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Transgelin-2, a small actin-binding protein, is the only transgelin family member
expressed in immune cells. In T and B lymphocytes, transgelin-2 is constitutively
expressed, but in antigen-presenting cells, it is significantly upregulated upon
lipopolysaccharide stimulation. Transgelin-2 acts as a molecular staple to stabilize
the actin cytoskeleton, and it competes with cofilin to bind filamentous (F)-actin.
This action may enable immune synapse stabilization during T-cell interaction with
cognate antigen-presenting cells. Furthermore, transgelin-2 blocks Arp2/3 complex-
nucleated actin branching, which is presumably related to small filopodia formation,
enhanced phagocytic function, and antigen presentation. Overall, transgelin-2 is an
essential part of the molecular armament required for host defense against neoplasms
and infectious diseases. However, transgelin-2 acts as a double-edged sword, as its
expression is also essential for a wide range of tumor development, including drug
resistance and metastasis. Thus, targeting transgelin-2 can also have a therapeutic
advantage for cancer treatment; selectively suppressing transgelin-2 expression may
prevent multidrug resistance in cancer chemotherapy. Here, we review newly discovered
molecular characteristics of transgelin-2 and discuss clinical applications for cancer
and immunotherapy.

Keywords: immune synapse, dendritic cell therapy, T cell immunotherapy, cancer treatment, actin regulation

INTRODUCTION

Transgelin-2 is an actin-binding protein that is encoded by the TAGLN2 gene in humans and the
Tagln2 gene in mice. It is one of the three transgelin isoforms with transgelin-1 (also known as
SM22a) and transgelin-3 (NP25) (Camoretti-Mercado et al., 1998). These proteins were first named
“transgelins” because of their transformation-sensitive and shape-sensitive properties (Shapland
etal., 1993). However, the functional and physiologic significance of these proteins has not yet been
fully elucidated. Transgelin-2 is the only transgelin family member expressed in immune cells (Na
et al,, 2015). It plays pivotal roles in mediating various immune responses, including stabilizing
the immune synapse between T cells and antigen-presenting cells (APCs) and potentiating
phagocytosis in activated macrophages (Na and Jun, 2015; Na et al., 2015; Kim et al., 2017). These
roles are afforded by the distinct biochemical properties of transgelin-2 (Shapland et al., 1993; Fu
et al., 2000; Li et al., 2008; Na and Jun, 2015; Na et al., 2015; Kim et al., 2017, Kim H.-R. et al.,
2018). Immune cells expressing high levels of transgelin-2 have dynamic membrane structures that
facilitate the immune surveillance of the entire body for sensing pathologic insults. Conversely,
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these molecular characteristics of transgelin-2 in cancer cells
may aid tumor metastasis or tissue invasion. In agreement
with this, transgelin-2 is considered a potential oncogenic
factor in various cancer types (Meng et al., 2017). Therefore,
transgelin-2 can be an excellent molecular target in both immune
cells and cancer cells. Upregulation of transgelin-2 by cell-
permeable recombinant protein in immune cells, downregulation
by microRNA approaches in cancer cells may simultaneously
improve immunity and defeat cancer cells.

Transgelin-2 and Transgelin Family
Members

Transgelins are members of the calponin family of proteins
comprising an N-terminal single calponin homology (CH)
domain and a C-terminal short calponin repeated (CR) region
(Pearlstone et al., 1987; Kranewitter et al., 2001; Gimona et al.,
2002). All family members contain an actin-binding motif (ABM)
and have an actin-bundling function under certain circumstances
(Figure 1; Jo et al., 2018). The ABM includes two positively
charged amino acid residues, KK (153/154) and KR (159/160),
that are involved in actin binding. Mutation or deletion of these
amino acids significantly reduces actin binding (Fu et al., 20005
Na et al., 2015; Kim H.-R. et al., 2018). The CH domain has been
identified in a variety of proteins, ranging from actin-binding
proteins to signaling molecules, and is predicted to function as an
autonomous actin-binding region (Castresana and Saraste, 1995).
Transgelin interacts with actin stress fibers and podosomes in
smooth muscle cells via the CH domain (Gimona et al., 2003;
Matsui et al., 2018). However, in vitro, the single CH domain
is not sufficient for actin binding (Gimona and Mital, 1998; Fu
etal., 2000), suggesting that both the CH domain and ABM or CR
region together are necessary for the control of actin dynamics in
cells. Proteins containing a single CH domain include calponin,
IQGAP, Vav, and transgelin, and they display a high degree of
sequence similarity with each other (Figure 1; Gimona and Mital,
1998). Interestingly, both Vavl and IQGAPI are key cytoskeletal-
regulatory proteins in T-cell immunity (Ritter et al., 2013). The
three transgelin isoforms preserve approximately 60% homology
in the CH domain (Li et al., 2008).

Biochemical Properties of Transgelin-2

Transgelin was first characterized as a transformation- and
shape-sensitive actin gelling protein. Electron microscopic (EM)
analysis revealed that the addition of transgelin to filamentous
(F)-actin converts the formation from a loose, random
distribution into a tangled, cross-linked meshwork (Figure 2A;
Shapland et al., 1993). Transgelin also has a modest effect on actin
bundling and localizes at stress fiber bundles and podosomes
in various cell types, including smooth muscle cells and
neuronal cells (Mori et al., 2004; Thompson et al., 2012; Matsui
et al., 2018). Since its identification, however, the biochemical
characteristics of transgelin in regulating the actin cytoskeleton
have not been fully elucidated. Additionally, whether transgelin
directly binds actin has remained controversial (Morgan and
Gangopadhyay, 2001). It was reported that transgelin causes
actin to precipitate at low-ionic states and that it co-localizes

with F-actin in cultured smooth muscle cells (Fu et al., 2000).
However, another group documented that transgelin fails to bind
F-actin in co-sedimentation assays and does not co-localize with
actin in transfected fibroblasts (Gimona and Mital, 1998).

Recently, we corroborated that recombinant transgelin-
2 binds to F-actin and weakly cross-links F-actin in
bundles (Na et al, 2015). The binding of transgelin-2 to
actin monomers in F-actin was saturated at a 1:1 ratio
(Byax = 0915 £ 0.102 mol/mol), with a K; of 7.39 uM
(Na et al., 2015). Although it has been generally accepted that
transgelin is a cross-linking protein, its bundling activity was
observed only at higher concentrations (16-24 wM) than the
well-known actin-bundling protein a-actinin (~1 wM). The
optimal ratio of actin to general actin-bundling proteins, such as
fimbrin, fascin, filamin, and a-actinin, ranges from 1:0.05 to 1:0.5
(Glenney et al., 1981; Stokes and DeRosier, 1991; Van der Flier
and Sonnenberg, 2001; Gorddén-Alonso et al., 2012). However,
the exceptionally higher concentrations of transgelin-2 needed
to cross-link F-actin imply that this protein may have more
functions in addition to F-actin cross-linking (Na et al., 2015).

For instance, transgelin-2 can instead regulate actin turnover
dynamics. Interestingly, we found that transgelin-2 blocks
spontaneous actin depolymerization and cofilin-mediated
depolymerization (Na et al, 2015). This suggested that
transgelin-2 binds to the sides of actin filaments and may
actas an “insulator” that blocks the binding of other side-binding
proteins, in particular the actin-disassembly protein cofilin
(Figure 2A). Indeed, we found that transgelin-2 competes with
cofilin for binding to F-actin (Na et al., 2015). The inability of a
mutant with no ABM to block F-actin depolymerization suggests
that transgelin-2 function is associated with its actin binding
(Na et al., 2015). Based on the three-dimensional structure
determined by single-particle image analysis (Egelman, 2000),
we found that reconstructed F-actin combined with trangelin-2
revealed a higher density of transgelin-2 on actin subdomain
(SD)1 and SD3 (Kim H.-R. et al., 2018), demonstrating its
binding on SD1 and SD3 in actin. Interestingly, negatively
charged aspartate or glutamate in the C-terminal’s protrusion of
transgelin-2 and the positively charged lysine in the N-terminal
showed the possibility of ionic interaction between two
transgelin-2 molecules in close distance (Figure 2A; Kim H.-R.
et al., 2018), suggesting that transgelin-2 acts as a molecular
“stapler” and mediates F-actin stabilization. This property of
transgelin-2 contrasts with cofilin, which induces bending and
twisting of actin filaments, leading to severing (McCullough et al.,
2011). Interestingly, however, we observed that these two actin-
binding proteins localize to different places during immune
synapse formation (Na et al, 2015). Transgelin-2 is mainly
localized at the bottom region of the distal-supramolecular
activation cluster (d-SMAC) of the immune synapse where T
cells directly contact APCs. By contrast, cofilin is enriched in
the upper region of d-SMAC during immune synapse formation
(Figure 2B; Na et al, 2015). Because these two molecules
have opposite functions in vitro, these findings suggest that
transgelin-2 may not compete with cofilin in vivo, but instead
these proteins cooperate to maintain a stable centripetal actin
flow in the immune synapse.
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FIGURE 1 | Structure of transgelin-2 and comparison with other single calponin homology domain proteins.

Under physiologic concentrations of salt, transgelin-2
prevents secondary nucleation mediated by the Arp2/3 complex
(Kim H.-R. et al,, 2018). The binding sites (SD1 and SD3) of
transgelin-2 in actin also overlaps with the Arp2/3 actin-binding
site (Ge et al,, 2014), thereby generating fewer actin-branched
junctions in the presence of transgelin-2 (Figure 2A; Kim
H.-R. et al,, 2018). Further, it is also possible that transgelin-2
can cross-bridge actin filaments by binding SD1 and 3 on
neighboring actin molecules. This action of transgelin-2 is
similar to the epithelial protein lost in neoplasm (EPLIN), which
inhibits F-actin depolymerization and cross-links filaments in
bundles (Maul et al., 2003). Neither transgelin-2 nor EPLIN
affects actin polymerization or elongation at the barbed end, but
they block branched actin nucleation via the Arp2/3 complex
(Maul et al., 2003; Kim H.-R. et al., 2018). Why do cells require
transgelin-2 or EPLIN in addition to general Arp2/3 inhibitors?
Although no enough data are accumulated, proteins that both
inhibit Arp2/3 complex binding and crosslink actin may provide
a coordinated mechanism for constructing bundled linear actin
filaments. The molecular characteristics of transgelin-2 imply
that this protein is essential to induce small filopodia formation
and membrane ruffling (Figure 2B). In support of this idea, we
found that overexpression of transgelin-2 generated spike-like
filopodia at the leading edge of the lamellipodia in COS-7 cells
(Kim H.-R. et al., 2018).

Fu et al. (2000) reported that transgelin co-precipitates
actin under low-ionic conditions. Surprisingly, we observed
that all three transgelin isoforms directly nucleate G-actin
polymerization in low-ionic conditions, where actin
polymerization usually is suppressed (Figure 2A; Kim H.-
R. et al, 2018). Although a previous report demonstrated that
the CH domain is unnecessary for F-actin binding (Gimona
and Mital, 1998), we observed that this domain, together with
the actin-binding loop, is required to mechanically link two
adjacent G-actins, thereby mediating multimeric interactions
(Kim H.-R. et al, 2018). The binding of transgelin-2 to
G-actin was saturated at a 2.5:1 ratio under low-salt conditions

(Bimax = 2.8817 £ 0.072028 mol/mol) with a K4 of 0.921 pM
(Kim H.-R. et al., 2018). This ratio is much higher than the
1:1 ratio of transgelin-2 binding to F-actin (Na et al, 2015).
In this context, we hypothesized that the transgelin-2-mediated
actin polymers (F-T/actin) might act as actin seeds to generate
multiple actin filaments at the site where dynamic spatiotemporal
actin rearrangement is required (Figure 2A).

Notably, only a few proteins can polymerize G-actin under
low-salt conditions. These proteins contain nebulin fragments,
myosin S-1, or a vinculin tail region (Chaussepied and Kasprzak,
1989; Valentin-Ranc et al., 1991; Shih, 1993; Wen et al., 2009).
However, there is no evidence that these fragments are directly
involved in actin polymerization in living cells. Therefore,
it is unlikely that the fragments of some large proteins are
physiologically functional in vivo. However, some proteins have
actions in vitro. For instance, LL-37, which is an antimicrobial
peptide secreted from macrophages and neutrophils, induces
G-actin polymerization in vitro (Sol et al., 2012) and enhances
macrophage phagocytosis (Wan et al, 2014). Moreover, like
transgelin-2, this peptide induces actin bundling and affects actin
structure (Sol et al., 2012). We identified that transgelin-2 is
significantly upregulated in macrophages upon stimulation with
lipopolysaccharide (LPS) and potentiates the phagocytic function
(Figure 2B; Kim et al, 2017). Salmonella invasion protein
A (SipA) is another example of in vitro evidence of G-actin
polymerization under low-salt conditions (Zhou, 1999; Galkin
etal., 2002; Higashide et al., 2002; Lilic et al., 2003). Interestingly,
this protein triggers large-scale membrane protrusions and ruffles
at the site of Salmonella entry (McGhie et al., 2001; Le Clainche
and Drubin, 2004). Because G-actin polymerization does not
naturally occur under low-salt conditions, it is hard to predict the
in vivo physiology. However, these results suggest that proteins
that drive G-actin polymerization in low-salt conditions may
induce membrane ruffling as well as small filopodia formation
(McGhie et al., 2001; Le Clainche and Drubin, 2004; Kim H.-
R. et al, 2018). The biochemical properties of transgelin-2 and
its subcellular localization in various biological situations are
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FIGURE 2 | Biochemical properties cellular localization of transgelin-2. (A) Biochemical properties of transgelin-2. Transgelin-2 directly binds to F-actin and stabilizes
its structure (i) (Kim H.-R. et al., 2018). Transgelin-2 cross-links actin in bundles (i) (Na et al., 2015; Kim H.-R. et al., 2018). It also acts as a side-binding protein and
stabilizes F-actin (ji). This property is important to protect F-actin from cofilin-mediated depolymerization (i) and to compete with Arp2/3 complex-mediated actin
branching (iv) (Kim H.-R. et al., 2018). Transgelin-2 also can polymerize G-actin in low-ionic conditions, in which actin polymerization is prohibited (Kim H.-R. et al.,
2018). (B) Localization of transgelin-2 in immune cells. Transgelin-2 is localized at the membrane-protrusive regions of T cells during antigen-recognition on
antigen-presenting cells (APCs) (i). It also is located at the distal-supramolecular activation cluster (d-SMAC) area in mature immune synapse (ii). In professional
phagocytes, this protein is enriched at the phagocytic cup or phagocytic synapse (jii). In dynamically moving cells, transgelin-2 localizes at the filopodial tips and
podosomes (iv).
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summarized in Figure 2 (Shapland et al., 1993; Fu et al., 2000;
Li et al., 2008; Na and Jun, 2015; Na et al., 2015; Kim et al., 2017,
Kim H.-R. et al., 2018).

Transgelin-2 Is Essential for Inmune

Functions

In contrast to transgelin-1 and transgelin-3, which are mainly
expressed in smooth muscle cells and the brain, respectively
(Camoretti-Mercado et al, 1998; Mori et al, 2004; Depaz
and Wilce, 2006), transgelin-2 is the only transgelin member
expressed in immune cells, including T and B cells and
macrophages (Na et al., 2015, 2016; Kim et al,, 2017). In T and
B cells, basal expression of transgelin-2 is constitutively high, but
its expression is significantly altered in B cells by external stimuli
such as anti-Ig and LPS (Francés et al., 2006; Na et al., 2015, 2016).
In both bone marrow-derived and peritoneal macrophages,
transgelin-2 is generally very low but significantly upregulated
upon stimulation with the bacterial endotoxin LPS, suggesting
that transgelin-2 expression is triggered by external inflammatory
signals and plays a role in activated macrophages, involving
in the actions of these cells to protect against infectious and
neoplastic diseases. Transgelin-2 expression is controlled by the
NF-kB pathway via toll-like receptor-4 (TLR4) in macrophages
(Kim et al., 2017). Interestingly, transgelin-2 is the only transgelin
member that contains an NF-kB consensus motif, which is
located at the —174 to —179 region of the coding sequence.

After the initial recognition of antigen/MHC on APCs, T cells
polarize many elongated microvilli or filopodia toward APCs
to scan their surface antigen ligands. Transgelin-2 is localized
in the protrusive region of polarized T cells and builds many
small protrusions in this region (Figure 2B; Kim H.-R. et al,
2018). This phenotype was also achieved by the transfection of
wild-type Tagln2 cDNA in COS-7 cells (Kim H.-R. et al., 2018).
However, knockout of Tagln2 reduces protrusive structures on
the surface of T cells (Kim H.-R. et al., 2018), suggesting that
transgelin-2 is important for the formation of filopodia-like small
membrane protrusions.

Immune  synapse formation requires the tight
regulation of actin rearrangement by many actin-
polymerizing/depolymerizing proteins (Dustin and Cooper,
2000; Dustin, 2008a; Piragyte and Jun, 2012; Fritzsche et al,
2017). Interestingly, after the maturation of the immune
synapse, transgelin-2 predominantly localizes to the d-SMAC
and increases the duration of the immune synapse formation
by maintaining F-actin contents and activating lymphocyte
function-associated antigen (LFA)-1 after T-cell receptor
stimulation (Na et al, 2015). Tagan’/ = T cells display
attenuated cytokine production and cytotoxic effector function
to kill antigen-bearing target cells (Na et al., 2015). In addition
to its direct interaction with F-actin, transgelin-2 is physically
connected with LFA-1, a 2-integrin expressed in lymphocytes,
by which transgelin-2 regulates LFA-1 avidity. This achieves
via activation of Rapl, a key regulator of LFA-1-dependent
adhesion and migration of T cells, therefore increasing T-cell
adhesion to cognate target cells (Na et al., 2015; Jeon et al,
2018). Interestingly, transgelin-2 also contributes to boosting

APC functions for T-cell expansion (Na et al., 2016). Although
Tagln2=/~ B cells show normal development and activation,
they are defective in supporting T-cell activation in terms of
cytokine expression and proliferation (Na et al, 2016). In B
cells, the activity of transgelin-2 is correlated with increased
B-to-T-cell conjugation, suggesting that transgelin-2 in B cells
enhances the adhesion of B cells to cognate T cells. These results
strongly suggest that transgelin-2 is an essential actin regulator
that facilitates the proper function of both T and B cells.

Although transgelin-2 is constitutively expressed in B cells,
it is upregulated in B-2 cells by mitogenic stimuli such as IgM
or bacterial endotoxin LPS (Francés et al., 2006), suggesting
that transgelin-2 expression is regulated under inflammatory
conditions. Accordingly, a clinical report demonstrated that
transgelin-2 is upregulated in B cells in the lymph nodes and
kidneys of patients with systemic lupus erythematosus (Kiso
et al., 2017), a prototypical autoimmune disease associated with
polyclonal B-cell hyper reactivity (Mok and Lau, 2003; Dorner
et al., 2011). The presence of an NF-kB consensus motif at
the 5’'-promoter region of the Tagln2 gene further corroborates
that inflammatory signals control transgelin-2 expression. In
this context, the action of transgelin-2 may be more important
in professional APCs, such as macrophages and DCs (Kim
et al, 2017), than in T cells. Because phagocytosis requires
dramatic actin rearrangement at the phagocytic synapse, cells
that professionally phagocytose pathogens or cell debris may
have a demand for proteins such as transgelin-2 (Na et al,
2016; Kim et al, 2017) and fascin (Yoshihiko et al., 2011;
Van Audenhove et al., 2015). Indeed, transgelin-2 knockout in
macrophages remarkably reduces the phagocytic activity of IgM-
and IgG-coated sheep red blood cells and bacteria (Kim et al,,
2017). Furthermore, Tagln2~/~ mice show higher mortality after
bacterial infection than their wild-type littermates, revealing that
transgelin-2 is essentially required for host defense. Bacterial
infection is a leading cause of sepsis, which raises morbidity and
mortality (Cohen, 2002). Thus, optimized control of phagocytosis
is one of the most critical initial steps that can block the early
dissemination of pathogenic bacteria (Andrews and Sullivan,
2003). Thus, the development of cell-permeable peptides with
transgelin-2 functions have potential clinical value to treat sepsis
induced by bacterial infection. Verified functions of transgelin-2
in immune cells are summarized in Table 1.

Transgelin-2 (Tagln2~/~)-knockout in T cells or macrophages
reduces the motility of these cells (Na et al., 2015; Kim et al,,
2017). The function of transgelin-2 is presumably due to its
biochemical properties to induce small filopodia-like membrane
protrusions at the leading edge of migrating cells and to increase
dynamic actin-rich membrane ruffles in phagocytic cells (Kim
et al, 2017, Kim H.-R. et al., 2018). Moreover, both Tagln2=/~
T cells and macrophages showed a remarkable decrease in
F-actin content (Na et al, 2015; Kim et al., 2017, Kim H.-
R. et al, 2018), indicating that although transgelin-2 is not
directly involved in spontaneous actin polymerization in vitro,
it is indirectly involved in actin polymerization in vivo (Na
et al,, 2015). The increased F-actin content can be caused by
inhibiting the decomposition of polymerized F-actin, rather
than increasing actin polymerization directly by transgelin-2
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TABLE 1 | Known and putative functions of transgelin-2 in immune and cancer cells.

System Cell types Expression Functions or results References
Immune system Helper T cells Constitutive Immunological synapse; T-cell activation Na et al., 2015
Cytotoxic T cells Constitutive Adhesion to target cells; Increased tumor cell Na and Jun, 2015; Jeon et al., 2018
killing
B cells Constitutive/Inducible*  Immunological synapse; T-cell activation Francés et al., 2006; Na et al., 2015, 2016
Macrophages Inducible” Increased phagocytic function; Reduced Kim et al., 2017
mortality against bacterial infection
Cancer Colorectal cancer Upregulated** Tumorigenesis Ali et al., 2010; Zhang et al., 2010;
Yoshino et al., 2011
Cervical cancer Upregulated Tumorigenesis Yakabe et al., 2016
Lung cancer Upregulated Tumorigenesis Moriya et al., 2012
Gastric cancer Upregulated Tumorigenesis Xu et al., 2014
Hepatic cancer Upregulated Tumorigenesis Huang et al., 2006
Renal cancer Upregulated Tumorigenesis Kawakami et al., 2012
Pancreatic cancer Upregulated Tumorigenesis Linetal., 2013
Bladder cancer Upregulated Tumorigenesis Yoshino et al., 2011
Prostate cancer Upregulated Tumorigenesis Jie et al., 2009
Esophageal cancer Upregulated Tumorigenesis Du et al., 2016
Oral cancer Upregulated Tumorigenesis Kawahara et al., 2016
Head and neck SCC Upregulated Tumorigenesis Nohata et al., 2011a,b
Meningiomas Upregulated Tumorigenesis Sharma et al., 2015
Lymphoma and leukemia Upregulated Tumorigenesis Gez et al., 2007
Breast cancer Upregulated Paclitaxel resistant MCF-7/PTX cells Zheng et al., 2015
Choriocarcinoma Upregulated Methotrexate-resistant JAR/MTX cells Chen et al., 2004
Breast cancer Downregulated Highly metastatic MDA-MB-231HM cells Xu et al., 2010
Cervical cancer Downregulated Metastatic tissues Yoshida et al., 2013
Endometrial cancer Downregulated Metastatic tissues Yoshida et al., 2013
Hepatic cancer Phosphorylation Tumorigenesis Leung et al., 2011

*Induced by LPS via NF-kB pathway.
*“*Upregulated by TGF-B-Smad4-dependent pathway.

(Na and Jun, 2015; Na et al.,, 2015; Kim H.-R. et al., 2018).
Interestingly, some leukemia and lymphoid tumor cells, such as
MEC1 (B-cell chronic lymphocytic leukemia) and Raji (B-cell
Burkitt’s lymphoma), express high levels of transgelin-2 (Gez
et al., 2007). Unlike metastatic spread of other cancers, because
lymphoma dissemination generally conserved physiological
behavior reflecting basic rules of lymphocyte homing, it will be
worth investigating whether lymphomas with high transgelin-2
has increased tissue-specific dissemination.

DCs also undergo remarkable cytoskeletal rearrangement
during antigen presentation to their cognate T cells via immune
synapse formation (Dustin, 2008b, 2014; Fisher et al., 2008).
Following antigen capture, DCs mature and present antigens
to the surface of T cells, triggering T-cell expansion. This step
generates large T-cell pools, which aid in antibody generation
from B cells, traffic to sites of infection to release cytokines, or
directly kill infected or neoplastic cells. In this regard, the action
of transgelin-2 in DCs may critically affect immune responses.
In contrast to inflammatory conditions, because the tumor
microenvironment provides an immunosuppressive condition,
the expression of transgelin-2 in DCs in a tumor area or tumor
draining lymph nodes may be reduced. Therefore, although
careful approach is certainly needed, the application of cell-
permeable transgelin-2 peptide in DCs obtained from cancer

patients may be an alternative method to boost DC function to
enhance T cells and humoral immunity.

Transgelin-2 Is an Oncogenic Factor in

Cancer Cells
Previously, transgelin (transgelin-1 or SM22a) was considered
to act as a tumor suppressor (Assinder et al., 2009). Because its
expression is lost in breast, colon, and prostate cancers (Shields
et al., 2002; Wulfkuhle et al., 2002; Yang et al., 2007), it was
suggested that the loss of transgelin accounts in part for the
development of cancer (Assinder et al, 2009). Interestingly,
the downregulation of transgelin-1 disrupted the normal actin
organization that leads to changes in the motile behavior
of REF52 fibroblasts (Thompson et al., 2012). Additionally,
transgelin-1 depletion led to the spontaneous formation of
podosomes in cells with a concomitant increase in invasive
cellular activity (Thompson et al., 2012).

In contrast to the transgelin-1, in many studies, transgelin-
2 expression was proposed as a potential cancer biomarker
(Zhang et al., 2010; Dvorakova et al., 2014; Meng et al., 2017;
Yin et al., 2019). Transcriptional and translational upregulation
of transgelin-2 has been described for many cancers, including
colorectal, gastric, pancreatic, esophageal, prostate, lung, hepatic,
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renal, bladder, and oral cancers (Yang et al., 2007; Huang et al,,
2008; Rho et al,, 2009; Zhang et al., 2010; Leung et al.,, 2011;
Yoshino et al., 2011; Kawakami et al., 2012; Lin et al., 2013;
Kawahara et al., 2016), in addition to meningiomas, head and
neck squamous cell carcinoma (SCC), lymphoma, and leukemia
(Gez et al,, 2007; Nohata et al., 2011b; Sharma et al., 2015).
Together, these data suggest that the upregulation of transgelin-
2 is associated with tumorigenesis and cancer development.
Transgelin-2 upregulation in tumor tissue is correlated with
clinical stage, tumor size, and neural invasion (Jin et al., 2016).
Putative roles of transgelin-2 in various cancers are summarized
in Table 1.

Several studies have demonstrated that transgelin-2
expression in cancer cells is also associated with increased
drug resistance (Yoshida et al., 2013; Cai et al., 2014b; Zheng
et al,, 2015). Multidrug resistance is one of the primary causes
for failure in cancer therapy, but the mechanism is not yet clearly
verified. Therefore, transgelin-2 is also a primary therapeutic
target for which inhibition may restore the sensitivity of drug-
resistant cancers (Nohata et al., 2011a,b; Kawakami et al., 2012;
Moriya et al., 2012; Yoshida et al., 2013; Cai et al., 2014a,b; Xiao
etal., 2014; Du et al., 2016). However, the precise mechanisms for
the involvement of transgelin-2 in cancer development largely
remain to be elucidated.

Upregulation of transgelin-2 expression is associated with
metastasis and invasion of various cancer cells, including lung,
bladder, colorectal, esophageal, and gastric cancers (Huang et al.,
2008; Zhang et al, 2010; Chen et al., 2015; Du et al, 2016;
Jin et al, 2016). However, a few reports demonstrated that
transgelin-2 instead inhibits the motility of cancer cells, such
as hepatocarcinoma cells, by suppressing actin polymerization
(Leung et al., 2011; Yoshida et al., 2013; Yang et al, 2019).
Indeed, transgelin-2 is downregulated in metastatic tumors
compared with primary cancers (Yoshida et al., 2013), suggesting
that transgelin-2 is a suppressor of metastasis. Consistently,
the downregulation of transgelin-2 promoted the metastasis of
breast cancer cells by activating reactive oxygen species and the
NF-kB signaling pathway (Yang et al., 2019). Although more
research should be done, these contradictory results suggest
that different cancer cells may express distinct molecules that
can be connected to trangelin-2, which is a possible reason for
apparently opposed roles for the protein in the particular context
of each tumor. For instance, it will be important to consider
the levels of other actin-binding or -regulatory proteins, such
as cofilin, plastin family of actin-bundling proteins, and ERM
(ezrin/radixin/moesin) proteins (Wang et al., 2007; Shinomiya,
2012; Stevenson et al., 2012; Clucas and Valderrama, 2014). In
fact, many cancer cells express distinct proteins related with actin
cytoskeletons (Olson and Sahai, 2009). From a similar point of
view, several reports demonstrated that, in contrast to the known
action as a tumor suppressor, transgelin-1 promotes motility in
normal cells, and stable overexpression of transgelin-1 leads to
increased invasiveness and lung metastasis in a mouse model
(Wu et al., 2014; Zhou et al., 2016).

The expression of transgelin-2 in cancer cells is different from
that of immune cells, in which NF-kB pathway is dominant
(Kim et al, 2017). Instead, its expression is regulated by

transforming growth factor (TGF)-B in A549 cancer cells and by
epidermal growth factor receptor/KRAS-ERK signaling pathways
in pancreatic ductal adenocarcinoma (PDAC) (Keshamouni et al.,
2006; Yu et al., 2008; Dhiraj and Lowenfels, 2013; Sun et al,,
2018). Because transgelin-2 is necessary for both immune cells
and cancer cells to exert their optimal functions, the different
expression mechanisms of transgelin-2 in immune cells and
cancer cells suggest that these cells express transgelin-2 as a
strategy for their survival, migration, and invasion. However,
it also suggests that this small actin-binding protein may be a
molecular target for cancer treatment by boosting the immune
response via overexpression of transgelin-2 and suppressing
tumor growth or metastasis through its inhibition.

Although it has not yet been importantly recognized,
transgelin-2 is expressed not only in the cytoplasm but also in
the nucleus (Na et al., 2015). However, little is known about the
function of transgelin-2 in the nucleus. The emerging roles of
actin and actin-binding proteins in the nucleus have become a
new frontier in cell biology (Percipalle and Vartiainen, 2019).
Actin-based functions may contribute to genome stability and
integrity through the interactions of actin cytoskeletons with
various nuclear components (Visa and Percipalle, 2010; Weston
et al., 2012; Falahzadeh et al., 2015). Thus, an exciting future
challenge is to understand whether this transgelin-2-mediated
actin regulation in the nucleus controls cancer development and
metastasis. One example is investigating how the transgelin-2-
actin network regulates nuclear architecture for the expression
and silencing of genes required for cancer cell growth.

Transgelin-2, a Double-Edged Sword:

Application for Cancer Treatment
Transgelin-2 is an essential actin-binding protein for both
immune function and cancer cell malignancy (Jo et al., 2018;
Yin et al, 2019). In immune cells, transgelin-2 stabilizes
actin structure and also is physically associated with LFA-1.
This interaction enhances the inside-out signaling of LFA-1,
thereby improving the adhesion of T cells and stabilizing the
immune synapse (Na et al., 2015). Overexpression of transgelin-
2 in cytotoxic CD8T T cells increases adhesion to ICAM-1-
positive E0771 breast cancer cells, but not ICAM-1-negative
B16/F10 melanoma cells, suggesting the therapeutic potential of
transgelin-2 in T-cell immunotherapy (Jeon et al., 2018).

A recent study reported a new function of transgelin-
2 in the pathogenesis of asthma, revealing transgelin-2 as
a therapeutic target for asthmatic pulmonary resistance (Yin
et al, 2018). Transgelin-2 is involved in the relaxation of
the myosin cytoskeleton of the airway smooth muscle cells
(ASMCs). Authors demonstrated that transgelin-2 can trigger an
intracellular signaling pathway leading to the dephosphorylation
of myosin light chain and relaxation of the myosin cytoskeleton
(Yin et al,, 2018). Interestingly, TSG12, a specific agonist of
trasngelin-2, could reduce pulmonary resistance in asthma (Yin
et al,, 2018). Their works are particularly interesting because the
TSG12 can be applied to the activation of transgelin-2 function
in immune cells, as it may also control the adhesion of T cells
to the target cancer cells, thereby potentiating antitumor activity.
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However, since the signaling pathways triggered by transgelin-2
in T cells are likely to be different from ASMCs (Na et al., 2015;
Yin et al., 2018), further careful approach will be needed.

Because the expression of transgelin-2 is significantly
upregulated in macrophages (Kim et al., 2017), we speculate that
transgelin-2 function may be more important for professional
APC-based cancer immunotherapy. Although the upregulation
of transgelin-2 in cytotoxic T cells potentiates their cytotoxic
activity, it does not increase the number of T-cell pools that
selectively recognize cancer antigens. However, the potentiation
of APC function can trigger the clonal expansion of T cells.
Therefore, it will be interesting to develop strategies to increase
the expression of transgelin-2 in professional APCs. In our
previous work, we found that, in macrophages, transgelin-
2 is only minimally expressed by stimulation with interferon
(IEN)-y, but it is dramatically induced by LPS (Kim et al,
2017). Although LPS is a potent adjuvant, it is too toxic to
be safely applied in human vaccines. However, an exogenously
transduced transgelin-2 peptide may enhance APC functions to
increase cognate T-cell adhesion, followed by T-cell activation
and clonal expansion. It will be interesting to test whether
previously developed protein transduction domain (PTD)-tagged
transgelin-2 protein (TG2P), which is easier and faster to
transduce into primary cells (Jeon et al.,, 2018), may potentiate
cancer immunotherapy based on DCs. It also will be of
interest to investigate whether any substances can selectively
induce transgelin-2 similarly to LPS-treated macrophages. Taken
together, current results strongly suggest that transgelin-2
is an interesting and promising target molecule by which
immunity can be upregulated in response to infectious and
neoplastic diseases.

Because transgelin-2 expression contributes to cancer
development, resistance, and metastasis (Yin et al., 2019),
transgelin-2 is a potential target protein for anticancer therapy.
Along this line, there are reports that salvianolic acid A (SAA),
a natural compound extracted from Salvia miltiorrhiza, reverses
the paclitaxel resistance and migration and invasion abilities of
MCEF-7 breast cancer cells by inactivating transgelin-2 (Cai et al.,
2014b; Zheng et al., 2015). Additionally, transgelin-2 (Tagln2)
is a direct molecular target of the potential tumor suppressor
microRNAs miR-1 and miR-133a/b (Nohata et al.,, 2011a,b;
Yoshino et al., 2011; Kawakami et al., 2012; Moriya et al., 2012;
Du et al., 2016). Although it is still unclear, phosphorylation of
transgelin-2 is also related to the cellular motility and oncogenic
transformation of cells (Leung et al., 2011; Sun et al, 2018).
Transgelin-2 has potential phosphorylation sites at Serine (S)11,
S83, S94, S145, S155, S163, and S185 (Leung et al.,, 2011). It
has been shown that KRAS mutation in pancreatic ductal
adenocarcinoma (PDAC) induces transgelin-2 expression via
ERK activation (Sun et al., 2018). Interestingly, ERK2 interacts
with transgelin-2 and subsequently phosphorylates the S145
residue of transgelin-2, which plays important roles in cell
proliferation and tumorigenesis of PDAC (Sun et al,, 2018).
Transgelin-2 is also known to be phosphorylated at S83 and
$163 residues via PFTK1, a cdc2-related serine/threonine protein
kinase that has been shown to confer cell migratory properties
in hepatocellular carcinoma (HCC) (Leungetal,2011).
Interestingly, phosphorylation at S$83 and S163 by PFTKI1

inhibits physical interaction of transgelin-2 to actin, which
results in enhanced HCC cell motility (Leung et al., 2011). Thus,
inhibition of transgelin-2 phosphorylation could be a potentially
effective strategy for cancer treatment. Although more aggressive
studies are needed, if transgelin-2 in the nucleus controls
cancer cell growth, exogenous treatment of cancer cells with
cell-permeable transgelin-2, instead of reducing its expression by
miRNAs, may help treat some cancers.

CONCLUDING REMARKS

Although transgelin-2 is constitutively expressed in lymphocytes
(Na et al, 2015), its expression is significantly upregulated
under inflammatory conditions such as bacterial infection (Na
et al., 2016; Kim et al., 2017). This upregulation suggests that
the activity of transgelin-2 in immune cells is essential during
host defense against infectious agents or neoplastic disease.
However, because tumor microenvironments are typically
immunosuppressive due to the dominant populations of
malignant cells, stroma, and regulatory T cells, immunologically
suppressed effector cells in the tumor microenvironment
may express low levels of transgelin-2. Thus, an exogenous
supplement of cell-permeable transgelin-2 in immune effector
cells such as cytotoxic T cells and DCs may enhance their
anticancer activities. Interestingly, however, transgelin-2 is also
crucial for the induction of malignancy, metastasis, and invasion
of cancer cells (Meng et al., 2017). In contrast to transgelin-
2 expression in immune cells, its expression in cancer cells
is upregulated by hypoxia (Kim LG. et al, 2018) or TGF-f
(Yuetal., 2008), i.e., conditions that suppress immune activity.
Thus, to some extent, shifting the tumor microenvironment from
immunosuppressive to inflammatory may provide a therapeutic
advantage for transgelin-2-associated cancer treatment (Qu et al.,
2018). Compared with transgelin-1, however, because transgelin-
2 is dominantly restricted to cancer cells (Dvorakova et al,
2014), the strategy that selectively targets transgelin-2, instead
of targeting the cytoskeleton itself, may diminish the potentially
toxic side effects of cytoskeletal-directed cancer therapeutics
(Trendowski, 2014). In the future, new strategies or methods that
selectively control the expression or suppression of transgelin-2
in immune cells and cancer cells may help treat transgelin-2-
associated cancers.

AUTHOR CONTRIBUTIONS

H-RK and J-SP wrote and created the figures. HK and FY
supported the data. C-DJ wrote and finalized the review.
All authors contributed to the article and approved the
submitted version.

FUNDING

This work was supported by the Creative Research Initiative
Program (2015R1A3A2066253) and the Bio and Medical
Technology Development Program (2020M3A9G3080281)

Frontiers in Cell and Developmental Biology | www.frontiersin.org

April 2021 | Volume 9 | Article 606149


https://www.frontiersin.org/journals/cell-and-developmental-biology
https://www.frontiersin.org/
https://www.frontiersin.org/journals/cell-and-developmental-biology#articles

Kim et al.

Transgelin-2 in Immunity and Cancer

through National Research Foundation (NRF) grants funded
by the Ministry of Science and ICT (MSIT), the Basic Science
Program (2019R1C1C1009570) through National Research
Foundation (NRF) grants funded by the Ministry of Education,

REFERENCES

Ali, N. A, McKay, M. J., and Molloy, M. P. (2010). Proteomics of Smad4 regulated
transforming growth factor-beta signalling in colon cancer cells. Mol. Biosyst. 6,
2332-2338. doi: 10.1039/c0mb00016g

Andrews, T., and Sullivan, K. E. (2003). Infections in patients with inherited defects
in phagocytic function. Clin. Microbiol. Rev. 16, 597-621. doi: 10.1128/CMR.16.
4.597-621.2003

Assinder, S. J., Stanton, J.-A. L. A., and Prasad, P. D. (2009). Transgelin: an actin-
binding protein and tumour suppressor. Int. J. Biochem. Cell Biol. 41, 482-486.
doi: 10.1016/j.biocel.2008.02.011

Cai, J., Chen, S., Zhang, W., Hu, S, Lu, J., Xing, J., et al. (2014a). Paconol reverses
paclitaxel resistance in human breast cancer cells by regulating the expression
of transgelin 2. Phytomedicine 21, 984-991. doi: 10.1016/j.phymed.2014.
02.012

Cai, J., Chen, S., Zhang, W., Zheng, X., Hu, S., Pang, C,, et al. (2014b). Salvianolic
acid a reverses paclitaxel resistance in human breast cancer MCF-7 cells via
targeting the expression of transgelin 2 and attenuating PI3 K/Akt pathway.
Phytomedicine 21, 1725-1732. doi: 10.1016/j.phymed.2014.08.007

Camoretti-Mercado, B., Forsythe, S. M., LeBeau, M. M., Espinosa, R., Vieira, J. E.,
Halayko, A. J., et al. (1998). Expression and cytogenetic localization of the
human SM22 gene (TAGLN). Genomics 49, 452-457. doi: 10.1006/geno.1998.
5267

Castresana, J., and Saraste, M. (1995). Does Vav bind to F-actin through a CH
domain? FEBS Lett. 374, 149-151. doi: 10.1016/0014-5793(95)01098-Y

Chaussepied, P., and Kasprzak, A. A. (1989). Change in the actin-myosin
subfragment 1 interaction during actin polymerization. J. Biol. Chem. 264,
20752-20759.

Chen, C. L, Chung, T., Wu, C. C, Ng, K. F,, Yu, J. S,, Tsai, C. H,, et al. (2015).
Comparative tissue proteomics of microdissected specimens reveals novel
candidate biomarkers of bladder cancer. Mol. Cell. Proteom. 14, 2466-2478.
doi: 10.1074/mcp.M115.051524

Chen, Y., Xie, X., and Cheng, Q. (2004). cDNA microarray analysis of gene
expression in acquired methotrexate-resistant of human choriocarcinoma.
Zhonghua Fu Chan Ke Za Zhi 39, 396-399.

Clucas, J., and Valderrama, F. (2014). ERM proteins in cancer progression. J. Cell
Sci. 127, 267-275. doi: 10.1242/jcs.170027

Cohen, J. (2002). The immunopathogenesis of sepsis. Nature 420, 885-891. doi:
10.1038/nature01326

Depaz, I. M., and Wilce, P. A. (2006). The novel cytoskeleton-associated protein
neuronal protein 22: elevated expression in the developing rat brain. Brain Res.
1081, 59-64. doi: 10.1016/j.brainres.2006.01.126

Dhiraj, Y., and Lowenfels, A. B. (2013). The epidemiology of pancreatitis and
pancreatic Cancer. Gastroenterology 144, 1252-1261.

Dorner, T., Jacobi, A. M., Lee, J., and Lipsky, P. E. (2011). Abnormalities of B cell
subsets in patients with systemic lupus erythematosus. J. Immunol. Methods
363, 187-197. doi: 10.1016/j.jim.2010.06.009

Du, Y. Y., Zhao, L. M., Chen, L., Sang, M. X, Li, J., Ma, M., et al. (2016). The
tumor-suppressive function of miR-1 by targeting LASP1 and TAGLN2 in
esophageal squamous cell carcinoma. J. Gastroenterol. Hepatol. 31, 384-393.
doi: 10.1111/jgh.13180

Dustin, M. L. (2008a). Hunter to gatherer and back: immunological synapses and
kinapses as variations on the theme of amoeboid locomotion. Annu. Rev. Cell
Dev. Biol. 24, 577-596. doi: 10.1146/annurev.cellbio.24.110707.175226

Dustin, M. L. (2008b). T-cell activation through immunological synapses and
kinapses. Immunol. Rev. 221, 77-89. doi: 10.1111/j.1600-065X.2008.00589.x

Dustin, M. L. (2014). The immunological synapse. Cancer Immunol. Res. 2,
1023-1034. doi: 10.1158/2326-6066.CIR-14-0161

Dustin, M. L., and Cooper, J. A. (2000). The immunological synapse and the actin
cytoskeleton: molecular hardware for T cell signaling. Nat. Immunol. 1, 23-29.
doi: 10.1038/76877

the National R&D Program for Cancer Control, Ministry for
Health and Welfare (1911264), and supported by GIST Research
Institute (GRI) IBBR grant funded by the GIST in 2020,
South Korea.

Dvorakova, M., Nenutil, R., and Bouchal, P. (2014). Transgelins, cytoskeletal
proteins implicated in different aspects of cancer development. Expert Rev.
Proteomics 11, 149-165. doi: 10.1586/14789450.2014.860358

Egelman, E. H. (2000). A robust algorithm for the reconstruction of helical
filaments using single-particle methods. Ultramicroscopy 85, 225-234. doi: 10.
1016/S0304-3991(00)00062-60

Falahzadeh, K., Banaei-Esfahani, A., and Shahhoseini, M. (2015). The potential
roles of actin in the nucleus. Cell J. 17, 7-14. doi: 10.22074/cellj.2015.507

Fisher, P. J,, Bulur, P. A, Vuk-Pavlovic, S., Prendergast, F. G., Dietz, A. B,
Doc, S. V. C,, et al. (2008). Dendritic cell microvilli — a novel membrane
structure associated with the multifocal synapse and T cell clustering. Blood 112,
5037-5046. doi: 10.1182/blood-2008-04-149526

Francés, R,, Tumang, J. R., Kaku, H., Gurdak, S. M., and Rothstein, T. L. (2006).
B-1 cells express transgelin 2: unexpected lymphocyte expression of a smooth
muscle protein identified by proteomic analysis of peritoneal B-1 cells. Mol.
Immunol. 43, 2124-2129. doi: 10.1016/j.molimm.2005.12.011

Fritzsche, M., Fernandes, R. A., Chang, V. T, Colin-York, H., Clausen, M. P., Felce,
J. H., et al. (2017). Cytoskeletal actin dynamics shape a ramifying actin network
underpinning immunological synapse formation. Sci. Adv. 3, €1603032. doi:
10.1126/sciadv.1603032

Fu, Y., Liu, H. W, Forsythe, S. M., Kogut, P., McConville, J. F., Halayko, A. ., et al.
(2000). Mutagenesis analysis of human SM22: characterization of actin binding.
J. Appl. Physiol. 89, 1985-1990. doi: 10.1152/jappl.2000.89.5.1985

Galkin, V. E,, Orlova, A., VanLoock, M. S., Zhou, D., Galdn, J. E., and Egelman,
E. H. (2002). The bacterial protein SipA polymerizes G-actin and mimics
muscle nebulin. Nat. Struct. Biol. 9, 518-521. doi: 10.1038/nsb811

Ge, P., Durer, Z. A. O., Kudryashov, D., Zhou, Z. H., and Reisler, E. (2014). Cryo-
EM reveals different coronin binding modes for ADP- and ADP-BeFx actin
filaments. Nat. Struct. Mol. Biol. 21, 1075-1081. doi: 10.1038/nsmb.2907

Gez, S., Crossett, B., and Christopherson, R. I. (2007). Differentially expressed
cytosolic proteins in human leukemia and lymphoma cell lines correlate with
lineages and functions. Biochim. Biophys. Acta - Proteins Proteomics 1774,
1173-1183. doi: 10.1016/j.bbapap.2007.06.011

Gimona, M., Djinovic-Carugo, K., Kranewitter, W. J., and Winder, S. J. (2002).
Functional plasticity of CH domains. FEBS Lett. 513, 98-106. doi: 10.1016/
$0014-5793(01)03240-3249

Gimona, M., Kaverina, I, Resch, G. P., Vignal, E., and Burgstaller, G. (2003).
Calponin repeats regulate actin filament stability and formation of podosomes
in smooth muscle cells. Mol. Biol. Cell 14, 2482-2491. doi: 10.1091/mbc.E02

Gimona, M., and Mital, R. (1998). The single CH domain of calponin is neither
sufficient nor necessary for F-actin binding. J. Cell Sci. 111, 1813-1821.

Glenney, J. R., Kaulfus, P., and Weber, K. (1981). F-actin binding and bundling
properties of fimbrin, a major cytoskeletal protein of microvillus core filaments.
] Biol Chem 256, 9283-9288.

Gordon-Alonso, M., Sala-Valdés, M., Rocha-Perugini, V., Pérez-Hernandez, D.,
Lopez-Martin, S., Ursa, A., et al. (2012). EWI-2 association with a-Actinin
regulates T cell immune synapses and HIV viral infection. J. Immunol. 189,
689-700. doi: 10.4049/jimmunol.1103708

Higashide, W., Dai, S., Hombs, V. P., and Zhou, D. (2002). Involvement of SipA in
modulating actin dynamics during Salmonella invasion into cultured epithelial
cells. Cell. Microbiol. 4, 357-365. doi: 10.1046/j.1462-5822.2002.00196.x

Huang, J., Sheng, H. H., Shen, T., Hu, Y. J, Xiao, H. S, Zhang, Q.,
et al. (2006). Correlation between genomic DNA copy number alterations
and transcriptional expression in hepatitis B virus-associated hepatocellular
carcinoma. FEBS Lett. 580, 3571-3581. doi: 10.1016/j.febslet.2006.05.032

Huang, Q., Huang, Q., Chen, W., Wang, L., Lin, W,, Lin, J, et al. (2008).
Identification of transgelin as a potential novel biomarker for gastric
adenocarcinoma based on proteomics technology. J. Cancer Res. Clin. Oncol.
134, 1219-1227. doi: 10.1007/s00432-008-0398-y

Jeon, B.-N., Kim, H.-R., Chung, Y. S., Na, B.-R,, Park, H., Hong, C, et al.
(2018). Actin stabilizer TAGLN2 potentiates adoptive T cell therapy by boosting

Frontiers in Cell and Developmental Biology | www.frontiersin.org

April 2021 | Volume 9 | Article 606149


https://doi.org/10.1039/c0mb00016g
https://doi.org/10.1128/CMR.16.4.597-621.2003
https://doi.org/10.1128/CMR.16.4.597-621.2003
https://doi.org/10.1016/j.biocel.2008.02.011
https://doi.org/10.1016/j.phymed.2014.02.012
https://doi.org/10.1016/j.phymed.2014.02.012
https://doi.org/10.1016/j.phymed.2014.08.007
https://doi.org/10.1006/geno.1998.5267
https://doi.org/10.1006/geno.1998.5267
https://doi.org/10.1016/0014-5793(95)01098-Y
https://doi.org/10.1074/mcp.M115.051524
https://doi.org/10.1242/jcs.170027
https://doi.org/10.1038/nature01326
https://doi.org/10.1038/nature01326
https://doi.org/10.1016/j.brainres.2006.01.126
https://doi.org/10.1016/j.jim.2010.06.009
https://doi.org/10.1111/jgh.13180
https://doi.org/10.1146/annurev.cellbio.24.110707.175226
https://doi.org/10.1111/j.1600-065X.2008.00589.x
https://doi.org/10.1158/2326-6066.CIR-14-0161
https://doi.org/10.1038/76877
https://doi.org/10.1586/14789450.2014.860358
https://doi.org/10.1016/S0304-3991(00)00062-60
https://doi.org/10.1016/S0304-3991(00)00062-60
https://doi.org/10.22074/cellj.2015.507
https://doi.org/10.1182/blood-2008-04-149526
https://doi.org/10.1016/j.molimm.2005.12.011
https://doi.org/10.1126/sciadv.1603032
https://doi.org/10.1126/sciadv.1603032
https://doi.org/10.1152/jappl.2000.89.5.1985
https://doi.org/10.1038/nsb811
https://doi.org/10.1038/nsmb.2907
https://doi.org/10.1016/j.bbapap.2007.06.011
https://doi.org/10.1016/S0014-5793(01)03240-3249
https://doi.org/10.1016/S0014-5793(01)03240-3249
https://doi.org/10.1091/mbc.E02
https://doi.org/10.4049/jimmunol.1103708
https://doi.org/10.1046/j.1462-5822.2002.00196.x
https://doi.org/10.1016/j.febslet.2006.05.032
https://doi.org/10.1007/s00432-008-0398-y
https://www.frontiersin.org/journals/cell-and-developmental-biology
https://www.frontiersin.org/
https://www.frontiersin.org/journals/cell-and-developmental-biology#articles

Kim et al.

Transgelin-2 in Immunity and Cancer

the inside-out costimulation via lymphocyte function-associated antigen-1.
Oncoimmunology 7:¢1500674. doi: 10.1080/2162402X.2018.1500674

Jie, C., Watanabe, M., Huang, P., Sakguch, M., Ochia, K., Nasu, Y., et al. (2009).
REIC/Dkk-3 stable transfection reduces the malignant phenotype of mouse
prostate cancer RM9 cells. Int. J. Mol. Med. 24, 789-794. doi: 10.3892/ijmm

Jin, H., Cheng, X., Pei, Y., Fu, J., Lyu, Z., Peng, H., et al. (2016). Identification
and verification of transgelin-2 as a potential biomarker of tumor-derived lung-
cancer endothelial cells by comparative proteomics. J. Proteomics 136, 77-88.
doi: 10.1016/j.jprot.2015.12.012

Jo, S., Kim, H. R., Mun, Y. V,, and Jun, C. D. (2018). Transgelin-2 in immunity:
its implication in cell therapy. J. Leukoc. Biol. 104, 903-910. doi: 10.1002/JLB.
MRI1117-470R

Kawahara, R., Bollinger, J. G., Rivera, C., Ribeiro, A. C. P, Brandao, T. B., Leme,
A. F. P, et al. (2016). A targeted proteomic strategy for the measurement of
oral cancer candidate biomarkers in human saliva. Proteomics 16, 159-173.
doi: 10.1002/pmic.201500224

Kawakami, K., Enokida, H., Chiyomaru, T., Tatarano, S., Yoshino, H., Kagara, I,
et al. (2012). The functional significance of miR-1 and miR-133a in renal cell
carcinoma. Eur. J. Cancer 48, 827-836. doi: 10.1016/j.ejca.2011.06.030

Keshamouni, V. G., Michailidis, G., Grasso, C. S., Anthwal, S., Strahler,
J. R, Walker, A., et al. (2006). Differential protein expression profiling by
iTRAQ-2DLC-MS/MS of lung cancer cells undergoing epithelial-mesenchymal
transition reveals a migratory/invasive phenotype. J. Proteome Res. 5, 1143
1154. doi: 10.1021/pr050455t

Kim, H.-R., Kwon, M.-S., Lee, S., Mun, Y., Lee, K.-S., Kim, C.-H., et al. (2018).
TAGLN?2 polymerizes G-actin in a low-ionic state but blocks Arp2/3-nucleated
actin branching in a physiologic condition. Sci. Rep. 8, 5503-5518. doi: 10.1038/
541598-018-23816-23812

Kim, I. G, Lee, J. H., Kim, S. Y., Hwang, H. M., Kim, T. R, and Cho, E. W. (2018).
Hypoxia-inducible transgelin 2 selects epithelial-to-mesenchymal transition
and y-radiation-resistant subtypes by focal adhesion kinase-associated insulin-
like growth factor 1 receptor activation in non-small-cell lung cancer cells.
Cancer Sci. 109, 3519-3531. doi: 10.1111/cas.13791

Kim, H.-R,, Lee, H.-S., Lee, K.-S., Jung, I. D., Kwon, M.-S., Kim, C.-H., et al. (2017).
An essential role for TAGLN?2 in phagocytosis of lipopolysaccharide-activated
macrophages. Sci. Rep. 7, 8731-8744. doi: 10.1038/s41598-017-09144-x

Kiso, K., Yoshifuji, H., Oku, T., Hikida, M., Kitagori, K., Hirayama, Y., et al. (2017).
Transgelin-2 is upregulated on activated B-cells and expressed in hyperplastic
follicles in lupus erythematosus patients. PLoS One 12:¢0184738. doi: 10.1371/
journal.pone.0184738

Kranewitter, W. J., Ylanne, J., and Gimona, M. (2001). UNC-87 Is an Actin-
bundling Protein. J. Biol. Chem. 276, 6306-6312. doi: 10.1074/jbc.M009561200

Le Clainche, C., and Drubin, D. G. (2004). Actin lessons from pathogens. Mol. Cell
13, 453-454. doi: 10.1016/S1097-2765(04)00088-87

Leung, W. K. C,, Ching, A. K. K,, Chan, A. W. H,, Poon, T. C. W., Mian, H,,
Wong, A. S. T,, et al. (2011). A novel interplay between oncogenic PFTK1
protein kinase and tumor suppressor TAGLN2 in the control of liver cancer
cell motility. Oncogene 30, 4464-4475. doi: 10.1038/0nc.2011.161

Li, M., Li, S., Lou, Z,, Liao, X., Zhao, X., Meng, Z., et al. (2008). Crystal structure of
human transgelin. J. Struct. Biol. 162, 229-236. doi: 10.1016/j.jsb.2008.01.005

Lilic, M., Galkin, V. E., Orlova, A., VanLoock, M. S., Egelman, E. H., and
Stebbins, C. E. (2003). Salmonella SipA polymerizes actin by stapling filaments
with nonglobular protein arms. Science 301, 1918-1921. doi: 10.1126/science.
1088433

Lin, H.,, Chen, Q. L., Wang, X. Y., Han, W., He, T. Y., Yan, D., et al. (2013).
Clinical significance of pituitary tumor transforming gene 1 and transgelin-
2 in pancreatic cancer. Int. J. Immunopathol. Pharmacol. 26, 147-156. doi:
10.1177/039463201302600114

Matsui, T. S., Ishikawa, A., and Deguchi, S. (2018). Transgelin-1 (SM22a) interacts
with actin stress fibers and podosomes in smooth muscle cells without using its
actin binding site. Biochem. Biophys. Res. Commun. 505, 879-884. doi: 10.1016/
j.bbrc.2018.09.176

Maul, R. S, Song, Y., Amann, K. J., Gerbin, S. C, Pollard, T. D., and Chang,
D. D. (2003). EPLIN regulates actin dynamics by cross-linking and stabilizing
filaments. J. Cell Biol. 160, 399-407. doi: 10.1083/jcb.200212057

McCullough, B. R., Grintsevich, E. E., Chen, C. K., Kang, H., Hutchison, A. L.,
Henn, A, et al. (2011). Cofilin-linked changes in actin filament flexibility
promote severing. Biophys. J. 101, 151-159. doi: 10.1016/j.bp;j.2011.05.049

McGhie, E. J., Hayward, R. D., and Koronakis, V. (2001). Cooperation between
actin-binding proteins of invasive Salmonella: SipA potentiates SipC nucleation
and bundling of actin. EMBO J. 20, 2131-2139. doi: 10.1093/emboj/20.
9.2131

Meng, T., Liu, L, Hao, R., Chen, S., and Dong, Y. (2017). Transgelin-2: a
potential oncogenic factor. Tumor Biol. 39:101042831770265. doi: 10.1177/
1010428317702650

Mok, C. C,, and Lau, C. S. (2003). Pathogenesis of systemic lupus erythematosus.
J. Clin. Pathol. 56, 481-490. doi: 10.1136/jcp.56.7.481

Morgan, K. G., and Gangopadhyay, S. S. (2001). Cross-bridge regulation by thin
filament-associated proteins. J. Appl. Physiol. 91, 953-961. doi: 10.1152/jappl.
2001.91.3.1438

Mori, K., Muto, Y., Kokuzawa, J., Yoshioka, T., Yoshimura, S., Iwama, T., et al.
(2004). Neuronal protein NP25 interacts with F-actin. Neurosci. Res. 48, 439-
446. doi: 10.1016/j.neures.2003.12.012

Moriya, Y., Nohata, N., Kinoshita, T., Mutallip, M., Okamoto, T., Yoshida, S.,
et al. (2012). Tumor suppressive microRNA-133a regulates novel molecular
networks in lung squamous cell carcinoma. J. Hum. Genet. 57, 38-45. doi:
10.1038/jhg.2011.126

Na, B. R,, and Jun, C. D. (2015). TAGLN2-mediated actin stabilization at the
immunological synapse: implication for cytotoxic T cell control of target cells.
BMB Rep. 48, 369-370. doi: 10.5483/BMBRep.2015.48.7.132

Na, B.-R., Kim, H.-R., Piragyte, I., Oh, H.-M., Kwon, M.-S., Akber, U., et al. (2015).
TAGLN2 regulates T cell activation by stabilizing the actin cytoskeleton at
the immunological synapse. J. Cell Biol. 209, 143-162. doi: 10.1083/jcb.2014
07130

Na, B.-R., Kwon, M.-S., Chae, M.-W., Kim, H.-R., Kim, C.-H., Jun, C.-D., et al.
(2016). Transgelin-2 in B cells controls T-cell activation by stabilizing T cell - B
cell conjugates. PLoS One 11:¢0156429. doi: 10.1371/journal.pone.0156429

Nohata, N., Hanazawa, T., Kikkawa, N., Sakurai, D., Sasaki, K., Chiyomaru, T.,
et al. (2011a). Identification of novel molecular targets regulated by tumor
suppressive miR-1/miR-133a in maxillary sinus squamous cell carcinoma. Int.
J. Oncol. 39, 1099-1107. doi: 10.3892/ijo.2011.1096

Nohata, N., Sone, Y., Hanazawa, T., Fuse, M., Kikkawa, N., Yoshino, H., et al.
(2011b). miR-1 as a tumor suppressive microRNA targeting TAGLN2 in
head and neck squamous cell carcinoma. Oncotarget 2, 29-42. doi: 10.18632/
oncotarget.213

Olson, M. F., and Sahai, E. (2009). The actin cytoskeleton in cancer cell motility.
Clin. Exp. Metastasis 26, 273-287. doi: 10.1007/s10585-008-9174-9172

Pearlstone, J. R., Weber, M., Lees-Miller, J. P., Carpenter, M. R., and Smillie, L. B.
(1987). Amino acid sequence of chicken gizzard smooth muscle SM22 alpha.
J. Biol. Chem. 262, 5985-5991.

Percipalle, P., and Vartiainen, M. (2019). Cytoskeletal proteins in the cell nucleus:
a special nuclear actin perspective. Mol. Biol. Cell 30, 1781-1785. doi: 10.1091/
mbc.E18-10-0645

Piragyte, I, and Jun, C.-D. (2012). Actin engine in immunological synapse.
Immune Netw. 12, 71-83. doi: 10.4110/in.2012.12.3.71

Qu, X, Tang, Y., and Hua, S. (2018). Immunological approaches towards cancer
and inflammation: a cross talk. Front. Immunol. 9:563. doi: 10.3389/fimmu.
2018.00563

Rho, J. H., Roehrl, M. H. A, and Wang, J. Y. (2009). Tissue proteomics reveals
differential and compartment-specific expression of the homologs transgelin
and transgelin-2 in lung adenocarcinoma and its stroma. J. Proteome Res. 8,
5610-5618. doi: 10.1021/pr900705r

Ritter, A. T., Angus, K. L., and Griffiths, G. M. (2013). The role of the cytoskeleton
at the immunological synapse. Immunol. Rev. 256, 107-117. doi: 10.1111/imr.
12117

Shapland, C., Hsuan, J. J., Totty, N. F., and Lawson, D. (1993). Purification and
properties of transgelin: a transformation and shape change sensitive actin-
gelling protein. J. Cell Biol. 121, 1065-1073. doi: 10.1083/jcb.121.5.1065

Sharma, S., Ray, S., Mukherjee, S., Moiyadi, A., Sridhar, E., and Srivastava, S. (2015).
Multipronged quantitative proteomic analyses indicate modulation of various
signal transduction pathways in human meningiomas. Proteomics 15, 394-407.
doi: 10.1002/pmic.201400328

Shields, J. M., Rogers-Graham, K., and Der, C. J. (2002). Loss of transgelin in breast
and colon tumors and in RIE-1 cells by Ras deregulation of gene expression
through Raf-independent pathways. J. Biol. Chem. 277, 9790-9799. doi: 10.
1074/jbc.M110086200

Frontiers in Cell and Developmental Biology | www.frontiersin.org

April 2021 | Volume 9 | Article 606149


https://doi.org/10.1080/2162402X.2018.1500674
https://doi.org/10.3892/ijmm
https://doi.org/10.1016/j.jprot.2015.12.012
https://doi.org/10.1002/JLB.MR1117-470R
https://doi.org/10.1002/JLB.MR1117-470R
https://doi.org/10.1002/pmic.201500224
https://doi.org/10.1016/j.ejca.2011.06.030
https://doi.org/10.1021/pr050455t
https://doi.org/10.1038/s41598-018-23816-23812
https://doi.org/10.1038/s41598-018-23816-23812
https://doi.org/10.1111/cas.13791
https://doi.org/10.1038/s41598-017-09144-x
https://doi.org/10.1371/journal.pone.0184738
https://doi.org/10.1371/journal.pone.0184738
https://doi.org/10.1074/jbc.M009561200
https://doi.org/10.1016/S1097-2765(04)00088-87
https://doi.org/10.1038/onc.2011.161
https://doi.org/10.1016/j.jsb.2008.01.005
https://doi.org/10.1126/science.1088433
https://doi.org/10.1126/science.1088433
https://doi.org/10.1177/039463201302600114
https://doi.org/10.1177/039463201302600114
https://doi.org/10.1016/j.bbrc.2018.09.176
https://doi.org/10.1016/j.bbrc.2018.09.176
https://doi.org/10.1083/jcb.200212057
https://doi.org/10.1016/j.bpj.2011.05.049
https://doi.org/10.1093/emboj/20.9.2131
https://doi.org/10.1093/emboj/20.9.2131
https://doi.org/10.1177/1010428317702650
https://doi.org/10.1177/1010428317702650
https://doi.org/10.1136/jcp.56.7.481
https://doi.org/10.1152/jappl.2001.91.3.1438
https://doi.org/10.1152/jappl.2001.91.3.1438
https://doi.org/10.1016/j.neures.2003.12.012
https://doi.org/10.1038/jhg.2011.126
https://doi.org/10.1038/jhg.2011.126
https://doi.org/10.5483/BMBRep.2015.48.7.132
https://doi.org/10.1083/jcb.201407130
https://doi.org/10.1083/jcb.201407130
https://doi.org/10.1371/journal.pone.0156429
https://doi.org/10.3892/ijo.2011.1096
https://doi.org/10.18632/oncotarget.213
https://doi.org/10.18632/oncotarget.213
https://doi.org/10.1007/s10585-008-9174-9172
https://doi.org/10.1091/mbc.E18-10-0645
https://doi.org/10.1091/mbc.E18-10-0645
https://doi.org/10.4110/in.2012.12.3.71
https://doi.org/10.3389/fimmu.2018.00563
https://doi.org/10.3389/fimmu.2018.00563
https://doi.org/10.1021/pr900705r
https://doi.org/10.1111/imr.12117
https://doi.org/10.1111/imr.12117
https://doi.org/10.1083/jcb.121.5.1065
https://doi.org/10.1002/pmic.201400328
https://doi.org/10.1074/jbc.M110086200
https://doi.org/10.1074/jbc.M110086200
https://www.frontiersin.org/journals/cell-and-developmental-biology
https://www.frontiersin.org/
https://www.frontiersin.org/journals/cell-and-developmental-biology#articles

Kim et al.

Transgelin-2 in Immunity and Cancer

Shih, C. (1993). Nebulin as an actin zipper: a two-module nebulin fragment
promotes actin nucleation and stabilizes actin filaments. J. Biol. Chem. 268,
20327-20334.

Shinomiya, H. (2012). Plastin family of actin-bundling proteins: its functions in
leukocytes, neurons, intestines, and cancer. Int. J. Cell Biol. 2012:213492. doi:
10.1155/2012/213492

Sol, A., Blotnick, E., Bachrach, G., and Muhlrad, A. (2012). LL-37 induces
polymerization and bundling of actin and affects actin structure. PLoS One
7:¢50078. doi: 10.1371/journal.pone.0050078

Stevenson, R. P., Veltman, D., and Machesky, L. M. (2012). Actin-bundling
proteins in cancer progression at a glance. J. Cell Sci. 125, 1073-1079. doi:
10.1242/jcs.093799

Stokes, D. L., and DeRosier, D. J. (1991). Growth conditions control the size and
order of actin bundles in vitro. Biophys. J. 59, 456-465. doi: 10.1016/S0006-
3495(91)82239-82231

Sun, Y., Peng, W., He, W., Luo, M., Chang, G., Shen, J., et al. (2018). Transgelin-
2 is a novel target of KRAS-ERK signaling involved in the development of
pancreatic cancer. J. Exp. Clin. Cancer Res. 37:166. doi: 10.1186/s13046-018-
0818-z

Thompson, O., Moghraby, J. S., Ayscough, K. R., and Winder, S. J. (2012).
Depletion of the actin bundling protein SM22/transgelin increases actin
dynamics and enhances the tumourigenic phenotypes of cells. BMC Cell Biol.
13:1. doi: 10.1186/1471-2121-13-11

Trendowski, M. (2014). Exploiting the cytoskeletal filaments of neoplastic cells to
potentiate a novel therapeutic approach. Biochim. Biophys. Acta - Rev. Cancer
1846, 599-616. doi: 10.1016/j.bbcan.2014.09.007

Valentin-Ranc, C., Combeau, C., Carlier, M. F., and Pantaloni, D. (1991). Myosin
subfragment-1 interacts with two G-actin molecules in the absence of ATP.
J. Biol. Chem. 266, 17872-17879.

Van Audenhove, 1., Debeuf, N., Boucherie, C., and Gettemans, J. (2015). Fascin
actin bundling controls podosome turnover and disassembly while cortactin
is involved in podosome assembly by its SH3 domain in THP-1 macrophages
and dendritic cells. Biochim. Biophys. Acta - Mol. Cell Res. 1853, 940-952.
doi: 10.1016/j.bbamcr.2015.01.003

Van der Flier, A., and Sonnenberg, A. (2001). Structural and functional aspects of
filamins. Biochim. Biophys. Acta - Mol. Cell Res. 1538, 99-117. doi: 10.1016/
S0167-4889(01)00072-76

Visa, N., and Percipalle, P. (2010). Nuclear functions of actin. Cold Spring Harb.
Perspect. Biol. 2:a000620. doi: 10.1101/cshperspect.a000620

Wan, M., van der Does, A. M., Tang, X,, Lindbom, L., Agerberth, B., and
Haeggstrom, J. Z. (2014). Antimicrobial peptide LL-37 promotes bacterial
phagocytosis by human macrophages. J. Leukoc. Biol. 95,971-981. doi: 10.1189/
j1b.0513304

Wang, W., Eddy, R., and Condeelis, J. (2007). The cofilin pathway in breast cancer
invasion and metastasis. Nat. Rev. Cancer 7, 429-440. doi: 10.1038/nrc2148

Wen, K.-K., Rubenstein, P. A., and DeMali, K. A. (2009). Vinculin nucleates
actin polymerization and modifies actin filament structure. J. Biol. Chem. 284,
30463-30473. doi: 10.1074/jbc.M109.021295

Weston, L., Coutts, A. S., and La Thangue, N. B. (2012). Actin nucleators in the
nucleus: an emerging theme. J. Cell Sci. 125, 3519-3527. doi: 10.1242/jcs.099523

Wu, X, Dong, L., Zhang, R, Ying, K, and Shen, H. (2014). Transgelin
overexpression in lung adenocarcinoma is associated with tumor progression.
Int. ]. Mol. Med. 34, 585-591. doi: 10.3892/ijmm.2014.1805

Waulfkuhle, J. D., Sgroi, D. C., Krutzsch, H., McLean, K., McGarvey, K., Knowlton,
M., et al. (2002). Proteomics of human breast ductal carcinoma in Situ. Cancer
Res. 62, 6740-6749.

Xiao, G., Xia, C, Yang, J.,, Liu, J., Du, H., Kang, X,, et al. (2014). MiR-133b
regulates the expression of the actin protein TAGLN2 during oocyte growth
and maturation: a potential target for infertility therapy. PLoS One 9:e100751.
doi: 10.1371/journal.pone.0100751

Xu, S. G, Yan, P. J,, and Shao, Z. M. (2010). Differential proteomic analysis of a
highly metastatic variant of human breast cancer cells using two-dimensional

differential gel electrophoresis. J. Cancer Res. Clin. Oncol. 136, 1545-1556.
doi: 10.1007/s00432-010-0812-810

Xu, X. C, Zhang, Y. H,, Zhang, W. B,, Li, T., Gao, H., and Wang, Y. H. (2014).
MicroRNA-133a functions as a tumor suppressor in gastric cancer. J. Biol. Regul.
Homeost. Agents 28, 615-624.

Yakabe, K., Murakami, A., Kajimura, T., Nishimoto, Y., Sueoka, K., Sato, S., et al.
(2016). Functional significance of transgelin-2 in uterine cervical squamous cell
carcinoma. J. Obstet. Gynaecol. Res. 42, 566-572. doi: 10.1111/jog.12935

Yang, L., Hong, Q., Xu, S. G., Kuang, X. Y., Du, G. H,, Luu, G. Y., et al. (2019).
Downregulation of transgelin 2 promotes breast cancer metastasis by activating
the reactive oxygen species/nuclear factor-kB signaling pathway. Mol. Med. Rep.
20, 4045-4058. doi: 10.3892/mmr.2019.10643

Yang, Z., Chang, Y. J., Miyamoto, H., Ni, J., Niu, Y., Chen, Z., et al. (2007).
Transgelin functions as a suppressor via inhibition of ARA54-enhanced
androgen receptor transactivation and prostate cancer cell growth. Mol.
Endocrinol. 21, 343-358. doi: 10.1210/me.2006-2104

Yin, L. M., Ulloa, L., and Yang, Y. Q. (2019). Transgelin-2: biochemical and clinical
implications in Cancer and Asthma. Trends Biochem. Sci. 44, 885-896. doi:
10.1016/j.tibs.2019.05.004

Yin, L. M., Xu, Y. D, Peng, L. L., Duan, T. T,, Liu, J. Y., Xu, Z., et al. (2018).
Transgelin-2 as a therapeutic target for asthmatic pulmonary resistance. Sci.
Transl. Med. 10:eaam8604. doi: 10.1126/scitranslmed.aam8604

Yoshida, A., Okamoto, N., Tozawa-Ono, A., Koizumi, H., Kiguchi, K., Ishizuka,
B., et al. (2013). Proteomic analysis of differential protein expression by brain
metastases of gynecological malignancies. Hum. Cell 26, 56-66. doi: 10.1007/
s13577-012-0053-54

Yoshihiko, Y., Matsumura, F., Lipscomb, M. W., Chou, P., Werlen, G., Burkhardt,
J. K., et al. (2011). Fascinl promotes cell migration of mature dendritic cells.
J. Immunol. 186, 2850-2859.

Yoshino, H., Chiyomaru, T., Enokida, H., Kawakami, K., Tatarano, S., Nishiyama,
K., et al. (2011). The tumour-suppressive function of miR-1 and miR-133a
targeting TAGLN?2 in bladder cancer. Br. J. Cancer 104, 808-818. doi: 10.1038/
bjc.2011.23

Yu, H., Konigshoff, M., Jayachandran, A., Handley, D., Seeger, W., Kaminski, N.,
etal. (2008). Transgelin is a direct target of TGF-B/Smad3-dependent epithelial
cell migration in lung fibrosis. FASEB J. 22, 1778-1789. doi: 10.1096/1j.07-
083857

Zhang, Y., Ye, Y., Shen, D., Jiang, K., Zhang, H., Sun, W., et al. (2010).
Identification of transgelin-2 as a biomarker of colorectal cancer by laser
capture microdissection and quantitative proteome analysis. Cancer Sci. 101,
523-529. doi: 10.1111/j.1349-7006.2009.01424.x

Zheng, X., Chen, S., Yang, Q., Cai, J., Zhang, W, You, H., et al. (2015). Salvianolic
acid a reverses the paclitaxel resistance and inhibits the migration and invasion
abilities of human breast cancer cells by inactivating transgelin 2. Cancer Biol.
Ther. 16, 1407-1414. doi: 10.1080/15384047.2015.1070990

Zhou, D. (1999). Role of the S. typhimurium actin-binding protein siPA in bacterial
internalization. Science 283, 2092-2095. doi: 10.1126/science.283.5410.2092

Zhou, H. M., Fang, Y. Y., Weinberger, P. M., Ding, L. L., Cowell, J. K., Hudson,
F.Z., etal. (2016). Transgelin increases metastatic potential of colorectal cancer
cells in vivo and alters expression of genes involved in cell motility. BMC Cancer
16:55. doi: 10.1186/s12885-016-2105-2108

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Copyright © 2021 Kim, Park, Karabulut, Yasmin and Jun. This is an open-access
article distributed under the terms of the Creative Commons Attribution License
(CC BY). The use, distribution or reproduction in other forums is permitted, provided
the original author(s) and the copyright owner(s) are credited and that the original
publication in this journal is cited, in accordance with accepted academic practice. No
use, distribution or reproduction is permitted which does not comply with these terms.

Frontiers in Cell and Developmental Biology | www.frontiersin.org

April 2021 | Volume 9 | Article 606149


https://doi.org/10.1155/2012/213492
https://doi.org/10.1155/2012/213492
https://doi.org/10.1371/journal.pone.0050078
https://doi.org/10.1242/jcs.093799
https://doi.org/10.1242/jcs.093799
https://doi.org/10.1016/S0006-3495(91)82239-82231
https://doi.org/10.1016/S0006-3495(91)82239-82231
https://doi.org/10.1186/s13046-018-0818-z
https://doi.org/10.1186/s13046-018-0818-z
https://doi.org/10.1186/1471-2121-13-11
https://doi.org/10.1016/j.bbcan.2014.09.007
https://doi.org/10.1016/j.bbamcr.2015.01.003
https://doi.org/10.1016/S0167-4889(01)00072-76
https://doi.org/10.1016/S0167-4889(01)00072-76
https://doi.org/10.1101/cshperspect.a000620
https://doi.org/10.1189/jlb.0513304
https://doi.org/10.1189/jlb.0513304
https://doi.org/10.1038/nrc2148
https://doi.org/10.1074/jbc.M109.021295
https://doi.org/10.1242/jcs.099523
https://doi.org/10.3892/ijmm.2014.1805
https://doi.org/10.1371/journal.pone.0100751
https://doi.org/10.1007/s00432-010-0812-810
https://doi.org/10.1111/jog.12935
https://doi.org/10.3892/mmr.2019.10643
https://doi.org/10.1210/me.2006-2104
https://doi.org/10.1016/j.tibs.2019.05.004
https://doi.org/10.1016/j.tibs.2019.05.004
https://doi.org/10.1126/scitranslmed.aam8604
https://doi.org/10.1007/s13577-012-0053-54
https://doi.org/10.1007/s13577-012-0053-54
https://doi.org/10.1038/bjc.2011.23
https://doi.org/10.1038/bjc.2011.23
https://doi.org/10.1096/fj.07-083857
https://doi.org/10.1096/fj.07-083857
https://doi.org/10.1111/j.1349-7006.2009.01424.x
https://doi.org/10.1080/15384047.2015.1070990
https://doi.org/10.1126/science.283.5410.2092
https://doi.org/10.1186/s12885-016-2105-2108
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/cell-and-developmental-biology
https://www.frontiersin.org/
https://www.frontiersin.org/journals/cell-and-developmental-biology#articles

	Transgelin-2: A Double-Edged Sword in Immunity and Cancer Metastasis
	Introduction
	Transgelin-2 and Transgelin Family Members
	Biochemical Properties of Transgelin-2
	Transgelin-2 Is Essential for Immune Functions
	Transgelin-2 Is an Oncogenic Factor in Cancer Cells
	Transgelin-2, a Double-Edged Sword: Application for Cancer Treatment

	Concluding Remarks
	Author Contributions
	Funding
	References


