, the loss of function 
of BAF/PBAF subunits may lead to increased Polycomb activity 
and inhibition of Polycomb chromatin silencing may therefore be 
beneficial for patients with HCC bearing BAF/PBAF deficiencies.58 
Nevertheless, the effectiveness of these approaches may depend 
greatly on the downstream consequences of BAF/PBAF dysfunction 
within each cell type.

6  | REL ATIONSHIP OF THE SWI/SNF 
COMPLE XES WITH IMMUNIT Y

6.1 | Roles of the SWI/SNF complexes in 
modulating the immune system

An accumulating body of literature has described the effect of the 
mutated SWI/SNF complexes on various immune cells at various 
levels. Holley et al114 reported that SMARCA4 promoted B-cell 
activation, as characterized by the expression of inducible genes, 
resulting in accelerated cell proliferation and improved immune 
function. Another study suggested that specifically over-expressed 
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SWI3-related gene 3 (SRG3) utilizes the CD2 promoter to allow 
cells to up-regulate the differentiation of CD4+ T cells into Th1/
Th17 cells, whereas the ubiquitous over-expression of SRG3 using 
the β-actin promoter facilitates Th2 differentiation and suppressed 
Th1 and Th17 differentiation.115 Furthermore, SRG3 over-expression 
not only reduces the production of pro-inflammatory cytokines by 
dendritic cells (DCs), but also shifts macrophages from the inducible 
nitric oxide synthase (iNOS)-expressing M1 phenotype to the argi-
nase-1-expressing M2 phenotype. The above-mentioned evidence 
supports the development of a novel therapeutic strategy involving 
the modulation of SRG3 expression to induce M2 and Th2 polariza-
tion, thereby inhibiting inflammatory immune responses, which has 
the potential to be employed in the treatment of immune diseases 
and tumours. In addition, Thomas et al reported that T cell-specific 
SMARCA4-deficient mice exhibited profound thymic abnormalities, 
CD4 derepression at the double negative (DN) (CD4− CD8−) stage 
and a developmental block hindering the transition from DN to dou-
ble positive (CD4+ CD8+) stage. It was therefore speculated that 
SMARCA4 exerts a vital role in genes important for T-cell differen-
tiation.116 Of particular interest is research suggesting that in con-
trast to the high incidence of CD8+ lymphomas observed through 
conditional inactivation of SNF5 (another SWI/SNF-related complex 
member),117 the loss of SMARCA4 function did not lead to deregu-
lated cell proliferation and T cell-derived tumour formation in mu-
tant animals that were over 18 months old. This evidence supports 
the notion that the putative tumour suppressor function associated 
with SMARCA4 loss-of-function mutations in human and mouse 
neoplasms is tissue and cell type-dependent and further does not 
predispose cells of the mature T-cell lineage to oncogenic transfor-
mation. With regard to regulatory T cells (Tregs), Chyaiyachati et al118 
provided evidence that SMARCA4 bound to the CXC chemokine re-
ceptor 3 (CXCR3) and chemokine receptor 2 (CCR2) loci in Tregs, 
whereas the deletion of SMARCA4 impaired the activation of Tregs 
in response to self-antigen and T-cell receptor (TCR) signalling. The 
authors demonstrated that SMARCA4 promoted Treg activation and 
immune tolerance, which overweighed its pro-inflammatory role in 
conventional T cells, and while SMARCA4 knock-down Tregs were 
partially activated by persistent and severe inflammation, this ac-
tivation was insufficient to stop the inflammation. As mentioned 
above, SMARCA4 is more inclined to accelerate tumour develop-
ment in the context of HCC and we speculate that this may be partly 
due to its effect in promoting immune tolerance.

With respect to the other subunits, RNAi screening revealed that 
ARID1A knock-down promotes the resistance of Jurkat leukaemia 
cells to Fas (CD95)-mediated apoptosis, a cell-killing mechanism ad-
opted by T cells and NK cells.119,120 The association between ARID1A 
mutations and cancer subtypes with profound lymphocytic infiltra-
tion raises the possibility that ARID1A mutations may boost the 
ability of cancer cells to escape from immune surveillance. In addi-
tion, a study on ovarian cancer using differential expression analysis 
discovered that SMARCE1 mRNA levels are closely correlated with 
the number of intra-tumoral CD8+ cells.121 Specifically, the forced 
over-expression of SMARCE1 in ovarian cancer cells induces the 

secretion of IL8, MIP1b and CCL5 chemokines in the supernatant 
and triggers the chemotaxis of CD8 + lymphocytes in a cell culture 
assay. In short, the SWI/SNF complexes exert their own influence 
in the growth, development and recruitment of immune cells, such 
as T cells and B cells (Figure 4). Indeed, the alteration of chromatin 
dynamics accounts for a potential mechanism that induces target 
gene expression in the case of immune cell activation. Therefore, it 
is important to explore the roles of the SWI/SNF complexes in mod-
ulating the immune system, as this may facilitate the formulation of 
immunotherapies that can achieve remarkable results.

6.2 | The SWI/SNF complexes are involved in 
enhancing the transcription of immunostimulatory 
interferon-stimulated genes (ISGs)

Interferons (IFNs) are a group of cytokines with antitumour ef-
fects which are mediated by the activation of Janus kinases (JAKs) 
and STATs.122,123 The lack of an IFN-γ signature is suggested to be 
correlated with resistance to immunotherapy.124 In addition to en-
hancing tumour cell immunogenicity through up-regulating the ex-
pression of tumour antigen processing and presentation, ISGs also 
promote programmed cell death and anti-proliferative effects.125 
Moreover, STAT proteins that bind to ISG promoters are regulated 
by the multi-protein complexes responsible for chromatin remod-
elling, including the SWI/SNF complexes, so as to control DNA 
accessibility. According to previous studies, the SWI/SNF com-
plexes are implicated in enhancing ISG transcription. Patibandla 
et al reported the increased expression of C‑C motif CCL5 and 
CXCL10, the two cGAS-dependent IFN-stimulated genes, in cell 
lines with SMARCA4 knock-down. The authors further demon-
strated that the loss of SMARCA4 might have a certain bearing 
on the activation of the innate immune response in SCCOHT.126 
Furthermore, Pan et al identified three PBAF-specific genes 
(namely BRD7, ARID2 and PBRM1) by conducting a CRISPR screen 

F I G U R E  4   The effect of SWI/SNF complex on the proliferation 
and differentiation of several immune cells. See the main text for 
detailed description of the relationship shown. CCR2, chemokine 
receptor 2; CXCL3, CXC chemokine receptor 3; Treg, regulatory 
T cells; TH, T helper; CCL4, C-C motif chemokine 4-like; IL-8, 
interleukin-8
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in the ICI-resistant mouse melanoma cell line. Importantly, these 
three genes are involved in antigen presentation and IFN-γ signal-
ling, which are important for immune sensitivity and imply a role 
in conferring resistance to T-cell attack.127 ICI-resistant melanoma 
cells are more sensitive to IFN-γ, leading to the increased secretion 
of cytokines to promote antitumour immunity. In addition, Pbrm1-
deficient melanomas in mice also show greater T-cell infiltration 
and sensitivity to the anti-PD-1 combined with anti-CTLA-4 ICIs, 
which is consistent with the above reports. Recently, research-
ers have paid particular attention to the mechanism by which the 
loss of function of PBAF promotes ISG transcription. Typically, 
Polycomb repressive complex 2 (PRC2), the epigenetic silencer, 
is over-expressed in cancer cells and mediates the repression of 
multiple IFN-γ-stimulated genes. PBRM1 also cooperates with the 
PRC2 subunit, EZH2, to promote ISG silencing, which may explain 
the association of PBAF loss with the induction of ISG expression 
(Figure 5).128,129 In the light of the tumour suppressor effects of 
PBAF, it is interesting that the inactivating mutations in PBAF sub-
units sensitize cancer cells to T cell–mediated destruction, which 
suggests a trade-off between the concurrent enhanced tumori-
genicity and tumour suppressor immunogenicity. Taken together, 
PBAF deficiency may serve as a biomarker of treatment response, 
thereby assisting in selecting appropriate treatments for patients. 
It has recently been suggested that EZH2 inhibition enhances ICI 
efficacy in melanoma mouse models, and together, these findings 

pave the way for clinical trials that integrate small-molecule inhibi-
tors of the chromatin remodelling pathways with ICIs as a novel 
synergistic treatment combination.

6.3 | Mutated SWI/SNF complexes shape the 
response of immunotherapy in different tumours

As suggested in recent literature, compared with SWI/SNF wild-
type colorectal cancer (CRC), tumours harbouring SWI/SNF gene 
mutations show dramatically higher rates of microsatellite instabil-
ity (MSI)-high, tumour mutational burden (TMB)-high and PD-L1 
positivity, exhibiting a close correlation with the immune profile.130 
It has also been demonstrated that this subgroup of CRCs may pos-
sess a higher capacity to respond to monoclonal antibodies target-
ing PD-1 and PD-L1, further elucidating the relationship between 
the mutated SWI/SNF complexes and immunotherapy. On the 
other hand, mutation or low expression of the chromatin remodel-
ling genes, including SMARCA2 and PBRM1, is reported to be as-
sociated with larger neoantigen burdens and a greater amount of 
activated CD8+ T-cell infiltration in human non–small-cell lung car-
cinoma.131,132 Tumours with low PBRM1 expression also show a fa-
vourable prognosis and are connected to the increase in cytotoxic 
lymphocytes in their TME.133 Furthermore, ARID1A deficiency is 
correlated with a microsatellite instability genomic signature, a 

F I G U R E  5   Loss of PBAF could improve the expression of ISGs. Loss of PBAF is proposed to alter chromatin structure so that IFN-g 
response elements in ISG promoters are more accessible to transcription factors, increasing their expression. When PBAF is intact, it might 
cooperate with EZH2 to modify chromatin and reduce the accessibility to IFN-g response elements. PBAF, polybromo BAF; ISGs, interferon-
stimulated genes
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predominant C>T mutation pattern and an increased mutation load 
across multiple human cancer types.134 Shen et al showed that tu-
mours with an ARID1A-deficient ovarian cancer cell line origin in 
syngeneic mice displayed increased mutation load, enhanced lev-
els of tumour-infiltrating lymphocytes and up-regulated PD-L1 ex-
pression. In contrast, treatment with anti-PD-L1 antibody reduced 
the tumour burden and prolonged the survival of mice bearing 
an Arid1a deficiency but not ARID1A wild-type ovarian tumours. 
Taken together, such findings reflect that the loss of ARID1A may 
cooperate with immune checkpoint blockade therapy. Outlining 
the role of ARID1A in immune escape may provide more insights 
into the efficacy of immunotherapy-based approaches. In a study 
conducted by Miao et al,135 the authors independently analysed 
genes related to the SWI/SNF complexes and found that most 
patients harbouring truncating mutations of PBRM1 and ARID2 
benefited from ICI treatments. Furthermore, patients with trun-
cating mutations of ARID1B, DPF2 and SMARCA2 (exclusively be-
longing to BAF), together with SMARCA4, were also more inclined 
to be relieved by ICI treatments. A recent study also suggested 
that ICIs may be used as favourable candidates for treating ARID2-
mutated cancers displaying the hypermutator phenotype, includ-
ing HCC.100 ICIs have demonstrated great survival benefits for 
HCC.136 Future studies should shed light on the therapeutic effect 
of ICIs on patients with SWI/SNF-mutated HCC. In summary, a 
body of evidence has accumulated indicating that tumour patients 
with mutations in the SWI/SNF complexes may show a response to 
ICI treatments, which also suggests new opportunities for tumour 
immunotherapy.

6.4 | Correlation of the SWI/SNF complexes with 
immunity in HCC

To date, only a few studies have reported the influence of the mu-
tated SWI/SNF complexes on the immune microenvironment, as well 
as synergistic effects with immunotherapy among HCC patients. 
As mentioned earlier, Fang et al demonstrated that steatohepati-
tis and HCC development were observed in hepatocyte-specific 
Arid1a knockout mice, which was accompanied by infiltration of 
innate immune cells (including F4/80+ macrophages and CD11c+ 
neutrophil cells) into the liver parenchyma and increased levels of 
tumour necrosis factor (TNF)-α and interleukin (IL)-6, as well as ac-
tivation of the STAT3 and NF-κB pathways. These results strongly 
suggested that the mutated SWI/SNF complexes might affect the 
immune microenvironment of HCC. On the other hand, when mice 
were fed with a methionine and choline deficiency (MCD) diet, liver 
injury and hepatic inflammation were mitigated in the hepatocyte-
specific Smarca4 knockout mice compared with their wild-type lit-
termates. Moreover, the synthesis of pro-inflammatory mediators 
was also down-regulated in primary hepatocytes isolated from the 
Smarca4-deficient mice relative to the WT mice, resulting in reduced 
macrophage chemotaxis.137 The mechanism by which SMARCA4 
contributes to the transcription of pro-inflammatory mediators is 

possibly through the regulation of the interaction between NF-κB 
and its co-factor myocardin-related transcription factor A (MRTF-A). 
Non-alcoholic steatohepatitis (NASH) has been recognized as a 
major catalyst of HCC, and the hepatocyte-specific deletion of 
SMARCA4 relieves MCD-induced NASH in mice.138-140 Nonetheless, 
more in-depth research is warranted to shed more light on how the 
regulation of aberrant SWI/SNF complexes affects the immune 
microenvironment of HCC and to lay a foundation for the novel 
immunotherapies.

7  | CONCLUSIONS

Studies in animal models and human samples have expanded the 
body of knowledge regarding the mutation or loss of the SWI/SNF 
complexes as a significant functional suppressor or promoter of tu-
morigenesis and tumour progression, especially in HCC. Mounting 
evidence suggests that the SWI/SNF complexes markedly affect 
the regulation of ISG transcription, as well as the differentiation, ac-
tivation and recruitment of several immune cells. In addition, they 
exhibit a synergistic effect with ICIs in the treatment of diverse 
tumours, making an argument for the potential roles of such com-
plexes in the immune microenvironment. Nonetheless, multimodal 
and multi-agent therapies are required due to the heterogeneity of 
HCC. Identifying such treatments will gain traction from the high-
throughput screening of target molecules and NGS-based stratifica-
tion of patients, to identify and explore novel, effective and more 
personalized therapeutic approaches.

CONFLIC T OF INTERE S T
The authors declare that they have no competing interests.

AUTHORS'  CONTRIBUTIONS
XS, BH and JL created the idea for the review. BH performed the 
selection of literature, drafted the manuscript and prepared the 
figures. XY and JL revised the manuscript. All authors read and ap-
proved the final manuscript.

CONSENT FOR PUBLIC ATION
All authors agree to submit for consideration for publication in the 
journal.

ORCID
Xin-Ting Sang   https://orcid.org/0000-0003-1952-0527 

R E FE R E N C E S
	 1.	 Ferlay J, et al. Cancer incidence and mortality worldwide: sources, 

methods and major patterns in GLOBOCAN 2012. Int J Cancer. 
2015;136(5):E359-E386.

	 2.	 Levrero M, Zucman-Rossi J. Mechanisms of HBV-induced hepato-
cellular carcinoma. J Hepatol. 2016;64(1):S84-S101.

	 3.	 Hu B, Yang X-B, Sang X-T. Liver graft rejection following immune 
checkpoint inhibitors treatment: a review. Med Oncol. 2019;36(11): 
https://doi.org/10.1007/s1203​2-019-1316-7.

https://orcid.org/0000-0003-1952-0527
https://orcid.org/0000-0003-1952-0527
https://doi.org/10.1007/s12032-019-1316-7


12 of 15  |     HU et al

	 4.	 Shen YC, Hsu CL, Jeng YM, et al. Reliability of a single-region sam-
ple to evaluate immune tumor microenvironment in hepatocellular 
carcinoma. J Hepatol. 2020;72(3):489-497.

	 5.	 St. Pierre R, Kadoch C. Mammalian SWI/SNF complexes in can-
cer: emerging therapeutic opportunities. Curr Opin Genet Dev. 
2017;42:56-67.

	 6.	 Masliah-Planchon J, Bièche I, Guinebretière J-M, Bourdeaut F, 
Delattre O. SWI/SNF chromatin remodeling and human malignan-
cies. Annu Rev Pathol. 2015;10(1):145-171.

	 7.	 Michel BC, D’Avino AR, Cassel SH, 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(12):1410-1420.

	 8.	 Sima X, He J, Peng J, et al. The genetic alteration spectrum of the 
SWI/SNF complex: the oncogenic roles of BRD9 and ACTL6A. 
PLoS One. 2019;14(9):e0222305.

	 9.	 Wilson BG, Roberts CW. SWI/SNF nucleosome remodellers and 
cancer. Nat Rev Cancer. 2011;11(7):481.

	 10.	 DelBove J, Rosson G, Strobeck M, et al. Identification of a core 
member of the SWI/SNF complex, BAF155/SMARCC1, as a human 
tumor suppressor gene. Epigenetics. 2011;6(12):1444-1453.

	 11.	 Kimura N, Hasegawa M, Hiroshima K. SMARCB1/INI1/BAF47- 
deficient pleural malignant mesothelioma with rhabdoid features. 
Pathol Int. 2018;68(2):128-132.

	 12.	 Rekhi B, Vogel U. Utility of characteristic 'Weak to Absent' INI1/
SMARCB1/BAF47 expression in diagnosis of synovial sarcomas. 
APMIS. 2015;123(7):618-628.

	 13.	 Jin ML, Kim YW, Jeong KW. BAF53A regulates androgen recep-
tor-mediated gene expression and proliferation in LNCaP cells. 
Biochem Biophys Res Commun. 2018;505(2):618-623.

	 14.	 Meng L, Wang X, Liao W, Liu J, Liao Y, He Q. BAF53a is a potential 
prognostic biomarker and promotes invasion and epithelial-mesen-
chymal transition of glioma cells. Oncol Rep. 2017;38(6):3327-3334.

	 15.	 Yamaguchi T, Kurita T, Nishio K, et al. Expression of BAF57 in ovarian 
cancer cells and drug sensitivity. Cancer Sci. 2015;106(4):359-366.

	 16.	 Kunz M, Hölzel M. The impact of melanoma genetics on treat-
ment response and resistance in clinical and experimental studies. 
Cancer Metastasis Rev. 2017;36(1):53-75.

	 17.	 Bracken AP, Brien GL, Verrijzer CP. Dangerous liaisons: interplay 
between SWI/SNF, NuRD, and Polycomb in chromatin regulation 
and cancer. Genes Dev. 2019;33:936-959.

	 18.	 Pawel BR. SMARCB1-deficient tumors of childhood: a practical 
guide. Pediatr Dev Pathol. 2018;21(1):6-28.

	 19.	 Hohmann AF, Martin LJ, Minder JL, et al. Sensitivity and engi-
neered resistance of myeloid leukemia cells to BRD9 inhibition. 
Nat Chem Biol. 2016;12(9):672-679.

	 20.	 Isfort I, Cyra M, Elges S, et al. SS18-SSX–dependent YAP/TAZ sig-
naling in synovial sarcoma. Clin Cancer Res. 2019;25(12):3718-3731.

	 21.	 Kunimasa K, Nakamura H, Sakai K, et al. Patients with SMARCA4-
deficient thoracic sarcoma and severe skeletal-related events. 
Lung Cancer. 2019;132:59-64.

	 22.	 Shi X, Wang Q, Gu J, Xuan Z, Wu JI. SMARCA4/Brg1 coordinates 
genetic and epigenetic networks underlying Shh-type medullo-
blastoma development. Oncogene. 2016;35(44):5746-5758.

	 23.	 Love C, Sun Z, Jima D, et al. The genetic landscape of mutations in 
Burkitt lymphoma. Nat Genet. 2012;44(12):1321-1325.

	 24.	 Barker N, Hurlstone A, Musisi H, Miles A, Bienz M, Clevers H. The 
chromatin remodelling factor Brg-1 interacts with β-catenin to 
promote target gene activation. EMBO J. 2001;20(17):4935-4943.

	 25.	 Ho L, Ronan JL, Wu J, et al. An embryonic stem cell chroma-
tin remodeling complex, esBAF, is essential for embryonic 
stem cell self-renewal and pluripotency. Proc Natl Acad Sci. 
2009;106(13):5181-5186.

	 26.	 Pisetsky DS. Mechanisms of chromatin remodeling and repurpos-
ing during extracellular translocation. Adv Protein Chem Struct Biol. 
2016;106:113.

	 27.	 Doe K, Nozawa K, Hiruma K, et al. Antibody against chromatin as-
sembly factor-1 is a novel autoantibody specifically recognized in 
systemic lupus erythematosus. Lupus. 2014;23(10):1031.

	 28.	 Sanz AB, García R, Rodríguez-Peña JM, et al. A Highlights from 
MBoC selection: chromatin remodeling by the SWI/SNF complex 
is essential for transcription mediated by the yeast cell wall integ-
rity MAPK pathway. Mol Biol Cell. 2012;23(14):2805-2817.

	 29.	 Khavari PA, Peterson CL, Tamkun JW, Mendel DB, Crabtree GR. 
BRG1 contains a conserved domain of the SWI2/SNF2 family 
necessary for normal mitotic growth and transcription. Nature. 
1993;366(6451):170-174.

	 30.	 Ho L, Crabtree GR. Chromatin remodelling during development. 
Nature. 2010;463(7280):474.

	 31.	 Rada-Iglesias A, Bajpai R, Swigut T, et al. A unique chromatin signa-
ture uncovers early developmental enhancers in humans. Nature. 
2011;470(7333):279-283.

	 32.	 Ho L, Ronan JL, Wu J, et al. An embryonic stem cell chromatin 
remodeling complex, esBAF, is essential for embryonic stem 
cell self-renewal and pluripotency. Proc Natl Acad Sci U S A. 
2009;106(13):5181-5186.

	 33.	 Lickert H, Takeuchi JK, von Both I, et al. Baf60c is essential for 
function of BAF chromatin remodelling complexes in heart devel-
opment. Nature. 2004;432(7013):107-112.

	 34.	 Errichiello E, Mustafa N, Vetro A, et al. SMARCA4 inactivating 
mutations cause concomitant Coffin-Siris syndrome, microphthal-
mia and small-cell carcinoma of the ovary hypercalcaemic type. J 
Pathol. 2017;243(1):9-15.

	 35.	 Perret R, Chalabreysse L, Watson S, et al. SMARCA4-deficient 
thoracic sarcomas: clinicopathologic study of 30 cases with an 
emphasis on their nosology and differential diagnoses. Am J Surg 
Pathol. 2019;43(4):455-465.

	 36.	 Ehrenhöfer-Wölfer K, Puchner T, Schwarz C, et al. SMARCA2-
deficiency confers sensitivity to targeted inhibition of SMARCA4 
in esophageal squamous cell carcinoma cell lines. Sci Rep. 
2019;9(1):11661.

	 37.	 Jayaprakash S, Drakulic S, Zhao Z, Sander B, Golas MM. The 
ATPase BRG1/SMARCA4 is a protein interaction platform that re-
cruits BAF subunits and the transcriptional repressor REST/NRSF 
in neural progenitor cells. Mol Cell Biochem. 2019;461:171-182.

	 38.	 Barutcu AR, Lajoie BR, Fritz AJ, et al. SMARCA4 regulates gene 
expression and higher-order chromatin structure in proliferating 
mammary epithelial cells. Genome Res. 2016;26(9):1188-1201.

	 39.	 Wu Q, Lian JB, Stein JL, Stein GS, Nickerson JA, Imbalzano AN. 
The BRG1 ATPase of human SWI/SNF chromatin remodeling en-
zymes as a driver of cancer. Epigenomics. 2017;9(6):919-931.

	 40.	 Xue Y, Meehan B, Fu Z, et al. SMARCA4 loss is synthetic lethal 
with CDK4/6 inhibition in non-small cell lung cancer. Nat Commun. 
2019;10(1):557.

	 41.	 Muthuswami R, Bailey L, Rakesh R, Imbalzano AN, Nickerson 
JA, Hockensmith JW BRG1 is a prognostic indicator and a po-
tential therapeutic target for prostate cancer. J Cell Physiol. 
2019;234(9):15194-15205.

	 42.	 Bultman S, Gebuhr T, Yee D, et al. A Brg1 null mutation in the 
mouse reveals functional differences among mammalian SWI/SNF 
complexes. Mol Cell. 2000;6(6):1287-1295.

	 43.	 Naidu SR, Love IM, Imbalzano AN, Grossman SR, Androphy EJ. The 
SWI/SNF chromatin remodeling subunit BRG1 is a critical regula-
tor of p53 necessary for proliferation of malignant cells. Oncogene. 
2009;28(27):2492.

	 44.	 Hoffmeister H, Fuchs A, Strobl L, et al. Elucidation of the func-
tional roles of the Q and I motifs in the human chromatin-remodel-
ing enzyme BRG1. J Biol Chem. 2019;294(9):3294-3310.

	 45.	 Kaufmann B, Wang B, Zhong S, et al. BRG1 promotes hepatocar-
cinogenesis by regulating proliferation and invasiveness. PLoS One. 
2017;12(7):e0180225.



     |  13 of 15HU et al

	 46.	 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.

	 47.	 Bai J, Mei P-J, Liu H, et al. BRG1 expression is increased in human 
glioma and controls glioma cell proliferation, migration and inva-
sion in vitro. J Cancer Res Clin Oncol. 2012;138(6):991-998.

	 48.	 Bai J, Mei P, Zhang C, et al. BRG1 is a prognostic marker and 
potential therapeutic target in human breast cancer. PLoS One. 
2013;8(3):e59772.

	 49.	 Wu Q, Madany P, Dobson JR, et al. The BRG1 chromatin re-
modeling enzyme links cancer cell metabolism and proliferation. 
Oncotarget. 2016;7(25):38270.

	 50.	 Watanabe T, Semba S, Yokozaki H. Regulation of PTEN expression 
by the SWI/SNF chromatin-remodelling protein BRG1 in human 
colorectal carcinoma cells. Br J cancer. 2011;104(1):146.

	 51.	 Lin S, Jiang T, Ye L, et al. The chromatin-remodeling enzyme BRG1 
promotes colon cancer progression via positive regulation of 
WNT3A. Oncotarget. 2016;7(52):86051.

	 52.	 Wang G, Fu Y, Yang X, et al. Brg-1 targeting of novel miR550a-5p/
RNF43/Wnt signaling axis regulates colorectal cancer metastasis. 
Oncogene. 2016;35(5):651.

	 53.	 Zhong R, Liu L, Tian Y, et al. Genetic variant in SWI/SNF com-
plexes influences hepatocellular carcinoma risk: a new clue for the 
contribution of chromatin remodeling in carcinogenesis. Sci Rep. 
2014;4:4147.

	 54.	 Huang M, Wang H, Hu X, Cao X. lncRNA MALAT1 binds chro-
matin remodeling subunit BRG1 to epigenetically promote in-
flammation-related hepatocellular carcinoma progression. 
Oncoimmunology. 2019;8(1):e1518628.

	 55.	 Wang B, Kaufmann B, Engleitner T, et al. Brg1 promotes liver re-
generation after partial hepatectomy via regulation of cell cycle. 
Sci Rep. 2019;9(1):2320.

	 56.	 Chen Z, Lu X, Jia D, et al. Hepatic SMARCA4 predicts HCC re-
currence and promotes tumour cell proliferation by regulating 
SMAD6 expression. Cell Death Dis. 2018;9(2):59.

	 57.	 Li H, Lan J, Han C, et al. Brg1 promotes liver fibrosis via activation 
of hepatic stellate cells. Exp Cell Res. 2018;364(2):191-197.

	 58.	 Hodges C, Kirkland JG, Crabtree GR. The many roles of BAF 
(mSWI/SNF) and PBAF complexes in cancer. Cold Spring Harb 
Perspect Med. 2016;6(8):a026930.

	 59.	 Karnezis AN, Wang Y, Ramos P, et al. Dual loss of the SWI/SNF 
complex ATPases SMARCA4/BRG1 and SMARCA2/BRM is highly 
sensitive and specific for small cell carcinoma of the ovary, hyper-
calcaemic type. J Pathol. 2016;238(3):389-400.

	 60.	 Harikrishnan K, Chow MZ, Baker EK, et al. Brahma links the SWI/
SNF chromatin-remodeling complex with MeCP2-dependent tran-
scriptional silencing. Nat Genet. 2005;37(3):254.

	 61.	 Guerrero-Martínez JA, Reyes JC. High expression of SMARCA4 or 
SMARCA2 is frequently associated with an opposite prognosis in 
cancer. Sci Rep. 2018;8(1):2043.

	 62.	 Singh AP, Archer TK. Analysis of the SWI/SNF chromatin-remod-
eling complex during early heart development and BAF250a re-
pression cardiac gene transcription during P19 cell differentiation. 
Nucleic Acids Res. 2013;42(5):2958-2975.

	 63.	 Reisman D, Glaros S, Thompson EA. The SWI/SNF complex and 
cancer. Oncogene. 2009;28(14):1653.

	 64.	 Hulsebos TJ, Plomp AS, Wolterman RA, et al. Germline mutation 
of INI1/SMARCB1 in familial schwannomatosis. Am J Hum Genet. 
2007;80(4):805-810.

	 65.	 Eaton KW, Tooke LS, Wainwright LM, Judkins AR, Biegel JA. 
Spectrum of SMARCB1/INI1 mutations in familial and sporadic 
rhabdoid tumors. Pediat Blood Cancer. 2011;56(1):7-15.

	 66.	 Sun H, Zhong X, Wang C, et al. SNF5 is involved in suppression 
of hepatocellular carcinoma progression via TGF-Beta 1 signaling. 
Anat Rec. 2016;299(7):869-877.

	 67.	 Xu N, Wang L, Sun P, et al. Low Arid1a expression correlates with 
poor prognosis and promotes cell proliferation and metastasis in 
osteosarcoma. Pathol Oncol Res. 2019;25(3):875-881.

	 68.	 Kim Y-B, Ahn JM, Bae WJ, et al. Functional loss of ARID1A is 
tightly associated with high PD-L1 expression in gastric cancer. Int 
J Cancer. 2019;145(4):916-926.

	 69.	 Jiang ZH, Peng T, Qian HL, Lu CD, Qiu F, Zhang SZ. DNA dam-
age-induced activation of ATM promotes β-TRCP-mediated 
ARID1A ubiquitination and destruction in gastric cancer cells. 
Cancer Cell Int. 2019;19:162.

	 70.	 Yang Y, Wang X, Yang J, et al. Loss of ARID1A promotes prolifera-
tion, migration and invasion via the Akt signaling pathway in NPC. 
Cancer Manag Res. 2019;11:4931-4946.

	 71.	 Sen M, Wang X, Hamdan FH, et al. ARID1A facilitates KRAS sig-
naling-regulated enhancer activity in an AP1-dependent manner in 
colorectal cancer cells. Clin Epigenetics. 2019;11(1):92.

	 72.	 Kishida Y, Oishi T, Sugino T, et al. Associations between loss 
of ARID1A expression and clinicopathologic and genetic 
variables in T1 early colorectal camcer. Am J Clin Pathol. 
2019;152(4):463-470.

	 73.	 Dugas SG, Müller DC, Le Magnen C, et al. Immunocytochemistry 
for ARID1A as a potential biomarker in urine cytology of bladder 
cancer. Cancer Cytopathol. 2019;127(9):578-585.

	 74.	 Pulice JL, Kadoch C. Composition and function of mammalian 
SWI/SNF chromatin remodeling complexes in human disease. Cold 
Spring Harb Symp Quant Biol. 2016;81:53-60.

	 75.	 Dykhuizen EC, Hargreaves DC, Miller EL, et al. BAF complexes 
facilitate decatenation of DNA by topoisomerase IIα. Nature. 
2013;497(7451):624.

	 76.	 Williamson CT, Miller R, Pemberton H, et al. ATR inhibitors as a 
synthetic lethal therapy for tumours deficient in ARID1A. Nat 
Commun. 2016;7:13837.

	 77.	 Zhao B, Lin J, Rong L, et al. ARID1A promotes genomic sta-
bility through protecting telomere cohesion. Nat Commun. 
2019;10(1):4067.

	 78.	 Abe H, Hayashi A, Kunita A, et al. Altered expression of AT-rich 
interactive domain 1A in hepatocellular carcinoma. Int J Clin Exp 
Pathol. 2015;8(3):2763-2770.

	 79.	 He F, Li J, Xu JF, et al. Decreased expression of ARID1A associates 
with poor prognosis and promotes metastases of hepatocellular 
carcinoma. J Exp Clin Cancer Res. 2015;34:47.

	 80.	 Bruner HC, Derksen PWB. Loss of E-cadherin-dependent cell–Cell 
adhesion and the development and progression of cancer. Cold 
Spring Harbor Persp Biol. 2018;10(3):a029330.

	 81.	 Sun X, Wang SC, Wei Y, et al. Arid1a has context-dependent onco-
genic and tumor suppressor functions in liver cancer. Cancer Cell. 
2017;32(5): 574-589.e6

	 82.	 Hu C, Li W, Tian F, et al. Arid1a regulates response to anti-angio-
genic therapy in advanced hepatocellular carcinoma. J Hepatol. 
2018;68(3):465-475.

	 83.	 Che L, Pilo MG, Cigliano A, et al. Oncogene dependent require-
ment of fatty acid synthase in hepatocellular carcinoma. Cell Cycle. 
2017;16(6):499-507.

	 84.	 Fang J-Z, Li C, Liu X-Y, Hu T-T, Fan Z-S, Han Z-G. Hepatocyte-
Specific Arid1a Deficiency Initiates Mouse Steatohepatitis and 
Hepatocellular Carcinoma. PLoS One. 2015;10(11):e0143042.

	 85.	 Seabra CM, Szoko N, Erdin S, et al. A novel microduplication of 
ARID1B: clinical, genetic, and proteomic findings. Am J Med Genet 
A. 2017;173(9):2478-2484.

	 86.	 Wang B, Xie H, Ma C, et al. Expression of ARID1B is associ-
ated with poor outcomes and predicts the benefit from adju-
vant chemotherapy in bladder urothelial carcinoma. J Cancer. 
2017;8(17):3490–3497.

	 87.	 Smith JA, Holden KR, Friez MJ, Jones JR, Lyons MJ. A novel 
familial autosomal dominant mutation in ARID1B causing 



14 of 15  |     HU et al

neurodevelopmental delays, short stature, and dysmorphic fea-
tures. Am J Med Genet A. 2016;170(12):3313-3318.

	 88.	 Shao F, Guo T, Chua PJ, et al. Clinicopathological significance 
of ARID1B in breast invasive ductal carcinoma. Histopathology. 
2015;67(5):709-718.

	 89.	 Tordella L, Khan S, Hohmeyer A, et al. SWI/SNF regulates a tran-
scriptional program that induces senescence to prevent liver can-
cer. Genes Dev. 2016;30(19):2187-2198.

	 90.	 Liu L, Tian N, Zhou C, et al. A potentially functional variant of 
ARID1B interacts with physical activity in association with risk of 
hepatocellular carcinoma. Oncotarget. 2017;8(19):31057-31064.

	 91.	 Kaeser MD, Aslanian A, Dong M-Q, Yates JR, Emerson BM. BRD7, 
a novel PBAF-specific SWI/SNF subunit, is required for target 
gene activation and repression in embryonic stem cells. J Biol 
Chem. 2008;283(47):32254-32263.

	 92.	 Middeljans E, Wan X, Jansen PW, Sharma V, Stunnenberg HG, 
Logie C. SS18 together with animal-specific factors defines human 
BAF-type SWI/SNF complexes. PLoS One. 2012;7(3):e33834.

	 93.	 Gerhold CB, Hauer MH, Gasser SM. INO80-C and SWR-C: guard-
ians of the genome. J Mol Biol. 2015;427(3):637-651.

	 94.	 Bajpai R, Chen DA, Rada-Iglesias A, et al. CHD7 cooperates with 
PBAF to control multipotent neural crest formation. Nature. 
2010;463(7283):958-962.

	 95.	 He J, Xuan T, Xin T, et al. Evidence for chromatin-remodeling com-
plex PBAP-controlled maintenance of the Drosophila ovarian ger-
mline stem cells. PLoS One. 2014;9(7):e103473.

	 96.	 Armstrong JA, Papoulas O, Daubresse G, et al. The Drosophila 
BRM complex facilitates global transcription by RNA polymerase 
II. EMBO J. 2002;21(19):5245-5254.

	 97.	 Moshkin YM, Mohrmann L, van Ijcken WFJ, Verrijzer CP. Functional 
differentiation of SWI/SNF remodelers in transcription and cell 
cycle control. Mol Cell Biol. 2007;27(2):651-661.

	 98.	 Mohrmann L, Langenberg K, Krijgsveld J, Kal AJ, Heck AJR, 
Verrijzer CP. Differential targeting of two distinct SWI/SNF-
related Drosophila chromatin-remodeling complexes. Mol Cell Biol. 
2004;24(8):3077-3088.

	 99.	 Duan Y, Tian L, Gao Q, et al. Chromatin remodeling gene ARID2 
targets cyclin D1 and cyclin E1 to suppress hepatoma cell progres-
sion. Oncotarget. 2016;7(29):45863-45875.

	100.	 Oba A, Shimada S, Akiyama Y, et al. ARID2 modulates DNA dam-
age response in human hepatocellular carcinoma cells. J Hepatol. 
2017;66(5):942-951.

	101.	 Nakamura M, Chiba T, Kanayama K, et al. Epigenetic dysregulation 
in hepatocellular carcinoma: an up-to-date review. Hepatol Res. 
2019;49(1):3-13.

	102.	 Gao Q, Wang K, Chen K, et al. HB x protein-mediated ATOH 1 
downregulation suppresses ARID 2 expression and promotes he-
patocellular carcinoma. Cancer Sci. 2017;108(7):1328-1337.

	103.	 Fallot G, Neuveut C, Buendia M-A. Diverse roles of hepatitis B 
virus in liver cancer. Curr Opin Virol. 2012;2(4):467-473.

	104.	 Wang R-R, Pan R, Zhang W, et al. The SWI/SNF chromatin-remod-
eling factors BAF60a, b, and c in nutrient signaling and metabolic 
control. Protein Cell. 2018;9(2):207-215.

	105.	 Chen H, Zhang Y, Ye S, et al. Chromatin remodelling factor BAF155 
protects hepatitis B virus X protein (HBx) from ubiquitin-independent 
proteasomal degradation. Emerg Microbes Infec. 2019;8(1):1393-1405.

	106.	 Hara R, Sancar A. The SWI/SNF chromatin-remodeling factor 
stimulates repair by human excision nuclease in the mononucleo-
some core particle. Mol Cell Biol. 2002;22(19):6779-6787.

	107.	 Park JH, Park EJ, Lee HS, et al. Mammalian SWI/SNF complexes 
facilitate DNA double-strand break repair by promoting gam-
ma-H2AX induction. EMBO J. 2006;25(17):3986-3997.

	108.	 Gong F, Fahy D, Smerdon MJ. Rad4-Rad23 interaction with SWI/
SNF links ATP-dependent chromatin remodeling with nucleotide 
excision repair. Nat Struct Mol Biol. 2006;13(10):902-907.

	109.	 Kadoch C, Hargreaves DC, Hodges C, et al. Proteomic and bioin-
formatic analysis of mammalian SWI/SNF complexes identifies ex-
tensive roles in human malignancy. Nat Genet. 2013;45(6):592-601.

	110.	 Bultman SJ, Herschkowitz JI, Godfrey V, et al. Characterization 
of mammary tumors from Brg1 heterozygous mice. Oncogene. 
2008;27(4):460-468.

	111.	 Chan DA, Giaccia AJ. Harnessing synthetic lethal interactions in an-
ticancer drug discovery. Nat Rev Drug Discov. 2011;10(5):351-364.

	112.	 Hoffman GR, Rahal R, Buxton F, et al. Functional epigenetics 
approach identifies BRM/SMARCA2 as a critical synthetic 
lethal target in BRG1-deficient cancers. Proc Natl Acad Sci. 
2014;111(8):3128-3133.

	113.	 Kim KH, Kim W, Howard TP, et al. SWI/SNF-mutant cancers de-
pend on catalytic and non-catalytic activity of EZH2. Nature Med. 
2015;21(12):1491-1496.

	114.	 Holley D, Groh BS, Wozniak G, et al. The BRG1 chromatin remod-
eler regulates widespread changes in gene expression and cell pro-
liferation during B cell activation. J Cell Physiol. 2013;229(1):44-52.

	115.	 Lee SW, Park HJ, Jeon SH, et al. Ubiquitous over-expression of 
chromatin remodeling factor SRG3 ameliorates the T cell-medi-
ated exacerbation of EAE by modulating the phenotypes of both 
dendritic cells and macrophages. PLoS One. 2015;10(7):e0132329.

	116.	 Gebuhr TC, Kovalev GI, Bultman S, Godfrey V, Su L, Magnuson 
T. The role of Brg1, a catalytic subunit of mammalian chroma-
tin-remodeling complexes, in T cell development. J Exp Med. 
2003;198(12):1937-1949.

	117.	 Roberts CWM, Leroux MM, Fleming MD, Orkin SH. Highly pen-
etrant, rapid tumorigenesis through conditional inversion of the 
tumor suppressor gene Snf5. Cancer Cell. 2002;2(5):415-425.

	118.	 Chaiyachati BH, Jani A, Wan Y, Huang H, Flavell R, Chi T. BRG1-
mediated immune tolerance: facilitation of Treg activation 
and partial independence of chromatin remodelling. EMBO J. 
2013;32(3):395-408.

	119.	 Igney FH, Krammer PH. Immune escape of tumors: apoptosis resis-
tance and tumor counterattack. J Leukoc Biol. 2002;71(6):907-920.

	120.	 Luo B, Cheung HW, Subramanian A, et al. Highly parallel iden-
tification of essential genes in cancer cells. Proc Natl Acad Sci. 
2008;105(51):20380-20385.

	121.	 Giannakakis A, Karapetsas A, Dangaj D, et al. Overexpression of 
SMARCE1 is associated with CD8+ T-cell infiltration in early stage 
ovarian cancer. Int J Biochem Cell Biol. 2014;53:389-398.

	122.	 Negishi H, Taniguchi T, Yanai H. The Interferon (IFN) Class of 
Cytokines and the IFN Regulatory Factor (IRF) Transcription 
Factor Family. Cold Spring Harb Perspect Biol. 2018;10(11): 
a028423.

	123.	 Lin C-F, Lin C-M, Lee K-Y, et al. Escape from IFN-γ-dependent im-
munosurveillance in tumorigenesis. J Biomed Sci. 2017;24(1):10.

	124.	 Gao J, Shi LZ, Zhao H, et al. Loss of IFN-γ pathway genes in tumor 
cells as a mechanism of resistance to anti-CTLA-4 therapy. Cell. 
2016;167(2):397-404.e9.

	125.	 Ghorani E, Quezada SA. Chromatin regulation and immune es-
cape. Science. 2018;359(6377):745-746.

	126.	 Patibandla J, Van Oudenhove E, Jelinic P, Levine DA. Mechanisms 
of SWI/SNF dysfunction in the immune-reactive microenviron-
ment of small cell carcinoma of the ovary, hypercalcemic type. 
Gynecologic Oncol. 2019;154:32.

	127.	 Pan D, Kobayashi A, Jiang P, et al. A major chromatin regulator 
determines resistance of tumor cells to T cell–mediated killing. 
Science. 2018;359(6377):770-775.

	128.	 Kadoch C, Hargreaves DC, Hodges C, et al. Proteomic and bioin-
formatic analysis of mammalian SWI/SNF complexes identifies ex-
tensive roles in human malignancy. Nat Genet. 2013;45(6):592-601.

	129.	 Ronan JL, Wu W, Crabtree GR. From neural development to 
cognition: unexpected roles for chromatin. Nat Rev Genet. 
2013;14(5):347-359.



     |  15 of 15HU et al

	130.	 Tokunaga R, Xiu J, Johnston C, et al. Gene mutations of SWI/SNF 
complex and molecular profile in colorectal cancer. positivity, 
2019;10(2019):0-001.

	131.	 Park LC, Chang S, Ko T, et al. Impact of chromatin remodeling 
genes including SMARCA2 and PBRM1 on neoantigen and im-
mune landscape of NSCLC. J Thoracic Oncol. 2018;13(10).

	132.	 Naito T, Udagawa H, Umemura S, et al. Non-small cell lung cancer 
with loss of expression of the SWI/SNF complex is associated with 
aggressive clinicopathological features, PD-L1-positive status, and 
high tumor mutation burden. Lung Cancer. 2019;138:35-42.

	133.	 Venneti S, Panwalkar P, Chung C, et al. Atrt-22. swi/snf complex 
heterogeneity relates with polyphenotypic differentiation and the 
immune micro environment in rhabdoid tumors. NeuroOncology. 
2018;20(suppl_2):i32-i32.

	134.	 Shen J, Ju Z, Zhao W, et al. ARID1A deficiency promotes mutabil-
ity and potentiates therapeutic antitumor immunity unleashed by 
immune checkpoint blockade. Nat Med. 2018;24(5):556.

	135.	 Miao D, Margolis CA, Gao W, et al. Genomic correlates of response 
to immune checkpoint therapies in clear cell renal cell carcinoma. 
Science. 2018;359(6377):801-806.

	136.	 Lee JH, Lee JH, Lim YS, et al. Sustained efficacy of adjuvant im-
munotherapy with cytokine-induced killer cells for hepatocellular 
carcinoma: an extended 5-year follow-up. Cancer immunology, 
immunotherapy. Cancer Immunol Immunother. 2019;68(1):23-32.

	137.	 Kong M, Chen X, Xu H, et al. Hepatocyte-specific deletion of 
Brg1 alleviates methionine-and-choline-deficient diet (MCD) in-
duced non-alcoholic steatohepatitis in mice. Biochem Biophys Res 
Commun. 2018;503(1):344-351.

	138.	 Grohmann M, Wiede F, Dodd GT, et al. Obesity drives STAT-
1-dependent NASH and STAT-3-dependent HCC. Cell. 
2018;175(5):1289-1306.e20.

	139.	 Léveillé M, Estall JL. Mitochondrial dysfunction in the transition 
from NASH to HCC. Metabolites. 2019;9(10):233.

	140.	 Febbraio MA, Reibe S, Shalapour S, Ooi GJ, Watt MJ, Karin M. 
Preclinical models for studying NASH-driven HCC: how useful are 
they? Cell Metab. 2019;29(1):18-26.

How to cite this article: Hu B, Lin J-Z, Yang X-B, Sang X-T. 
The roles of mutated SWI/SNF complexes in the initiation 
and development of hepatocellular carcinoma and its 
regulatory effect on the immune system: A review. Cell Prolif. 
2020;53:e12791. https://doi.org/10.1111/cpr.12791

https://doi.org/10.1111/cpr.12791

