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Abstract. SUMOylation is a reversible post-translational modi-
fication which has emerged as a crucial molecular regulatory
mechanism, involved in the regulation of DNA damage repair,
immune responses, carcinogenesis, cell cycle progression and
apoptosis. Four SUMO isoforms have been identified, which
are SUMOI1, SUMO2/3 and SUMOA4. The small ubiquitin-like
modifier (SUMO) pathway is conserved in all eukaryotes
and plays pivotal roles in the regulation of gene expression,
cellular signaling and the maintenance of genomic integrity.
The SUMO catalytic cycle includes maturation, activation,
conjugation, ligation and de-modification. The dysregulation
of the SUMO system is associated with a number of diseases,
particularly cancer. SUMOylation is widely involved in carci-
nogenesis, DNA damage response, cancer cell proliferation,
metastasis and apoptosis. SUMO can be used as a potential
therapeutic target for cancer. In this review, we briefly outline
the basic concepts of the SUMO system and summarize the
involvement of SUMO proteins in cancer cells in order to
better understand the role of SUMO in human disease.
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1. Introduction

Post-translational protein modification (also known as PTM)
is one of the important regulatory mechanisms of cellular
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proteins with a number of biological functions. Any protein in
the proteome can be modified following translation or during
translation. Different types of modifications alter the charge
state, hydrophobicity, conformation and stability of the protein,
and ultimately affect its function. Protein modification is
reversible and has different functions in different organelles (1).
Specific protein modification controls almost all physiological
processes, including immune function (2), and the position,
duration and intensity of exact physiological process to ensure
the rapid and dynamic response of the cells on the extracellular
and intracellular stimulation (3). To date, >450 unique protein
modifications have been identified, including phosphorylation,
acetylation, ubiquitination and SUMOylation, which can alter
the activity of target proteins, intracellular distribution, protein
interactions and protein longevity through post-translational
modification (4). Phosphorylation is one of the most common
and most extensively studied protein modifications and there
are>500 different kinases in mammals to catalyze protein phos-
phorylation (5). Phosphorylation occurs mainly in the serine,
threonine and tyrosine residues of target substrate proteins (6).
The stability of proteins, protein interactions, cellular localiza-
tion of proteins and enzyme activity are determined according
to the different substrates and phosphorylation sites (7).
Ubiquitination is also a widely studied method of post-trans-
lational protein modification which regulates many biological
processes, including immune responses (8), apoptosis (9)
and cancer (10). It is mainly catalyzed by three enzymes, the
ubiquitin activating enzyme El, the ubiquitin conjugating
enzyme E2 and the ubiquitin ligase E3, in which the E3 ligase
determine the substrate specificity. Ubiquitin molecules bind
to target proteins to form poly-ubiquitin chains, which can be
identified by the 26S proteasome, causing protein degradation.
The specific regulatory mechanism mediated by ubiquitina-
tion varies with the different structure of the poly-ubiquitin
chain (11). Competing with ubiquitination, acetylation is a
modification of the lysine residues of the target protein (12).
Both serine and threonine are substrates of acetylation and
phosphorylation.

SUMOylation has attracted increasing attention as a
widely used post-translational protein modification. As this
pathway exists in almost all eukaryotes and is essential for
the maintenance of genomic integrity, transcriptional regu-
lation, gene expression and the regulation of intracellular
signal transduction. The association between SUMOylation
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and other post-translational protein modifications, such
as phosphorylation (13), ubiquitination (14,15), methyla-
tion (16) and acetylation (17-20) is currently one of the most
important issues. SUMOylation regulates a number of
biological processes, including DNA damage repair, immune
responses, carcinogenesis, cell cycle progression and apop-
tosis. Small ubiquitin-like modifier (SUMO) is also involved
in the regulation of mitochondrial division, ion channels and
biological rhythms. Therefore, multiple layers of regulation or
SUMOylation may play important role in the complex protein
regulatory networks. The disorder of SUMOylation can lead
to the development of certain diseases and tumors. SUMO can
thus be used as a potential therapeutic target for cancer (21-25).

2. SUMO protein and SUMO catalytic cycle

SUMO protein is a type of protein which is similar to ubig-
uitin in molecular structure. However, the amino sequence
and surface charge distribution of SUMO differ from those of
ubiquitin, and thus they have different functions. The amino
acid sequence homology of SUMO and ubiquitin molecules
is only 18%, but the three-dimensional structure of the two
is very similar which contains a typical fpappap fold and a
double glycerin C terminal (26). SUMO molecules are highly
conserved in evolution, widely found in protozoa, metazoan,
plants and fungi. SUMO protein was first discovered in 1996
and there are three types of SUMO isoforms in mammals,
which are SUMO-1, SUMO-2 and SUMO-3 (27,28). SUMO-2
and SUMO-3 are very similar as regards their amino acid
sequence and are often written as SUMO-2/3. SUMO-1 mainly
modifies the physiological state proteins, while SUMO-2/3
mainly modifies stress proteins (29). SUMO4 belongs to
another SUMO protein family. SUMO4 mRNA is only found
in the kidneys, spleen and lymph nodes, while SUMO 1-3 is
widely expressed in human tissues. SUMOA4-related research is
limited and its protein expression in vivo has not yet been fully
determined (30,31). Eight types of SUMO protein isoforms
have been found in Arabidopsis thaliana (32). Similar to ubiq-
uitin, SUMO protein can modify one or more lysine residues
of the target protein, and the poly-SUMO protein chain is
formed on the substrate molecule (33).

The SUMO cycle and the ubiquitin cycle are similar, but
distinct in function. The ubiquitin-modified target protein
mainly makes the target protein recognized and is degraded
by the proteasome, while the SUMO-modified protein is
more stable and SUMOylation modulates protein-protein
interactions in order to mediate the localization and functional
regulation of target proteins. All SUMO proteins undergo
the same enzyme catalytic mechanism with substrate protein
attachment or dissociation. The SUMO cycle consists of matu-
ration, activation, conjugation, ligation and de-modification
(Fig. 1) as described below:

Maturation. The SUMO protein has a molecular weight
of about 11 kDa and is an inactive precursor molecule at the
beginning. It is activated by ubiquitin-like specific protease 1
(Ulpl) or sentrin-specific protease 1 (SENP; in humans) to cut
the four amino acids at the C terminal and exposed a terminal
diglycine GG motif (34).

Activation. SUMO El-activating enzyme is a 110 kDa
protein that contains two subunits, which are SUMO-activating
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enzyme El (SAEI or Aosl) and SUMO-activating enzymeE?2
(SAE2 or Uba2). These two subunits usually form a heterodimer
of SAEI-SAE2 or Aosl-Uba2. The heterodimer is mediated by
ATP-dependent SUMO adenine nucleotide intermediates to
active the SUMO protein by connecting its C terminal carboxyl
group with the cysteine residue of SAE2/Uba2 through the
thioester bond (35).

Conjugation. There is only one SUMO-conjugating
enzyme E2 (SUMO E2 or Ubc9) which can be located at
the cytoplasmic side of the nuclear pore complex (NPC)
or the nucleoplasm side of the NPC. The activated SUMO
protein is transferred to the conserved number 93 cysteine
residue of Ubc9 via transesterification reaction to form an
E2-SUMO thioester compound. Finally, Ubc9 completes the
SUMOylation by connecting the SUMO molecules to the
lysine residues of target proteins via the isopeptide bond (36).

Ligation. Although experiments have indicated that
SUMO El and Ubc9 are sufficient to SUMOylate the
substrates, SUMO E3 ligase is essential in the process of
SUMO protein targeting the substrate (37). SUMO E3 ligase
recognizes substrates and participates in the promotion of
SUMOylation through two different mechanisms. SUMO E3
ligase promotes SUMO protein dissociation from Ubc9 by
stabilizing the substrate and SUMO-E2 complex contact,
and then connecting the SUMO protein to the substrate (38).
Through the accurate positioning of the SUMO-E2 complex,
SUMO E3 ligase decreases the distance between the thioester
bond of SUMO-E2 complex and the substrate lysine residue,
making it close enough to enhance the specificity of the
substrate (39).

There are approximately three classes of SUMO E3
ligase. Protein inhibitor of activated STAT (PIAS 1-4) (40)
and MMS21 (NSE2) (41) are one class of SUMO E3 ligase
existing in mammalian cells. Ran binding protein 2 (RanBP2
or NUP358) is kind of long cytoplasmic fragments of the
nuclear pore complex. The activity of the RanBP2 SUMO E3
ligase is located in approximately 100 residues of the internal
repeat domain (termed R1-M-IR2). Which are related to
SUMO-modified RanGAP1, as well as Ubc9 (38). This ternary
complex indicates the multi-subunit function of RanBP2
SUMO E3 ligase to stimulate SUMO E2 dissociation with
SUMO protein (42). Another type of SUMO E3 ligase is poly-
comb protein PC2 or chromobox4 (CBX4), which can promote
the ligation of SUMO protein and C-terminal binding protein 1
(CtBP1). It also contributes to the localization of activated
UbcY and target proteins (43,44). Tripartite motif (TRIM)
is the fourth class of SUMO E3 ligase and includes at least
eight different TRIM family members (45). TRIM enzyme
requires both the RING domain and the B-boxes zinc binding
domain to stimulate the SUMO complex and target protein
binding (46).

De-modification. SUMOylation is a reversible process in
which de-modification involves the SUMO terminal glycine
being removed from the lysine residues of the target protein
by specific proteases. Thus far, the SUMO protease family has
been found to have six SENPs (SENP-1,2,3,5,6,7) in mammals
or humans (47). SENP1 and SENP2 can dissociate SUMOI1
and SUMOZ2/3 proteins, while SENP3 and SENP5 are mainly
dissociated by SUMO2/3 protein. SUMO?2/3 poly chain is
dissociated by SENP6 and SENP7 (48). SENPs are mainly
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Figure 1. The catalytic cycle of SUMOylation. Maturation: Small ubiquitin-like modifier (SUMO) precursors are cleaved by members of the SUMO1/sentrin
specific peptidase (SENP) family to expose a C-terminal di-glycine motif. Activation: The mature form of SUMO is then activated by the E1 enzyme
SAE1/SAE2 which is ATP-dependent. Conjugation: The activated SUMO is then passed to the active site cysteine of the E2 conjugating enzyme, Ubc9.
Ligation: SUMO is then attached to specific lysine residue in the substrate which usually requires E3 ligases. De-modification: SUMO proteins are removed
from substrates by SENP, and free SUMO proteins are available for another catalytic cycle.

located in nuclear or nuclear-related structures. It has recently
been found that SUMO protease includes desumoylating
isopeptidase 1 (DESI1), desumoylating isopeptidase 2
(DESI2) and ubiquitin-specific protease-like 1 (USPL1) (49).
DESI1 and DESI2 are also expressed in the cytoplasm, and
USPL1 dissociation enzymes are found in Cajal bodies in the
nucleus. The localization of these enzymes in the cell differs
and is substrate-specific. Nuclear SENP does not catalyze
the deSUMOylation of the cytoplasmic protein. There are
two deSUMOylation isomerases, Ulpl and Ulp2, in yeast
and prokaryotes. The two enzymes have different substrate
specificity and distribution in cells. Ulpl is mainly distributed
around the nucleus. Experiments have indicated that Ulpl
is connected with the nuclear pore, while Ulp2 is unevenly
distributed in the cytoplasm. One of the basic functions of Ulpl
is to process the C end of SUMO precursor and Ulp2 is mainly
mediated deSUMOylation (50-52). SENP8 is a novel SUMO
protease which mainly processes the full length NEDDS to the
mature form or neddylation (53).

3. SUMO and cancer

Sumoylation is an important post-translational modification
that fine-tunes virtually all cell function and pathological
processes. The important role of SUMOylation in human
tumorigenesis has gradually emerged. Alterations in the
expression or activity of different components in the SUMO
signaling pathway may alter the nature of the cell completely.
The SUMO pathway can induce cell proliferation, apoptosis
resistance and the potential of metastasis by regulating proteins
involved in the carcinogenesis (54-58) (Fig. 2). Abnormal
SUMOylation can lead to the development of a number of

diseases, including cancer. Although the association between
the expression of various components in the SUMO signaling
pathway and cancer progression or metastasis is not yet fully
understood, an increasing number of studies have shown that
SUMOylation plays an important role in cancer (25, and refs.
therein).

SUMOylation is widely involved in DNA damage response
(DDR) and regulates DNA damage sensing and repair protein,
which is mainly found in the nucleus (59), particularly in chro-
matin (60) and nuclear bodies (61). SUMO-modified proteins
are ultimately required to perform specific targeting func-
tions. SUMOylation can block the binding sites of substrate
proteins and cell interactions, and can influence the function
of the proteins by blocking protein-interaction domains. For
example, SUMOylation blocks the dimerization of FoxM1
and enhances its transcriptional activity. As the SUMOylation
of FoxM1 peaks during the G2 and M phase, these findings
contribute to the understanding of the role of SUMOylation
during cell-cycle progression (62). SUMO attachment severely
impairs E2-25K (UBE2K) ubiquitin thioester and then
disrupts the activity of ubiquitin-conjugating enzyme E2-25K
(Hip2). It has been found that the protein secondary structure
elements are also part of SUMO attachment signals (63).
SUMOylation can also produce new docking sites to facilitate
the interaction with other proteins. RADS5I1 interacts non-
covalently with SUMO and it interacts more efficiently with
SUMO-modified bloom syndrome protein (BLM) at damaged
replication forks in vitro. BLM SUMOylation can promote
RADSI function (64). The covalent binding of SUMO protein
to the substrate can lead to the conformational change of
the substrate, which affects the protein interaction, enzyme
activity and cell localization.
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Figure 2. Association of the SUMO pathway and cancer. SUMOylation has an impact on cancer cell signaling and gene networks that regulate inflammation,
immunity and DNA damage, which provides link with carcinogenesis, proliferation, metastasis and apoptosis.
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Figure 3. The role of SUMOylation in representative cancer pathways. (a) SUMOylation in the NF-kB signaling pathway. SUMOylation and de-modification
of NF-kB essential modifier (NEMO) proteins are observed both in the cytoplasm and nucleus at steps in this pathway. SUMOylation can positively or
negatively regulate NF-xB activation. (b) SUMOylation in the JAK-STAT pathway. SUMOylation of STATSs can inhibit phosphorylation and repress target

gene expression activated by growth factors. (c) SUMOylation in the TGF-f} pathway. SUMOylation exerts both promoting and suppressive effects on target
gene expression through the regulation of SMADs.
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Some proteins contain SUMO-interaction motifs (SIMs)
and these functional domains usually contain a number of
hydrophobic residues, some acidic residues or regions nearby.
SIMs can facilitate the non-covalent interaction between the
target protein and SUMO protein (65). They can also promote
the interaction between SIM-containing proteins and covalent
SUMOylation proteins (66). For example, SIMs can enhance
the function of SUMO E3 ligase chromebox homologue 4
(CBX4) (67). Protein complexes, nucleosomes, chromatin
and other nuclear structures can become more robust through
multiple SUMO-SIM interactions. This spatial SUMO regu-
lation through substrate binding and dissociation may be an
important factor in the specificity of dynamic SUMO systems,
since the enzyme structure of the SUMO system is not as
complex as the ubiquitin system (68).

Based on these mechanisms, SUMO can rapidly regulate
a number of cellular processes, such as gene expression,
transcriptional regulation (69), DDR (70), nucleocytoplasmic
transport (71), cell signaling, mRNA maturation, meiosis,
mitosis, chromatin remodeling, ion channel activity, cell cycle
regulation (72) and cell growth and apoptosis (73). Since
SUMO affects the process and function of most intracellular
pathways, the SUMO proteins play an important role in certain
diseases, particularly cancer.

Recent proteomics data have confirmed that there are at
least 1,000 types of human-derived proteins, and as many
as 3,000 sites will be modified by SUMO (74). Although the
function of these SUMO-modified proteins is not yet clear,
many functions are found in all normal cells, including some
cancer hallmark functions. SUMOylated proteins are directly
or indirectly related to cell apoptosis, inflammatory reactions,
immune regulation, DNA damage signaling pathways and
gene network regulation, angiogenesis and metastasis-related
regulation, the replication of DNA, cell division and cell cycle
regulation (22) (Fig. 3). The mechanism of SUMOylation
in telomere maintenance and chromosome replication has a
further connection with carcinogenesis (75).

Role of SUMOylation in cell differentiation and carcino-
genesis. The key to cell differentiation is the synthesis of
specific proteins. The essence of synthetic-specific proteins is
the differential expression of tissue-specific genes (or luxury
genes) in time and space due to the combinatorial regulation of
gene expression. Thus, cell differentiation is the result of gene
expression. Cell carcinogenesis is the performance of normal
cell differentiation which is out of control (76). However,
the little is known about the mechanisms through which
SUMOylation controls gene activity.

Metal toxicants, such as chromium and arsenic are closely
related to carcinogenesis through the upregulation of the
overall modification of many cellular proteins by SUMO2/3.
Androgen receptor (AR) has an established a role in prostate
carcinogenesis (77). SUMOylation has diverse effects on AR
transcriptional activity via the direct modification of the AR
or AR co-regulators (78,79). DNA endonuclease Mus81 is
involved in homologous recombination repair, and is among the
identified proteins whose SUMOylation is increased following
treatment with arsenic trioxide (As,O;). Mus§1 SUMOylation
is important for normal mitotic chromosome congression,
and cells expressing SUMO-resistant Mus81 mutants exhibit
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compromised DNA damage responses related to tumorigen-
esis (80). SENPI exhibits carcinogenic properties associated
with the promotion of androgen receptor-dependent and
-independent cell proliferation, the stabilization of hypoxia-
inducible factor (HIF)la, an increase in vascular endothelial
growth factor (VEGF) expression and the support of angio-
genesis (81). Ubc9, PIAS1 and SENPI are highly expressed
in human prostate cancer specimens and are associated with
hypoxia-inducing factor lalpha (HIFla) expression, and
SENPI1 enhances prostate epithelial cell proliferation. SENP1
overexpression induces the transformation of the normal
prostate gland to high-grade prostatic intraepithelial neoplasia
both in vitro and in vivo (82). Increased SUMOylation and
deSUMOylation levels at the same time perhaps indicate that
cancer cells need to ‘speed up’ the SUMO cycle, to increase
SUMO-modified proteins and to modify the frequency and
increase the turnover of the enzyme.

SUMOylation can stabilize PES1 by inhibiting its ubiq-
uitination, which is stimulated by estrogen (83). PESI is a
component of the PeBoW complex which is required for
the formation of the 60S ribosomal subunits. The control of
ribosome biogenesis is a critical cellular nodal point and the
deregulation of ribosome may cause carcinogenesis (84). DNA
replication is highly conserved and controlled, the dysregu-
lation of which can lead to genomic instability and even
carcinogenesis. USP7 as a replisome-enriched SUMO deubiq-
uitinase which can lead to the deubiquitination of SUMOylated
proteins at the replication fork and plays a pivotal role in the
control of DNA replication (85,86). Epithelial-mesenchymal
transition (EMT) plays an essential role in organogenesis and
contributes to a host of pathologies, including carcinogenesis.
SIRTI plays an important role in tumorigenesis and opposed
ovarian cancer metastasis by impeding EMT both in vitro and
in vivo. SUMO E3 ligase PIAS4 is induced by hypoxia and
prevents Spl from binding to the SIRT1 promoter in cancer
cells (87). Amplified in breast cancer 1 (AIBI) is a transcrip-
tional co-activator of nuclear receptors, which is implicated
in breast carcinogenesis. AIB1 is covalently modified by
SUMO-1 and PIASI may play a crucial role in the regulation
of AIBI transcriptional activity through SUMOylation (88).
The extracellular signal-regulated kinase (ERK) and mitogen-
activated protein kinase (MAPK) cascade (Raf-MEK-ERK)
mediates mitogenic signaling, and is frequently hyperac-
tivated by Ras oncogenes in human cancer and is related to
carcinogenesis (89). Oncogenic Ras efficiently activates the
ERK pathway both by activating Raf and by inhibiting MEK
SUMOylation, thereby inducing carcinogenesis (90). The
SMC protein complexes play important roles in chromosome
dynamics and the MAGEGTI protein is part of this complex.
MAGE proteins play important roles in carcinogenesis and
apoptosis (91).

Heat shock proteins (HSPs) constitute a large family of
proteins involved in protein folding and maturation, which
play a significant role in cellular proliferation, differentiation
and carcinogenesis (92). A recent study found that HSPgp96
promoted hepatocellular carcinogenesis (93). Heat shock (HS)
is type of stress response of cells and can increase the levels
of SUMO conjugates (94). HS-triggered SUMOylation
targets promoters and enhancers of actively transcribed
genes where it restricts the transcriptional activity of the
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HS-induced genes using ChIP-seq in cells. The silencing of
SUMOylation machinery either by the depletion of UBC9
or PIASI enhances the expression of HS-induced genes (95).
The deSUMOylation of lens epithelium-derived growth
factor (LEDGF) by Sumo-specific protease-1 regulates its
transcriptional activation of small heat shock protein and the
cellular response (96). Heat shock can cause the accumulation
of SUMO-2/3 conjugates which is blocked by proteasome
inhibition (97). HSP27 increases the number of cell proteins
modified by SUMO-2/3 and blocks heat shock factor 1 (HSF1)
transactivation capacity (98). SUMO-2 and SUMO-3 are
required for cells to survive heat shock. In summary, SUMO is
polymerized into polySUMO chains in response to heat shock
and is redistributed to a regulated wide range of protein func-
tions, including folding, transcription, translation, cell cycle
regulation, DNA replication and apoptosis (99). SUMO-1
localization on chromatin is dynamic throughout the cell cycle
by using chromatin affinity purification coupled with next-
generation sequencing, which is consistent with the reversible
nature of SUMOylation (100). SUMOylation occurs on many
target promoters to regulate transcriptional activation which is
consistent with the rules of group modification (101).

Myc (c-Myc) is aregulator gene that codes for a transcription
factor. Myc mutation causes Myc protein to be constitutively
expressed, which leads to the unregulated expression of a
number of genes, some of which are involved in cell prolif-
eration, and results in the development of cancer. Myc protein
activates the SUMO-activating enzyme subunit 1 (SAE1) tran-
scription by directly binding to canonical E-Box sequences
located close to the SAEI transcription start site (102). The
loss of SAE1/2 enzymatic activity drives synthetic lethality
with Myc. SUMOylation-dependent Myc switchers (SMS
genes) is required for Myc-driven tumorigenesis. Patients with
breast cancer with Myc overexpression and a low expression
of SAE1/2 exhibit significantly reduced cancer cell metastasis
and an improved survival compared with those with a high
SAEI1/2 expression. The detection of SAE1 and SAE2 expres-
sion may be a useful tool for evaluating and predicting the
malignancy of patients with breast cancer (103). The inhibition
of SUMOylation disables Myc-induced proliferation and trig-
gers G2/M cell-cycle arrest in mouse and human Myc-driven
lymphomas (104). SUMOylated c-Myc is subsequently ubiqui-
tylated and degraded by the proteasome, which is regulated by
PIASI, SENP7 and RNF4 (105).

Ubc9 is overexpressed in ovarian cancer cell lines and
tissues and is associated with the downregulation of Bcl-2
in tumorigenesis (106). HPV oncoproteins induce the
upregulation of UBC9 during the very early steps of head
and neck tumorigenesis via the autophagic process (107). Akt
SUMOylation has been found to regulate cell proliferation
and tumorigenesis through the direct phosphorylation of Ubc9
at Thr35 and the phosphorylation of SUMOI1 at Thr76 (108).
Akt SUMOylation is promoted by SUMO E3 ligase PIAS1
and is reversed by SENP1. The expression of PIAS] and
SUMOI increases Akt activity, whereas the expression of
SENPI1 reduces Aktl activity. The loss of SUMOylation
markedly reduces Aktl E17K-mediated cell proliferation and
tumorigenesis (109). Tissue microarray analysis has revealed
that the expression of Ubc9 is increased during the trans-
formation process of normal colonic epithelial cells into the
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early stages of cancer and subsequently into advanced colon
cancer. Ubc9 is also upregulated in advanced melanomas,
prostate intraepithelial neoplasia and primary prostate cancer.
The level of Ubc9 is five-fold higher in tumor tissue than in
matched normal breast tissue. However, the expression of
Ubc9 is downregulated in metastatic breast cancer, prostate
cancer and lung cancer, compared with corresponding normal
tissues and primary tumors (110). MicroRNAs (miRNAs or
miRs) miR-30e and miR-214 can negatively regulate UBC9
expression, and more importantly, the expression of these two
factors in some tumors is downregulated (111).

The RANBP?2 protein is related to cancer cells, and the
point mutation of the RANBP2 gene and gene translocation is
related to tumorigenesis. Single point mutations in the RANBP2
gene have been found in human colorectal cancer (112).
Insulin-like growth factor-1 receptor (IGF-1R) SUMOylation
requires for interaction with RanBP2 and plays critical roles in
cancer cell growth. IGF-1R is SUMOylated and translocated
into the cell nucleus where it activates gene transcription (113).
A recent study found that RANBP2 functions in a complex
with SUMOI, namely the as RanBP2/RanGAP1*SUMO1/
Ubc9 complex (114).

TRIM family proteins have both SUMO E3 ligase and
ubiquitin E3 ligase activities, and are involved in multiple
cellular processes including carcinogenesis (45,115,116).
TRIM contains a common domain structure composed of a
RING finger, one or two B-box motifs and a coiled-coil motif.
TRIM29 overexpression enhances cell growth and trans-
forming activity and promotes tumor growth by reducing the
acetylation of p53 (117). TRIM40 promotes the neddylation
of inhibitor of nuclear factor kB kinase subunit y and conse-
quently causes the inhibition of NF-xB activity. Nuclear
factor-kB (NF-xB) is an important transcription factor for
carcinogenesis in chronic inflammatory diseases and plays a
key role in promoting inflammation-associated carcinoma in
the gastrointestinal tract (118). TRIM45 overexpression also
suppresses cell growth by inhibiting the NF-xB signal (119).
TRIM?24 functions as an oncogene in colorectal carcinogenesis
by using a lentivirus-mediated RNA interference system (120).
The TRIMG66 expression level is higher in osteosarcoma
tissues than in normal tissues and it acts as an oncogene by
suppressing the apoptotic pathway and promoting TGF-f
signaling in osteosarcoma carcinogenesis (121). TRIMS9 is
upregulated in bladder cancer tissues and is oncogenically
active via the TGF-f/Smad?2/3 signaling pathway (122).

The SENPs deconjugate modified proteins and are
important for maintaining SUMO homeostasis. Alterations
in SENP1 levels can transform normal prostate epithelia to a
dysplastic state. The enhanced SUMO conjugation of cellular
substrates in breast cancer cells promotes tumorigenesis (123).
The catalytic activity of SENP is inhibited in hypoxic cell
extracts and oxygen controls SENP activity to hypoxic repro-
gramming of metabolism (124). The Pinl prolyl isomerase
regulates phosphorylation signaling and its upregulation
promotes oncogenesis. SENP1-mediated deSUMOylation
increases both Pinl protein stability and Pinl levels in
human breast cancer specimens (125). SENP2 overexpres-
sion suppresses the growth and colony-forming ability of
hepatocellular carcinoma cells by modulating the stability
of B-catenin (126). The upregulation of SENP3/SMT3IP1



INTERNATIONAL JOURNAL OF ONCOLOGY 52: 1081-1094, 2018

promotes epithelial ovarian cancer progression and may serve
as a potential biomarker for prognosis (127). The overexpres-
sion of SENPS is associated with the differentiation of oral
squamous cell carcinoma (128). SENP5 also enhances cell
growth in osteosarcoma cells (129) and promotes tumori-
genesis in hepatocellular carcinoma (130). SENP6 promotes
gastric cancer cell growth via the deSUMOylation of the
transcription factor fork head box protein M1 (FoxM1). The
expression of two SENP7 genes in breast cancer is opposite.
The short splice variant SENP7S gene is highly expressed in
normal breast tissue, while the long splice variant SENP7L
gene is highly expressed in breast cancer tissues. SENP7L
promotes gene expression and favors aberrant proliferation
and initiates EMT in breast cancer (131).

SUMOylation plays significant role in mammalian DNA
damage response. Proliferating cell nuclear antigen (PCNA)
is an essential factor for DNA replication and repair. Ubiquitin
and SUMO compete for the modification of PCNA and regu-
late the accuracy of replication and repair, contributing to
overall genomic stability (132). It is interesting to determine
the mechanisms through which the SUMO modification
of human PCNA maintains genomic stability. One route is
preventing replication fork collapse to DNA double-strand
breaks (DSBs) (133). SUMO-PCNA signals for the recruit-
ment of the anti-recombinogenic DNA helicase Srs2 to sites
of replication, which need the Srs2 carboxy-terminal domain
which harbors tandem receptor motifs (134).

BRCAL1 participates in the DNA damage response
and mutations in BRCA1 are associated with a high risk
of breast and ovarian cancer. SUMO modification of the
BRCAI1/BARDI heterodimer greatly increases its ligase
activity in vitro (135). Hybrid SUMO-ubiquitin chains are
synthesized by SUMO-targeted ubiquitin E3 ligase RNF4
which are recognized by RAPS0 to promote BRCA1 recruit-
ment and DNA DSB repair (136). PIAS1 and PIAS4 are
required for effective ubiquitin-adduct formation mediated by
RNF8, RNF168 and BRCALI at sites of DNA damage (137).
Deubiquitylation enzyme (DUB) ataxin-3 counteracts RNF4
activity during DSBs and is essential for a mediator of DNA
damage checkpoint 1 (MDC1)-dependent signaling and repair
of DSBs (138). The recruitment of RNF4 to DSBs requires
its RING and SUMO interaction motif (SIM) domains and
DNA damage factors such as NBS1, MDCI1, RNFS, 53BP1
and BRCA1. RNF4 plays a role in the integration of SUMO
modification and ubiquitin signaling in the cellular response
to DSBs (139). RNF4 targets proteins to the proteasome and
regulates the turnover of the DSB-responsive factors MDC1
and replication protein A (RPA) at DNA damage sites (140).

SUMOylation in cancer cell proliferation. The knockdown of
the SAE2 and UBC9 genes by lentivirus-based short hairpin
RNAs (shRNA) reduces SUMO conjugation activity and
inhibits the proliferation of human cancer cells and xenograft
tumor growth (141). SUMO-1 can modify IGF-1R, which
increases the proliferation of leukemia cell lines (142). These
results suggest that IGF-1R and its SUMOylation may be a
novel therapeutic target for acute myeloid leukemia (143).
Zinc finger protein 131 (ZNF131) is a target for SUMO
modification and a substrate for the SUMO E3 ligase human
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polycomb protein 2 (hPc2), and SUMOylation attenuates
estrogen-induced cell growth in a breast cancer cell line (144).
USPLI, as a type of SUMO protease, has a low abundance
and co-localizes with coilin in Cajal bodies. Cajal bodies
are nuclear structures that are involved in the biogenesis of
snRNPs and snoRNPs, the maintenance of telomeres and the
processing of histone mRNA. The depletion of USPL1 causes
striking coilin mislocalization and impairs cell proliferation
as a potent SUMO isopeptidase (145). SENPI is overexpressed
and plays a key role in the IL-6 induced proliferation and
survival of multiple myeloma cells via NF-kB signaling (146).
B-catenin SUMOylation is part of the mechanisms involved in
the dysregulated proliferation of myeloma cells. SUMOylation
inhibition downregulates [3-catenin at the protein level via
the promotion of ubiquitin-proteasomal-mediated degra-
dation (147). PIAS1 enhances VCaP prostate cancer cell
proliferation by interacting with AR at chromatin sites and also
with the pioneer factor FOXA1 (148). The tumor suppressor
phosphatase and tensin homolog (PTEN) plays a critical role
in the regulation of multiple cellular processes that include
survival, cell cycle, proliferation and apoptosis. PIASxa is
a SUMO E3 ligase for PTEN which physically interacts
with PTEN both in vitro and in vivo. The overexpression of
PIASxa leads to GO/G1 cell cycle arrest, thus triggering cell
proliferation inhibition and tumor suppression by negatively
regulating the PI3K-Akt pathway through the stabilization of
PTEN protein (149). The SUMOylation of spliceosome factors
USP39 decreases the proliferation-enhancing effect of USP39
on prostate cancer cells (150). Celastrol and triptolide were
identified as natural 26s proteasome inhibitors, which promote
cell apoptosis and inhibit prostate cancer cell growth. SENP1
expression is downregulated by triptolide at both the mRNA
and protein level in a dose-dependent and time-dependent
manner, resulting in an enhanced cellular SUMOylation in
prostate cancer cells (151). SAE2 protein is significantly asso-
ciated with the higher expression of c-MYC in primary gastric
cancer tissues and the knockdown of SAE2 expression inhibits
the proliferation of gastric cancer cells (152). Glucocorticoid
receptor (GR) is regulated by SUMOylation which affects
genes which are significantly associated with pathways of
cellular proliferation and survival. SUMOylation modulates
the chromatin occupancy of GR on several loci associated
with cellular growth (153). In mechanism study the formation
of a GR- SUMO-SMRT/NCoR1-HDAC3-repressing complex
is indispensable for NF-kB/AP1-mediated glucocorticoid-
induced transrepression in vitro (154). SUMO proteins have
been shown to suppress the transcriptional activity of c-Myb.
The interplay between the phosphorylation and SUMOylation
of c-Myb is essential for the regulation of properly balanced
hematopoiesis through the transcriptional regulation of genes
directly controlling cellular processes, such as proliferation,
differentiation and apoptosis (155). The zinc finger transcription
factor of Kriippel-like factor 4 (KLF4) interacts with SUMO-1
to enhance cell proliferation (156). Low dose H,0, induces
an increase in the protein levels of SENP3, which removes
SUMO?2/3 from promyelocytic leukemia (PML), resulting in an
enhanced cell proliferation (157). SUMOylation can regulate
the strength of the p53-MDM?2 interaction, inhibiting prolif-
eration or inducing the death of potential tumor cells (158).
Protein-tyrosine phosphatase 1B (PTP1B) negatively regulates
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growth factor signaling and cell proliferation by binding to
and dephosphorylating key receptor tyrosine kinases, such
as the insulin receptor. PIASI catalyzes the SUMOylation of
PTPI1B, reduces its catalytic activity and inhibits the negative
effect of PTP1B on insulin receptor signaling in mammalian
fibroblasts (159). SUMO-1 gene silencing by transfection with
shRNA-SUMO-1 decreases the proliferation and promote the
apoptosis of gastric cancer cells (160). The overexpression of
E3 ligase PC2 (CBX4) leads to the proliferation of hepatocel-
lular carcinoma. The immunohistochemical staining of PC2 in
tumor cells is much stronger than that in normal tissues, and
its high expression in the cytoplasm is associated with the poor
prognosis of patients with hepatocellular carcinoma (161).
Cyclin-dependent kinase 6 (CDK6) is modified by SUMOI1
and stabilizes the protein which drives the cell cycle for the
cancer development and progression in glioblastoma (162).

SUMOylation in cancer cell invasion, migration and metas-
tasis. Hypoxia (low oxygen supply) aids tumor metastasis,
in part by promoting EMT in cancer cells. SENPI has
been shown to enhance the invasion and lung metastasis of
triple-negative breast cancer (TNBC) cells in a xenograft
tumor model with nude mice (163). SENP1 promotes prostate
cancer progression and bone metastasis by regulating two
bone remodeling proteins, matrix metalloproteinase (MMP)-2
and MMP-9, through the HIFla signaling pathway (164).
SENP2 inhibits bladder cancer cell invasion and metastasis
through the de-activation of the promotor of MMP13 through
deSUMOylation of TBL1/TBLRI1 (165).

CBX4 participates in the polycomb repressive complex
(PRC1) which suppresses metastasis via the recruitment
of histone deacetylase 3 (HDAC3) to the key transcrip-
tion factor Runx2 promoter in colorectal carcinoma (166).
CBX4 also enhances hypoxia-induced VEGF expression
and angiogenesis in hepatocellular carcinoma cells (167) by
enhancing the SUMOylation of HIF-la. Cbx4 expression
promotes the progression and metastasis of orthotopically
transplanted tumors in nude mice (168). Smad nuclear inter-
acting protein 1 (SNIP1) is a transcription repressor for the
TGF-p and NF-«B signaling pathways and its SUMOylation
is enhanced by SUMO E3 ligase PIAS proteins and inhibited
by SUMO proteases SENP1/2. The SUMOylation of SNIP1
enhances TGF-f-regulated cell migration and invasion (169).
Hepatocyte growth factor (HGF)/c-Met signaling is implicated
in the process of EMT in hepatocellular carcinoma. SENP1
silencing via lentivirus-mediated small hairpin RNA (shRNA)
transduction has been shown to inhibit EMT and to reduce
the HGF-induced proliferation and migration of hepatocellular
carcinoma cells (170). N-Myc downstream-regulated gene 2
(NDRQG2) protein (171) is covalently modified by SUMOI1 and
inhibits the growth, metastasis and invasion of human lung
adenocarcinomas cells; RNF4 increases the efficiency of this
process (172). SUMO and SUMO E3 ligases play a critical role
in the spatial and temporal regulation of homologous recom-
bination repair during DSB in heterochromatin (173). SAE2
is highly expressed and the downregulation of SAE2 expres-
sion inhibits the migration and invasion of small cell lung
cancer (174). SENP1 enhances the progression and metastasis
of pancreatic ductal adenocarcinoma via the upregulation of
MMP-9, and its expression positively correlates with the lymph
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node metastasis of cancer cells (175). Bioinformatics analysis
has revealed that the expression level of SENP5 positively
correlates with the prognosis and survival rate of patients with
breast cancer. Patients with a low expression of SENP5 have
a good prognosis and a higher survival rate. SENPS5 silencing
inhibits the anchorage-independence growth, proliferation,
migration and invasion of breast cancer cell lines through
the regulation of the TGFfRI and MMP-9 levels (176). The
mRNA expression of SENP6 in breast cancer tissues is lower
than that in normal tissues (177).

SENP 2 suppresses cell migration and invasion partly
through inhibiting the expression of MMP13 in bladder cancer
cells (178). The Rho GDP dissociation inhibitor (RhoGDI)
can affect actin polymerization and cell motility by binding to
small GTPases and maintaining them in a biologically inactive
state in the cytoplasm (179). RhoGDI interacts with X-linked
inhibitor of apoptosis protein (XIAP) and negatively modulates
RhoGDI SUMOylation and cancer cell migration, invasion
and metastasis (180). The Rho-like GTPase, Racl, induces
cytoskeletal rearrangements and it interacts with PIAS3,
which is required for increased Rac activation and optimal
cell migration and invasion (181). The expression of galectin-1
belongs to the lectin family, participating in malignant tumor
development through the regulation of HIF for the cellular
response to hypoxia. PHD3-SUMO conjugation represses
HIF1 transcriptional activity (182). Galectin-1 mediates the
HIF-1-induced migration and invasion of colorectal cancer
cells during hypoxia (183). Ubc9 promotes breast cancer cell
invasion and metastasis by interacting with metastasis-related
genes, such as CDC42/CXCR4 and regulating the expression
of several miRNAs, such as for example, the downregulation of
miR-224 (184). The upregulation of Ubc9 expression promotes
the invasion and metastasis of lung cancer cells (185).

In a previous study, the whole genome shRNA library
screened out a potent synthetic lethal effect between encoding
SUMO E1 subunits SAEI/SAE?2 genes and K-ras genes. The
SAE] and SAE2 genes were able to selectively inhibit the
K-Ras mutant following shRNA interference or silencing, but
not to the non-carcinogenic K-Ras wild-type. The SAE gene
is critical for K-Ras-induced tumor growth. Therefore, it can
be inferred that SAE1/2 can be used to evaluate the invasive
and metastastic ability of the mutated K-ras gene. It was also
suggested that the SUMO activating enzyme E1 may be a good
target for developing new methods for the treatment of human
malignancies in a specific genetic context (186).

However, it is of interest to determine the reasons why
advanced-stage cancer is refractory to conventional chemo-
therapy and radiation therapy. As previously demonstrated,
Ubc9 is expressed in high levels in melanoma-positive lymph
nodes and plays an important role in the progression and
metastasis of melanoma. In that study, Ubc9 exerted protec-
tive effects, which prevented advanced-stage melanomas
from undergoing chemotherapy-induced apoptosis (187).
The upregulation of Ubc9 mRNA and the downregulation of
miR-214 are greatly associated with the enhanced invasion of
glioma. miR-214 overexpression suppresses the endogenous
Ubc9 protein and inhibits glioma cell proliferation (188).
Ubc9 protein is overexpressed in some breast cancer cell lines
and tissues. Ubc9 is associated with alterations in the tumor
cellular response to anticancer drugs, as well as tumor growth
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by regulating Bcl-2 expression through the ER signaling
pathway (189).

Metastasis and not the primary tumor is the cause of
the majority of most cancer-related deaths (190). A large
proportion of solid tumors are derived from epithelial cells.
Metastasis involves the physical translocation of a cancer cell
to a distant organ and the ability of the cancer cell to develop
into a metastatic lesion via EMT. The TGF-f family signaling
is essential for EMT and angiogenesis (191). The function of
TGF-p is paradoxical, which inhibits tumor growth at the
early stage and promote EMT and metastasis at the late stage.
TGF-p was modified by SUMO and amplifies TGFp signaling
at multiple levels under various situations (192).

As regards aerobic respiration in cells, the hypoxic signal
is a key signaling pathway in regulating gene expression and
metabolic process (such as the Warburg effect) and promotes
angiogenesis and metastasis in cancer cells (193). HIF controls
the hypoxia-signaling cascade and has a direct association
with SUMOylation (194). Hypoxia can profoundly affect
SUMOylation and it has been shown that the protein expression
of the SUMOIL (195) is increased under hypoxic conditions.
SUMO-1 promotes glycolysis during periods of hypoxic
stress (196). RWD-domain-containing SUMOylation enhancer
(RSUME) enhances SUMO conjugation by interacting with
the SUMO conjugase Ubc9, increases Ubc9 thioester forma-
tion and is overexpressed under conditions of hypoxic stress.
Hypoxia-induced RSUME protein SUMOylation can enhance
the stability and activity of the HIFla protein (197,198).
SUMO E3 ligase PIAS4 (87) and SENP1 (199) are induced
by hypoxia, which is positively associated with cancer aggres-
siveness. In hepatocellular carcinoma, the SUMOylation of
CBX4-dependent HIF1a protein increases the transcriptional
activity of HIF1, thereby increasing the expression of vascular
endothelial growth factor and angiogenesis (167). Hypoxia
aids tumor metastasis, in part by promoting EMT in cancer
cells. These results can correspond with the NF-xB and TGF-f3
pathway observed above.

Role of SUMOylation in cancer cell senescence and apoptosis.
The present research suggests that SUMOylation is neither a
tumor promoting factor nor a tumor suppressor factor, and that
it plays a key role in all cells. Although an increasing number of
studies have shown that SUMOylation in tumor cells is greater
than that in normal cells (104,152,157,164,175), the drugs or
factors which have an effect on the SUMOylation pathway in
cancer cells also have the same effect on normal cells.
Cellular senescence is usually irreversible, and promotes
cell cycle arrest and limits cell proliferation. Senescence
is generally due to the shortening of telomeres or cellular
stress responses, such as DNA damage, oxidative stress and
the expression of some oncogenes (200). Emerging evidence
indicates that cellular senescence plays a key role in tumor
suppression; however, the molecular signaling pathway
involved has not yet been determined. During the process of
cellular senescence, cellular protein secretion is also altered,
which is termed the senescence-associated secretory pheno-
type (SASP). SASP in cells promotes the secretion of a series
of inflammatory cytokines, chemokines, growth factors and
matrix remodeling factors or matrix metalloproteinases,
which alter the local tissue environment and contributes to
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chronic inflammation and cancer (201). p53 promotes cellular
senescence, as well as programmed cell death (apoptosis) as
a tumor suppressor (202). The SUMO-1 conjugation with p53
results in p53 stabilization and activation, which causes the
induction of senescence (203). By inhibiting or consuming
UBC9 protein, hypoSUMOylation leads to the cessation of
senescence, such as the growth of human fibroblasts. SUMO
protein is selectively retained at the histone maintenance of a
repressive environment at histone and tRNA loci is a distin-
guishing feature of the senescent state. Senescence is related
to the widespread increase of SUMO protein. A large number
of SUMO chromatin proteins are retained in some selected
genomic loci, such as histone or tRNA genes in senescent
cells (204). It can be seen that there is a reciprocal association
between SUMO and senescence. Oncogenic mutations or DNA
damage signals induce SUMO disorder that ultimately leads
to cell senescence, which is the current study on the effects
of tumor or tumor microenvironment. In turn, senescence
phenotype has an important influence on the SUMO balance.

The silencing of the SUMO gene can markedly decrease
tumor growth in vivo. In a previous study, it was demon-
strated that the gastric cancer cell apoptotic rate was
significantly increased following SUMO-1 gene silencing
with sShRNA-SUMO-1. The expression levels of apoptosis-
related genes, such as Bcl-2, c-Myc and p53 were decreased
following transfection with shRNA-SUMO plasmid (204).
The transcription factor X box-binding protein 1 (XBP1) is
a key component of the endoplasmic reticulum (ER) stress
response, the transcriptional activity of which is increased by
SENPI. ER stress-induced apoptosis is significantly increased
by SENPI1 deficiency through the accumulation of XBP1
SUMOylation (205). The knockdown of endogenous SENP1
promotes cell apoptosis by inhibiting the phosphorylation of
IxBa and Akt and the expression of its downstream regula-
tion factors, Bel-xL and cyclin D1 (206). PIASI regulates
ultraviolet (UV)-induced apoptosis through its N-terminal and
C-terminal domains (207).

Synthetic lethality interactions are genetic interactions of
two mutations whereby the presence of either mutation alone
has no effect on cell viability, but the combination of the two
mutations results in cell death. The presence of one of these
mutations in cancer cells, but not in normal cells can therefore
create opportunities to selectively kill cancer cells and spare
normal cells.

4. Conclusions and therapeutic perspectives

From the above-mentioned studies, SUMO modification may
improve the stability of complex signaling pathways through
a wide range of regulatory mechanisms. Studies on the role
of SUMO modification in NF-B, TGF-f and JAK/STAT
signaling pathways have shown that SUMO proteins play a
role in promoting or antagonizing the output of the pathway
by targeting not only one, but often more proteins in the
signaling pathway components. SUMO modification is an
important post-translational modification. It is not only the
key factor regulating cell activities, but also plays a role in
the pathological processes, which has been widely accepted
and confirmed by extensive research. SUMO modification is
closely associated with carcinogenesis, and the proliferation
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and metastasis of tumors; however, the underlying molecular
mechanisms remain poorly understood. SUMOylation is
upregulated significantly in the majority of cancers, and may
thus be a potential target for cancer therapy. The SUMO path-
ways have profound impacts on protein-protein interactions
and some SUMO inhibitors have been developed (208,209).
However, a large number of clinical trials are warranted in
order to verify these findings and provide useful information
for the diagnosis and prognosis of cancer.
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