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Abstract

It is well acknowledged that immune system is deeply involved in cancer initiation and progression, and can exert
both pro-tumorigenic and anti-tumorigenic effects, depending on specific microenvironment. With the better
understanding of cancer-associated immune cells, especially T cells, immunotherapy was developed and applied in
multiple cancers and exhibits remarkable efficacy. However, currently only a subset of patients have responses to
immunotherapy, suggesting that a boarder view of cancer immunity is required. Non-coding RNAs (ncRNAs), mainly
including microRNAs (miRNAs) and long noncoding RNAs (lncRNAs), are identified as critical regulators in both
cancer cells and immune cells, thus show great potential to serve as new therapeutic targets to improve the
response of immunotherapy. In this review, we summarize the functions and regulatory mechanisms of ncRNAs in
cancer immunity, and highlight the potential of ncRNAs as novel targets for immunotherapy.

Introduction
Immune system attacks organisms and substances that in-
vade body systems and cause disease. The two main classes
of the immune system are the innate immune system and
the adaptive immune system [1]. The innate immune sys-
tem is the first line of defense against foreign pathogens,
and the adaptive immune system provides highly special-
ized processes eliminating pathogens [2, 3]. Importantly, in
addition to defending exogenous pathogens, immune sys-
tem can also eliminate cancer cells. Therefore, in the past
few decades, researchers and physicians dedicated to effi-
ciently activate immune system for better fighting cancer,
and such treatment is called “Immunotherapy”. Indeed, Im-
munotherapy exhibits remarkable and durable efficacy and
has been established as the fourth treatment pillar of cancer
therapy [4]. However, only a minority of patients have in-
credible responses to immunotherapy. Therefore, an im-
proved understanding of the immune system and how it
interacts with cancer cells will be helpful to develop effect-
ive therapeutic strategies for cancer immunotherapy that
are on the horizon hold extraordinary promise for the

future. Increasing evidence has identified that ncRNAs are
active participants in multiple stages of tumor immunity
[5–8]. ncRNAs, including miRNAs, lncRNAs, and circular
RNAs (circRNAs), regulate diverse cellular processes in de-
velopment and diseases through a variety of gene-
regulation mechanisms [9]. A better understanding of
ncRNA-mediated regulation of cancer immunity will pro-
vide novel targets for the development of new therapeutic
strategies. Therefore, additional studies are needed to fur-
ther uncover the roles of ncRNAs in cancer immunity and
provide new insights into the diagnosis and immunothera-
peutic treatment of cancer. In this review, we summarize
and discuss the latest studies on the functions and regula-
tory mechanisms of ncRNAs in cancer immunity, highlight
and clarify potential roles of ncRNAs as targets for im-
munotherapies, and share and provide future perspectives
for the clinical application of ncRNA-based therapies.

Development of cancer immunology
Cancer immunology was discovered by William Coley
who speculated that a strep infection had reversed can-
cer growth in 1891 [10]. Over time, many studies have
confirmed that homograft rejection could reject trans-
planted tumors [11–13]. Based on this viewpoint, in
1970 Macfarlane Burnet developed and systematically
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elucidated the first important theory of oncoimmunol-
ogy, called immune surveillance [14]. In 1970s, A num-
ber of following studies discovered natural killer (NK)
cells and dendritic cells (DCs), which was a major ad-
vance in our understanding of the immune responses
[15–17]. In 2002, Robert Schreiber and Lloyd Old re-
fined the cancer immunosurveillance hypothesis to de-
scribe cancer immunoediting which incorporated three
different potential outcomes: elimination, equilibrium,
and escape and continuously refined this hypothesis
from 2002 to 2014 [18–21].
Notably, Daniel Chen and Ira Mellman proposed the

cancer-immunity cycle in 2013.They systematically eluci-
dated the biological process of the anticancer immune re-
sponse. The cancer-immunity cycle is a series of stepwise
events that can be divided into seven major steps: (1) re-
lease of cancer cell antigens; (2) cancer antigen presenta-
tion; (3) priming and activation of effector T cell responses;
(4) trafficking of T cells to tumors; (5) infiltration of T cells
into tumors; (6) recognition of cancer cells by T cells; and
(7) killing of cancer cells. Importantly, overcoming the
negative feedback mechanisms of the cancer-immunity
cycle might be the best approach for clinical development
of onco-immunology-based strategies [22].

Functions of ncRNAs in immunity
ncRNAs are a class of RNA molecules that do not code
for proteins. Importantly, the majority of the genome is
composed of ncRNAs, which account for 98% [23]. They
can be mainly classified into miRNAs, lncRNAs, and cir-
cRNAs [24]. miRNAs are 20–25 nucleotides in length and
mediate posttranscriptional silencing of specific target
genes [23]. They have been the most studied ncRNAs
since they were first described in Caenorhabditis elegans
in 1993 [25]. Another type of ncRNAs is lncRNAs, which
were once considered “garbage sequences” that accumu-
lated during the evolutionary process and were not worth
much attention. However, increasing evidence has shown
that the roles of lncRNAs in physiological functions in
gene regulation are complicated and significant [26]. cir-
cRNAs, a novel type of ncRNA, have been found to be in-
volved in many physiological processes and diseases,
including different cancers and autoimmune diseases [27–
29]. Here, we will focus on the well-established role of
miRNAs and on the emerging roles of lncRNAs and cir-
cRNAs, which all contribute to modulation of tumorigen-
esis and antitumor immunity.

Roles of ncRNAs in innate immunity
The innate immune system is the first line of defense
against foreign pathogens, which vary extensively in their
molecular composition, structure, and life cycle. Innate
immunity consists of physical barriers, effector cells, pat-
tern recognition mechanisms and humoral mechanisms

[30, 31]. Among these components, effector cells, includ-
ing macrophages, natural killer cells and neutrophils,
play important roles in the innate immune response
[32]. ncRNAs are critical in regulating these effector cells
(Fig. 1).

Macrophages
Macrophages are produced through the differentiation of
monocytes that have migrated from the bloodstream into
any tissue in the body. They are responsible for eliminat-
ing harmful materials such as foreign substances, cellular
debris and cancer cells. Studies have identified and
highlighted the significance of ncRNAs in macrophage de-
velopment and function (Fig. 1a). Wang et al. reported
that miR-155 targeted SOCS1 in macrophages, which pro-
moted type I IFN signaling in antiviral innate immunity
and might contribute to the pathogenesis of many human
hemopoietic tumors with overexpressed miR-155 [33].
miR-511-3p, an intronic miRNA, was described to down-
regulate the protumoral gene signature of MRC1+ TAMs
and inhibit tumor growth [34]. This study revealed a role
for miR-511-3p as a gatekeeper of the protumorigenic ac-
tivity of Tumor-associated macrophages (TAMs). Consid-
ering that macrophage polarization is an important
component of many disease states including cancer [35,
36], many studies have been performed to identify the role
of ncRNAs in macrophage polarization. M1 macrophage
polarization generally promotes Th1-type inflammatory
responses and strong microbicidal and tumoricidal activ-
ities [35], while M2 macrophage polarization is essential
for their function in immunological tolerance, which may
promote tumorigenesis [37]. By utilizing lncRNA micro-
array, Huang et al. found that 9343 lncRNAs were deregu-
lated in proinflammatory macrophages and that 4592
lncRNAs were deregulated in anti-inflammatory macro-
phages. Among these deregulated lncRNAs, lncRNA
TCONS_00019715 might play a critical role in promoting
macrophage polarization to the M1 phenotype, which en-
hances tumoricidal activities [35]. However, ncRNAs, such
as miRNA-19a-3p, miR-33 and lncRNA-MM2P, regulate
tumorigenesis by affecting M2 macrophage polarization.
miRNA-19a-3p inhibited breast cancer progression and
metastasis by inducing macrophage polarization through
downregulating expression of the proto-oncogene Fra-1
[38]. By targeting the energy sensor AMPK, miR-33 medi-
ates M2 polarization [39]. Based on lncRNA microarray
assays, Cao et al. identified lncRNA-MM2P and revealed
its role in macrophage-promoted tumorigenesis [37].
Knocking down lncRNA-MM2P expression markedly
inhibited M2 polarization and the macrophage-mediated
promotion of tumorigenesis, tumor growth in vivo, and
tumor angiogenesis [37]. Furthermore, a series of studies
provided new insights into the regulatory mechanisms of
dynamic transition between different macrophage
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Fig. 1 ncRNAs involved in innate immune regulation in cancer. a Studies have identified and highlighted the significance of ncRNAs in
macrophage development and function. A visible representation of the ncRNAs involved in macrophages is provided. b Increasing evidence
indicates that ncRNAs have important roles in NK cell biology in the contexts of development, inflammation, and tumor surveillance. The most
relevant ncRNAs are included. c Examples of ncRNAs that differentiate neutrophils of cancer patients from those of cancer-free controls are
shown, which indicates that ncRNAs modulate neutrophil functions and cancer pathogenesis
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phenotypes. miR-21 promotes macrophage repolarization
from the M1 phenotype to the M2 phenotype [40, 41],
while miRNA-23a/27a/24–2 promotes macrophage
polarization from the M2 phenotype to the M1 phenotype
[42]. Several recent studies elucidated that ncRNAs could
be involved in macrophage polarization by regulating pro-
inflammatory gene expression or influencing associated
proteins interaction, such as lncRNAs Cox2, AK170409
and circHECTD1 [43–46].
Notably, the functions of macrophages in tumors need

to be contextualized within the specific microenviron-
ment. When macrophages express different levels of
cytokines, they may function as anti-tumorigenic or pro-
tumorigenic [47]. Nevertheless, our appreciation of the
ability of ncRNAs to control macrophage function in
cancer just comes from individual ncRNAs. It is likely to
be modulated by a combination of several ncRNAs,
many molecules or signaling pathways. Hence it deserves
further investigation to explore ncRNAs in regulating
macrophage function in cancer within systemical net-
works of multi-factor and multi-step.

Natural killer cells
Natural killer (NK) cells are a critical component of innate
immunity as they often provide defense against infections
and mediate antitumor immune responses [48–51]. In-
creasing evidence indicates that ncRNAs have important
roles in NK cell biology in the contexts of development,
inflammation, and tumor surveillance (Fig. 1b). A study by
He et al. suggested that several miRNAs in the circulation,
including miR-122, miR-15b, miR-21 and miR-155, could
activate NK cells through Toll-like receptor signaling,
which protected mice from tumor development [51].
Among the miRNAs involved in NK/T-cell lymphoma-
genesis, miR-21 and miR-155 are aberrantly overexpressed
and activate AKT signaling via downregulation of the ex-
pression of tumor suppressors, including phosphatase and
tensin homologue (PTEN), programmed cell death 4
(PDCD4), and Src homology-2 domain-containing inositol
5-phosphatase 1 (SHIP1), in natural killer-cell lymphoma/
leukemia [52]. In addition, studies have shown that
lncRNAs and circRNAs can also be involved in regulating
NK cells cytotoxicity. A recent study from Fang et al. re-
ported that lncRNA GAS5 expression was downregulated
in NK cells from patients with liver cancer and lncRNA
GAS5 inhibition suppressed NK cell cytotoxicity and pro-
moted tumor growth. Overexpression of lncRNA GAS5
decreased miR-544 expression and increased RUNX3 ex-
pression, IFN-γ secretion and NK cell cytotoxicity [53]. It
has been reported that lncRNA SNHG12 is a direct tran-
scriptional target of c-Myc and that c-Myc-mediated up-
regulation of lncRNA SNHG12 expression promotes
proliferation and inhibits sensitivity to cisplatin (CDDP) in
natural killer/T-cell lymphoma [54]. In parallel, Ma and

colleagues demonstrated that circRNA of AR-suppressed
PABPC1 91 bp enhanced the cytotoxicity of natural killer
cells against hepatocellular carcinoma. Subsequent mech-
anistic research revealed that upregulating UL16 binding
protein 1 (ULBP1) expression in hepatocellular carcinoma
cells led to enhanced innate immune surveillance by
strengthening the cytotoxicity of NK cells [55].
ncRNAs are also involved in negative regulation of NK

cell cytotoxicity. Membrane-bound MICA/B proteins are
ligands of the natural killer group 2 member D
(NKG2D) receptor found on natural killer (NK) cells,
γδ(+) T cells and CD8(+) T cells [56, 57]. They could
stimulate NKG2D to mediate NK cells recognition and
elimination of virus-infected or neoplastically trans-
formed cells [58, 59]. Members of the miR-17-92 cluster
downregulated the expression of MICA/B and ULBP2
by targeting the MICA/B 3′-untranslated region (3′-
UTR) and inhibiting the MAPK/ERK signaling pathway,
respectively. Silencing these miRNAs enhanced natural
killer cell-mediated cytotoxicity in breast cancer [60].
Besides, Xie et al. found that miR-20a-mediated MICA/
B expression reduction inhibited NK cell cytotoxicity
and promoted ovarian tumor proliferation and metasta-
sis [61]. Yang et al. illustrated that histone deacetylase
inhibitors epigenetically upregulated MICA expression
by regulating the expression of the miR-17-92 cluster
and MCM7 in hepatoma and enhanced the sensitivity of
HCC to natural killer cell-mediated lysis [62]. These
studies verified potential role of miR-17-92 cluster for
promoting immune escape. Similarly, it has been re-
ported that miR-10b shared the same mechanism in sup-
port of murine breast cancer escape from NK cell-
mediated killing [63]. Besides, miR-146 [64], miR-150
[52, 65], and miR-30b [66] may function as tumor sup-
pressors by suppressing pro-proliferative and pro-
survival factors in NK/T cell lymphoma.
Since NK cell-mediated cytotoxicity plays an import-

ant role in enhancing immune function and suppressing
immune escape, NK cell-associated therapy could be an-
other emerging area of investigation. Considering the
important effects of ncRNAs on NK cell functions, it is
believed that ncRNAs may be efficacious therapeutic
candidates. One of the possible reasons is that ncRNAs
showed significant differential expression in cancer,
which might provide insight into the roles of ncRNAs in
regulating cancer progression. Moreover, NK cell must
undgo rapid changes in response to immediately chan-
ged environment, thus ncRNAs are good choices to rap-
idly affect expression of associated genes within minutes
without requiring new protein synthesis. In addition, so-
mes ncRNAs have shown promise in pre-clinical and
clinical development. Such as miRNAs mimics and small
molecule agents (antisense oligonucleotides, locked nu-
cleic acids, small interfering RNAs, etc.).
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Neutrophils
It has been known for some time that neutrophils are
involved in the tumor microenvironment. However, neu-
trophils are a heterogeneous population with both pro-
and anti-tumor roles [67] . Given the important regula-
tory functions of miRNAs, the link between miRNAs
and neutrophils has been explored. Landgraf et al.
adopted miRNA cloning/sequencing approaches to ex-
plore miRNA profiles expressed of neutrophils [68].
Using a miRNA array Ma et al. found that the combin-
ation of miR-26a-2-3p and miR-574-3p had high specifi-
city and sensitivity to differentiate neutrophil specimens
of cancer patients from those of cancer-free controls
[69] (Fig. 1c). These studies revealed that miRNAs could
modulate neutrophil functions and cancer pathogenesis
by regulating neutrophil gene expression. In parallel,
Bazzoni et al. discovered a new set of miRNAs (miR-9,
miR-187, miR-125a, miR-99b, and let-7e) induced by
LPS in human polymorphonuclear neutrophils (PMNs)
and monocytes [32]. Notably, among these miRNAs,
only miR-9 is induced in neutrophils. It has been re-
ported that ectopic expression of p50 contributes to LPS
tolerance, chronic inflammatory conditions, and cancer
under pathological conditions [70, 71]. Considering that
NFkB1/p105/p50 is a target of miR-9, induction of miR-
9 can suppress negative regulation by p50 homodimers
in monocytes in systemic anti-inflammatory response
syndrome and in cancer [32]. Wu and colleagues noted
that high expression of the long noncoding RNA
nuclear-enriched abundant transcript 1 (NEAT1) in
whole blood was a novel diagnostic and prognostic bio-
marker of overall survival in colorectal cancer [72] (Fig.
1c). By separating the different immune cell types they
identified that neutrophils had the highest expression of
both NEAT1 variants and that NEAT1 expression in
peripheral neutrophils might be the key parameter to
distinguish CRC patients from healthy people [72].

Roles of ncRNAs in adaptive immunity
The adaptive immune response provides an extremely
versatile mechanism of host organism defense and en-
hanced protection against subsequent exposure to the
same antigen and/or reinfection with the same pathogen
[73]. The adaptive arm of the immune system consists of
B cells and T cells. Accumulating evidence indicates that
ncRNAs in adaptive immunity influence tumor progres-
sion (Fig. 2).

T cells
T cells are a type of lymphocyte that is important to
the adaptive immune system. They determine the speci-
ficity of the immune response to antigens (foreign sub-
stances) in the body. Emerging evidence suggest roles
of ncRNAs in response to the antitumor T-cell-

mediated adaptive immune response through a variety
of regulatory mechanisms including controlling regula-
tory T cells (Tregs) functions, influencing T cell regula-
tors, affecting immune checkpoints, regulating IFNγ
production and so on (Fig. 2a). It is reported that miR-
21 expression generally higher in colorectal cancer tis-
sue than in paired normal tissue and was inversely asso-
ciated with the densities of CD3+ and CD45RO+ T cells
in colorectal cancer tissue [74]. Similarly, miR-21 was
also shown to control the in situ expansion of CCR6(+)
Tregs through the PTEN/AKT pathway in breast
cancer [75]. Recently, it has been demonstrated that
TGF-β-miR-34a-CCL22 signaling promotes Tregs re-
cruitment, thus facilitating immune escape and enhan-
cing venous metastasis of HBV-positive hepatocellular
carcinoma [76]. LncRNAs Flicr fine-tunes the expres-
sion of Foxp3 influencing Tregs differentiation, stabil-
ity, and function, thus associated the prognosis of
colorectal cancers [77, 78]. BLIMP-1 is a promoter of
cytotoxic T lymphocytes (CTLs) cytotoxicity and B7-
H3 is a surface-expressed immunomodulatory glyco-
protein that suppresses NK cells and T cells, both of
which are important T cell regulators. miR-23a sup-
pressed BLIMP-1 and correlated with impaired antitu-
mor potential in patient, thus promoting tumor-
dependent immunosuppression [79]. A study showed
that miR-29 could downregulate B7-H3 to promote im-
mune escape by solid tumors [80]. miR-138 exerts anti-
glioma efficacy by targeting the immune checkpoints
T-lymphocyte-associated antigen 4 (CTLA-4) and pro-
grammed cell death protein 1 (PD-1) [81]. A further
study demonstrated that hsa_circ_0020397 acted as a
sponge of miR-138 to promote the expression of tel-
omerase reverse transcriptase and programmed death-
ligand 1 (PD-L1), regulating the viability, apoptosis and
invasion of colorectal cancer cells [82]. IFNγ is a multi-
functional cytokine that plays a pivotal role in tumor
immunity [83]. Huffaker et al. revealed that miR-155
promoted IFNγ expression by repressing SHIP1 leading
to promotion of T cell-mediated antitumor immunity
[84]. A subsequent study not only found that miR-155
expression within T cells was required to limit syngen-
eic tumor growth and promote IFNγ production by T
cells but also revealed that immune checkpoint block-
ade could rescue microRNA-155-deficient induced im-
mune escape [85]. miR-17-92 cluster has been reported
to control Th1 responses through supporting IFN-γ
production. Specifically, the loss of miR-17 and miR-
19b, two members of the miR-17-92 cluster, in CD4+ T
cells results in tumor evasion [86]. A study by Yu et al.
reported that miR-491 could inhibit T cell proliferatio-
nan and IFN-γ production by targeting CDK4, TCF-1,
and Bcl-xL in CD8+ T cells resulting in the inhibition
of antitumor immunity [87]. Lnc-Tim3 that exhibits
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Fig. 2 ncRNAs involved in adaptive immune regulation in cancer. a ncRNAs expressed in T cells modulate tumor immunity via diverse
mechanisms. b ncRNAs function as important regulators of cancer immunity in B cells. The ncRNAs shown with a gray background are known to
act as immunosuppressors, while the ncRNAs shown with a green background are known to act as immunopromoters
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upregulated expression and is negatively correlated with
IFN-γ and IL-2 production in tumor-infiltrating CD8+

T cells from hepatocellular carcinoma patients. Lnc-
Tim3 promotes T cell exhaustion, which correlates with
anti-tumor immunity [88]. Meanwhile, ncRNAs could
also regulate T-cell-mediated adaptive immune re-
sponse through other underlying mechanisms. For in-
stance, miRNA let-7a expression might be inversely
associated with T-cell densities in colorectal cancer tis-
sue and positively associated with colorectal cancer-
specific mortality, as reported by Dou et al. [89].
Another example is the lncRNA NKILA, which regu-
lates T cell sensitivity to activation-induced cell death
by inhibiting NF-κB activity. Calcium influx activates
calmodulin removing deacetylase from the NKILA pro-
moter and enhancing STAT1-mediated transcription,
thereby influencing tumor immune evasion [90].

B cells
B lymphocytes (B cells), a type of lymphocyte white
blood cell, are responsible for producing and secreting a
particular immunoglobulin. miRNAs, key factors in vari-
ous biological and pathological processes, have been re-
ported to play immunomodulatory roles in B cells [91]
(Fig. 2b). It has been suggested that miR-155 can act as
an oncogenic miRNA in B-cell lymphoproliferative dis-
orders and that its high expression correlates with a
poor prognosis in lymphomas [92, 93]. A study by Me-
dina et al. found that overexpressing miR-21 by Cre and
Tet-off technologies led to pre-B lymphoma. These find-
ings revealed the oncogenic role of miR-21 [94]. Some
studies were performed to identify the correlation be-
tween miR-17-92 clusters and miR-217 in the promotion
of B-cell lymphomas [95, 96]. In contrast, the findings of
Rao et al. identified a role for miR-34a in connecting the
p53 network with the suppression of Foxp1, a known B
cell oncogene. Mechanistically, miR-34a could target the
3′-UTR of Foxp1 [97]. In parallel, miR-181a, miR-146a,
and miR-28 are revealed as tumor suppressor genes
[98–100].
In addition, many investigators studied the expression

and function of lncRNAs in B cells, and evidence sug-
gests that these ncRNAs might be protagonist in the
pathogenesis of B-cell malignancies (Fig. 2b). It was re-
ported that the lncRNAs BALR-2 and BALR-6 both pro-
moted progression in B-acute lymphoblastic leukemia
[101, 102]. Similarly, data have shown that in diffuse
large B-cell lymphoma (DLBCL) LincRNA-p21 predicts
a favorable clinical outcome and impairs tumorigenesis
in diffuse large B-cell lymphoma patients treated with R-
CHOP chemotherapy, whereas the lncRNA LUNAR1 is
associated with cell proliferation and predicts a poor
prognosis in diffuse large B-cell lymphoma [103, 104].

Perspective: ncRNAs as potential targets for
immunotherapies
In the late 1990s, immunotherapy was introduced, and
so far it has developed remarkable and durable responses
in a subset of cancer patients. Currently, how to make
more patients respond to immunotherapy becomes the
major concern. Since the key roles of specific ncRNAs in
the regulation of tumor immunity have been firmly
established, researchers began to assess if targeting such
ncRNAs could bring benefits to immunotherapy (Fig. 3).
CAR T-cell therapy is a new type of adoptive cell

transfer immunotherapy. After harvesting T cells from a
patient, researchers expanded the cells and/or genetically
modified them in the laboratory. After these processes,
the genetically modified T cells were returned to the pa-
tient to attack and potentially eliminate cancer cells
[105]. Recent work by the Lin group showed that TGFβ
inhibited c-Myc activity to release the transcriptional
brakes on pri-miR-23a in cytotoxic CD8+ T lymphocytes
and upregulated miR-23a suppressed expression of
Blimp-1 leading to immunosuppression [106] (Fig. 3a).
In engineered cytotoxic CD8+ T lymphocytes blockade
of miR-23a restored adoptive T cell transfer therapy by
miR-23a decoy or locked nucleic acid.
Another area of cancer immunotherapy in which we are

making extraordinary progress is immune checkpoint
blockade. Immune-checkpoint proteins are localized on
the surface of T cells and function as brakes to stop
attacks on tumor cells when triggered by high levels of
proteins expressed by some tumors [107]. Immune-
checkpoint proteins, such as cytotoxic CTLA-4, T-cell
membrane protein 3 (TIM3), lymphocyte activation gene
3 (LAG3), B- and T-lymphocyte attenuator (BTLA), and
PD-1 and the PD-1 ligand PD-L1, can tightly regulate the
activation or repression of functions of T cells [108]. In
particular, monoclonal antibodies targeting the PD-1/PD-
L1 pathway have made substantial breakthroughs in im-
mune checkpoint therapy [109]. High levels of PD-1 and
its ligand PD-L1 are associated with a poor prognosis in
several cancers, as overactivation of the PD-1/PD-L1 path-
way results in suppression of the anticancer immune re-
sponse [108] (Fig. 3b). As described earlier, miR-138
exerts anti-glioma efficacy by targeting the immune
checkpoint molecules CTLA-4 and PD-1 by inhibiting
tumor-infiltrating Tregs [81]. In addition, miR-34a [110,
111], miR-138-5p [112], miR-25-93-106b [113], and miR-
217 [114] have been demonstrated to inhibit the expres-
sion of PD-L1, thereby increasing antitumor immunity
and inhibiting multiple metastatic traits. In contrast,
modulation of miR-17-5p [115] and miR-197 [116] has
been shown to be crucial for protumor function. Other
types of ncRNAs, including lncRNAs and circRNAs, have
also been reported to be involved in the regulation of the
PD-1/PD-L1 pathway. Tang et al. identified that the

Zhang et al. Molecular Cancer           (2020) 19:48 Page 7 of 12



lncRNA AFAP1-AS1 was significantly correlated with PD-
1 in nasopharyngeal carcinoma and that their coexpres-
sion predicted a poor prognosis [117]. This study revealed
that the lncRNA AFAP1-AS1 was a potential target for fu-
ture clinical trials of anti-PD-1 immunotherapies. In
another recent study, a group showed that hsa_circ_
0020397, a sponge of miR-138, promoted the expression
of TERT and PD-L1, regulating the viability, apoptosis
and invasion of colorectal cancer cells [82].
Although advances made in the immunotherapies of

cancer, many tumors remain incurable because of mul-
tiple mechanisms of immune resistance. It is of critical

importance to understand additional biological proper-
ties that are significant modulators of therapeutic re-
sponse. As discussed before, ncRNAs contribute to the
regulation of tumor immunity by influencing many bio-
logical processes, including macrophage polarization,
NK cell cytotoxicity, T cell responses, etc. Therefore,
ncRNAs may be efficacious therapeutic targets for tumor
immunotherapies. For example, recent studies reveal
that blockade of miR-23a restored adoptive T cell trans-
fer therapy providing new insights into improvement of
immunotherapy efficacy [106]. Meanwhile, ncRNAs in-
volved in the regulation of the PD-1/PD-L1 pathway

Fig. 3 ncRNAs as potential targets for immunotherapies. a TGFβ represents one of the most significant immune barriers imposed by tumors. In
the tumor microenvironment, TGFβ establishes immunosuppression via the c-Myc/miR-23a/Blimp-1 axis. In engineered cytotoxic CD8+ T
lymphocytes blockade of miR-23a restores adoptive T cell transfer therapy. b Immune-checkpoint proteins, such as PD-1 and its ligand PD-L1, can
tightly regulate the activation or repression of the functions of T cells and influence the cancer immune response. The most relevant ncRNAs
invovled in regulating the PD-1/PD-L1 pathway are included in Fig. 3b
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may have a major role in limiting effective cancer im-
munity [110–117].
One major concern is how we could efficiently and

safely target these ncRNAs which show great regulatory
functions in immune cells or cancer cells. It is worth not-
ing that recently many new technologies and approaches
in RNA biology are created. For example, in addition to
miRNA mimics or inhibitors, Target Site Blocker (TSB) is
a novel way for targeting miRNAs. LNA-TSB is LNA-
enhanced antisense oligonucleotides that bind to the
mRNA target site of a miRNA, thereby preventing miR-
NAs from gaining access to that site, which allow re-
searchers to investigate the effects of the miRNA on a
single endogenous target [118]. Importantly, all these oli-
gonucleotides, including miRNA mimics, inhibitors, and
TSB could be used for in vivo delivery after specific modi-
fication, which allows researchers to assess the therapeutic
effects on mice, monkeys, or other mammals. Although
some studies have validated the therapeutic effects of tar-
geting miRNAs in vivo [119], it is still a huge gap between
animal analysis and clinic application. According to our
knowledge, there is only one clinical trial about miRNA
therapy, MRX34 Liposomal Injection, and unfortunately it
was just terminated because of toxicity [120]. Since miR-
NAs are always generally expressed in most types of cells,
systemic delivery of miRNA associated drugs may induce
many side effects or toxicities. Thus, how to precisely de-
liver miRNA associated drugs to cancer cells or immune
cells becomes a critical task. Other questions should also
be considered, such as: what kinds of patients are suitable
for miRNA based therapy? How to combine miRNA drugs
with immunotherapy?
Another concern is thus far only a small portion of

lncRNAs and circRNAs has been studied. Unlike miRNA
that is broadly expressed in most of cells, some lncRNAs,
such as PCA3, are specifically expressed in cancer cells
[121]. This may make them good targets for novel therapy.
LNA enhanced antisense oligonucleotides (LNA-ASO)
has shown optimal effects on targeting lncRNAs, espe-
cially for those are localized in nucleus, and it could also
be used for in vivo delivery [122]. Thus, it is of great im-
portance to identify more immune cell or cancer cell spe-
cific lncRNAs and clarify their regulatory mechanism, so
that researchers can further assess their therapeutic poten-
tial in vivo and thus develop new drugs.
In summary, it is no doubt that the better understanding

of the ncRNAs regulatory roles in cancer immunity in the
recent years will largely improve the efficiency of immuno-
therapy in the future. Continued efforts to uncover the
roles of all kinds of ncRNAs in tumor immunity will pave
the way for even improved understanding, prevention, and
cancer treatment and enable immunotherapy to be adjusted
and made more consistent with a patient’s biological
characteristics.

Abbreviations
3′-UTR: 3′-Untranslated region; BTLA: B- and T-lymphocyte attenuator;
circRNAs: Circular RNAs; CTL: Cytotoxic T lymphocyte; CTLA-4: Cytotoxic T-
lymphocyte-associated antigen 4; DCs: Dendritic cells; DLBCL: Diffuse large B-
cell lymphoma; LAG3: Lymphocyte activation gene 3; lncRNAs: Long non-
coding RNAs; miRNAs: Micrornas; ncRNAs: Non-coding RNAs; NEAT1: Nuclear-
enriched abundant transcript 1; NK cells: Natural killer cells; NKG2D: Natural
killer group 2 member D; PD-1: Programmed cell death protein 1;
PDCD4: Programmed cell death 4; PD-L1: Programmed death-ligand 1;
PMN: Polymorphonuclear neutrophils; PTEN: Phosphatase and tensin
homologue; SHIP1: Src homology-2 domain-containing inositol 5-
phosphatase 1; TAMs: Tumor-associated macrophages; TIM3: T-cell
membrane protein 3; Tregs: Regulatory T cells; ULBP1: UL16 binding protein
1

Acknowledgements
Not applicable.

Authors’ contributions
LZ and XS conceived of the presented idea. LZ and XS wrote the
manuscript. XX and XS provided the guidance throughout the revision of
this manuscript. LZ and XX revised the paper. All authors contributed to and
approved the final manuscript.

Funding
This work was supported by the grants from the National Natural Science
Foundation of China (No.81660468) and Autonomous region scientific and
technological achievements transformation project (CGZH2018149).

Availability of data and materials
Not applicable.

Ethics approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.

Author details
1Clinical Medical Research Center of the Affiliated Hospital, Inner Mongolia
Medical University, 1 Tong Dao Street, Huimin District, Hohhot 010050, Inner
Mongolia, China. 2Department of Molecular Oncology, H. Lee Moffitt Cancer
Center and Research Institute, Tampa, Florida, FL 33612-9497, USA.

Received: 11 September 2019 Accepted: 13 February 2020

References
1. Pandya PH, Murray ME, Pollok KE, Renbarger JL. The immune system in

Cancer pathogenesis: potential therapeutic approaches. J Immunol Res.
2016;2016:4273943.

2. Marshall JS, Warrington R, Watson W, Kim HL. An introduction to
immunology and immunopathology. Allergy Asthma Clin Immunol. 2018;14:
49.

3. Netea MG, Schlitzer A, Placek K, Joosten LAB, Schultze JL. Innate and
adaptive immune memory: an evolutionary continuum in the Host's
response to pathogens. Cell Host Microbe. 2019;25:13–26.

4. McCune JS. Rapid advances in immunotherapy to treat Cancer. Clin
Pharmacol Ther. 2018;103:540–4.

5. Cortez MA, Anfossi S, Ramapriyan R, Menon H, Atalar SC, Aliru M, et al. Role
of miRNAs in immune responses and immunotherapy in cancer. Gene
Chromosome Canc. 2019;58:244–53.

6. Yang Q, Cao W, Wang Z, Zhang B, Liu J. Regulation of cancer immune
escape: the roles of miRNAs in immune checkpoint proteins. Cancer Lett.
2018;431:73–84.

7. Xie M, Ma L, Xu T, Pan Y, Wang Q, Wei Y, Shu Y. Potential regulatory roles of
MicroRNAs and Long noncoding RNAs in anticancer therapies. Mol Ther
Nucleic Acids. 2018;13:233–43.

Zhang et al. Molecular Cancer           (2020) 19:48 Page 9 of 12



8. Denaro N, Merlano MC, Lo NC. Long noncoding RNAs as regulators of
cancer immunity. Mol Oncol. 2019;13:61–73.

9. Lin C-P, He L. Noncoding RNAs in Cancer development. Annu Rev Cancer
Biol. 2017;1:163–84.

10. Starnes CO. Coley's toxins in perspective. Nature. 1992;357:11–2.
11. Clowes G, Baeslack F. Further evidence of immunity against Cancer in mice

after spontaneous recovery. Med News. 1905;87:968–71.
12. Eisen MJ, Woglom WH. The nonspecific nature of induced resistance to

tumors. Cancer Res. 1941;1:629–31.
13. Lancet T. Resistance to transplanted Tumours. Brit Med J. 1942;1:644–5.
14. Burnet FM. The concept of immunological surveillance. Prog Exp Tumor

Res. 1970;13:1–27.
15. Steinman RM, Cohn ZA. Identification of a novel cell type in peripheral

lymphoid organs of mice. I. Morphology, quantitation, tissue distribution. J
Exp Med. 1973;137:1142–62.

16. Steinman RM, Witmer MD. Lymphoid dendritic cells are potent stimulators
of the primary mixed leukocyte reaction in mice. Proc Natl Acad Sci U S A.
1978;75:5132–6.

17. Greenberg AH. The origins of the NK cell, or a Canadian in king Ivan's court.
Clin Invest Med. 1994;17:626–31.

18. Dunn GP, Bruce AT, Ikeda H, Old LJ, Schreiber RD. Cancer immunoediting:
from immunosurveillance to tumor escape. Nat Immunol. 2002;3:991–8.

19. Dunn GP, Old LJ, Schreiber RD. The three Es of cancer immunoediting.
Annu Rev Immunol. 2004;22:329–60.

20. Schreiber RD, Old LJ, Smyth MJ. Cancer immunoediting: integrating immunity's
roles in cancer suppression and promotion. Science. 2011;331:1565–70.

21. Mittal D, Gubin MM, Schreiber RD, Smyth MJ. New insights into cancer
immunoediting and its three component phases--elimination, equilibrium
and escape. Curr Opin Immunol. 2014;27:16–25.

22. Chen DS, Mellman I. Oncology meets immunology: the cancer-immunity
cycle. Immunity. 2013;39:1–10.

23. Aryal B, Suarez Y. Non-coding RNA regulation of endothelial and macrophage
functions during atherosclerosis. Vasc Pharmacol. 2019;114:64–75.

24. Xu Z, Li P, Fan L, Wu M. The potential role of circRNA in tumor immunity
regulation and immunotherapy. Front Immunol. 2018;9:9.

25. Yang N, Zhu S, Lv X, Qiao Y, Liu YJ, Chen J. MicroRNAs: pleiotropic
regulators in the tumor microenvironment. Front Immunol. 2018;9:2491.

26. Mathy NW, Chen XM. Long non-coding RNAs (lncRNAs) and their
transcriptional control of inflammatory responses. J Biol Chem. 2017;292:
12375–82.

27. Wang F, Nazarali AJ, Ji S. Circular RNAs as potential biomarkers for cancer
diagnosis and therapy. Am J Cancer Res. 2016;6:1167–76.

28. Anastasiadou E, Jacob LS, Slack FJ. Non-coding RNA networks in cancer. Nat
Rev Cancer. 2018;18:5–18.

29. Cardamone G, Paraboschi EM, Rimoldi V, Duga S, Solda G, Asselta R. The
characterization of GSDMB splicing and Backsplicing profiles identifies novel
isoforms and a circular RNA that are Dysregulated in multiple sclerosis. Int J
Mol Sci. 2017;18.

30. Raval RR, Sharabi AB, Walker AJ, Drake CG, Sharma P. Tumor immunology
and cancer immunotherapy: summary of the 2013 SITC primer. J
Immunother Cancer. 2014;2:14.

31. Li Z, Rana TM. Decoding the noncoding: prospective of lncRNA-mediated
innate immune regulation. RNA Biol. 2014;11:979–85.

32. Bazzoni F, Rossato M, Fabbri M, Gaudiosi D, Mirolo M, Mori L, et al.
Induction and regulatory function of miR-9 in human monocytes and
neutrophils exposed to proinflammatory signals. Proc Natl Acad Sci U S A.
2009;106:5282–7.

33. Wang P, Hou J, Lin L, Wang C, Liu X, Li D, et al. Inducible microRNA-155
feedback promotes type I IFN signaling in antiviral innate immunity by
targeting suppressor of cytokine signaling 1. J Immunol. 2010;185:6226–33.

34. Squadrito ML, Pucci F, Magri L, Moi D, Gilfillan GD, Ranghetti A, et al. miR-
511-3p modulates genetic programs of tumor-associated macrophages. Cell
Rep. 2012;1:141–54.

35. Huang Z, Luo Q, Yao F, Qing C, Ye J, Deng Y, Li J. Identification of
differentially expressed Long non-coding RNAs in polarized macrophages.
Sci Rep. 2016;6:19705.

36. Ruffell B, Affara NI, Coussens LM. Differential macrophage programming in
the tumor microenvironment. Trends Immunol. 2012;33:119–26.

37. Cao J, Dong R, Jiang L, Gong Y, Yuan M, You J, et al. LncRNA-MM2P
identified as a modulator of macrophage M2 polarization. Cancer Immunol
Res. 2019;7:292–305.

38. Yang J, Zhang Z, Chen C, Liu Y, Si Q, Chuang TH, et al. MicroRNA-19a-3p
inhibits breast cancer progression and metastasis by inducing macrophage
polarization through downregulated expression of Fra-1 proto-oncogene.
Oncogene. 2014;33:3014–23.

39. Ouimet M, Ediriweera HN, Gundra UM, Sheedy FJ, Ramkhelawon B,
Hutchison SB, et al. MicroRNA-33-dependent regulation of macrophage
metabolism directs immune cell polarization in atherosclerosis. J Clin Invest.
2015;125:4334–48.

40. Caescu CI, Guo X, Tesfa L, Bhagat TD, Verma A, Zheng D, Stanley ER. Colony
stimulating factor-1 receptor signaling networks inhibit mouse macrophage
inflammatory responses by induction of microRNA-21. Blood. 2015;125:e1–13.

41. Das A, Ganesh K, Khanna S, Sen CK, Roy S. Engulfment of apoptotic cells by
macrophages: a role of microRNA-21 in the resolution of wound
inflammation. J Immunol. 2014;192:1120–9.

42. Ma S, Liu M, Xu Z, Li Y, Guo H, Ge Y, et al. A double feedback loop
mediated by microRNA-23a/27a/24-2 regulates M1 versus M2 macrophage
polarization and thus regulates cancer progression. Oncotarget. 2016;7:
13502–19.

43. Hu G, Gong AY, Wang Y, Ma S, Chen X, Chen J, et al. LincRNA-Cox2
promotes late inflammatory gene transcription in macrophages through
modulating SWI/SNF-mediated chromatin remodeling. J Immunol. 2016;196:
2799–808.

44. Covarrubias S, Robinson EK, Shapleigh B, Vollmers A, Katzman S, Hanley N,
et al. CRISPR/Cas-based screening of long non-coding RNAs (lncRNAs) in
macrophages with an NF-kappaB reporter. J Biol Chem. 2017;292:20911–20.

45. Zhang Y, Zhang Y, Li X, Zhang M, Lv K. Microarray analysis of circular RNA
expression patterns in polarized macrophages. Int J Mol Med. 2017;39:373–9.

46. Zhou Z, Jiang R, Yang X, Guo H, Fang S, Zhang Y, et al. circRNA Mediates
Silica-Induced Macrophage Activation Via HECTD1/ZC3H12A-Dependent
Ubiquitination. Theranostics. 2018;8:575–92.

47. Mantovani A, Sozzani S, Locati M, Allavena P, Sica A. Macrophage
polarization: tumor-associated macrophages as a paradigm for polarized M2
mononuclear phagocytes. Trends Immunol. 2002;23:549–55.

48. Caligiuri MA. Human natural killer cells. Blood. 2008;112:461–9.
49. Di Santo JP. Natural killer cells: diversity in search of a niche. Nat Immunol.

2008;9:473–5.
50. Leong JW, Sullivan RP, Fehniger TA. Natural killer cell regulation by

microRNAs in health and disease. J Biomed Biotechnol. 2012;2012:632329.
51. He S, Chu J, Wu LC, Mao H, Peng Y, Alvarez-Breckenridge CA, et al.

MicroRNAs activate natural killer cells through toll-like receptor signaling.
Blood. 2013;121:4663–71.

52. Yamanaka Y, Tagawa H, Takahashi N, Watanabe A, Guo YM, Iwamoto K,
et al. Aberrant overexpression of microRNAs activate AKT signaling via
down-regulation of tumor suppressors in natural killer-cell lymphoma/
leukemia. Blood. 2009;114:3265–75.

53. Fang P, Xiang L, Chen W, Li S, Huang S, Li J, et al. LncRNA GAS5 enhanced
the killing effect of NK cell on liver cancer through regulating miR-544/
RUNX3. Innate Immun. 2019;25:99–109.

54. Zhu L, Zhang X, Fu X, Li Z, Sun Z, Wu J, et al. c-Myc mediated upregulation
of long noncoding RNA SNHG12 regulates proliferation and drug sensitivity
in natural killer/T-cell lymphoma. J Cell Biochem. 2019;120:12628–37.

55. Ma Y, Zhang C, Zhang B, Yu H, Yu Q. circRNA of AR-suppressed PABPC1 91
bp enhances the cytotoxicity of natural killer cells against hepatocellular
carcinoma via upregulating UL16 binding protein 1. Oncol Lett. 2019;17:
388–97.

56. Kim JY, Bae JH, Lee SH, Lee EY, Chung BS, Kim SH, Kang CD. Induction of
NKG2D ligands and subsequent enhancement of NK cell-mediated lysis of
cancer cells by arsenic trioxide. J Immunother. 2008;31:475–86.

57. Nausch N, Cerwenka A. NKG2D ligands in tumor immunity. Oncogene.
2008;27:5944–58.

58. Diefenbach A, Raulet DH. Natural killer cells: stress out, turn on, tune in. Curr
Biol. 1999;9:R851–3.

59. Moretta A, Bottino C, Vitale M, Pende D, Cantoni C, Mingari MC, et al.
Activating receptors and coreceptors involved in human natural killer cell-
mediated cytolysis. Annu Rev Immunol. 2001;19:197–223.

60. Shen J, Pan J, Du C, Si W, Yao M, Xu L, et al. Silencing NKG2D ligand-
targeting miRNAs enhances natural killer cell-mediated cytotoxicity in breast
cancer. Cell Death Dis. 2017;8:e2740.

61. Xie J, Liu M, Li Y, Nie Y, Mi Q, Zhao S. Ovarian tumor-associated microRNA-
20a decreases natural killer cell cytotoxicity by downregulating MICA/B
expression. Cell Mol Immunol. 2014;11:495–502.

Zhang et al. Molecular Cancer           (2020) 19:48 Page 10 of 12



62. Yang H, Lan P, Hou Z, Guan Y, Zhang J, Xu W, et al. Histone deacetylase
inhibitor SAHA epigenetically regulates miR-17-92 cluster and MCM7 to
upregulate MICA expression in hepatoma. Br J Cancer. 2015;112:112–21.

63. Tsukerman P, Stern-Ginossar N, Gur C, Glasner A, Nachmani D, Bauman Y,
et al. MiR-10b downregulates the stress-induced cell surface molecule MICB,
a critical ligand for cancer cell recognition by natural killer cells. Cancer Res.
2012;72:5463–72.

64. Paik JH, Jang JY, Jeon YK, Kim WY, Kim TM, Heo DS, Kim CW. MicroRNA-
146a downregulates NFkappaB activity via targeting TRAF6 and functions as
a tumor suppressor having strong prognostic implications in NK/T cell
lymphoma. Clin Cancer Res. 2011;17:4761–71.

65. Watanabe A, Tagawa H, Yamashita J, Teshima K, Nara M, Iwamoto K, et al.
The role of microRNA-150 as a tumor suppressor in malignant lymphoma.
Leukemia. 2011;25:1324–34.

66. Ng SB, Yan J, Huang G, Selvarajan V, Tay JL, Lin B, et al. Dysregulated
microRNAs affect pathways and targets of biologic relevance in nasal-type
natural killer/T-cell lymphoma. Blood. 2011;118:4919–29.

67. Powell DR, Huttenlocher A. Neutrophils in the tumor microenvironment.
Trends Immunol. 2016;37:41–52.

68. Landgraf P, Rusu M, Sheridan R, Sewer A, Iovino N, Aravin A, et al. A
mammalian microRNA expression atlas based on small RNA library
sequencing. Cell. 2007;129:1401–14.

69. Ma J, Li N, Lin Y, Gupta C, Jiang F. Circulating neutrophil MicroRNAs as
biomarkers for the detection of lung Cancer. Biomark Cancer. 2016;8:1–7.

70. Karin M. Nuclear factor-kappaB in cancer development and progression.
Nature. 2006;441:431–6.

71. Saccani A, Schioppa T, Porta C, Biswas SK, Nebuloni M, Vago L, et al. p50
nuclear factor-kappaB overexpression in tumor-associated macrophages
inhibits M1 inflammatory responses and antitumor resistance. Cancer Res.
2006;66:11432–40.

72. Wu Y, Yang L, Zhao J, Li C, Nie J, Liu F, et al. Nuclear-enriched abundant
transcript 1 as a diagnostic and prognostic biomarker in colorectal cancer.
Mol Cancer. 2015;14:191.

73. Curtale G, Citarella F. Dynamic nature of noncoding RNA regulation of
adaptive immune response. Int J Mol Sci. 2013;14:17347–77.

74. Mima K, Nishihara R, Nowak JA, Kim SA, Song M, Inamura K, et al. MicroRNA
MIR21 and T cells in colorectal Cancer. Cancer Immunol Res. 2016;4:33–40.

75. Hu Y, Wang C, Li Y, Zhao J, Chen C, Zhou Y, et al. MiR-21 controls in situ
expansion of CCR6(+) regulatory T cells through PTEN/AKT pathway in
breast cancer. Immunol Cell Biol. 2015;93:753–64.

76. Yang P, Li QJ, Feng Y, Zhang Y, Markowitz GJ, Ning S, et al. TGF-beta-miR-
34a-CCL22 signaling-induced Treg cell recruitment promotes venous
metastases of HBV-positive hepatocellular carcinoma. Cancer Cell. 2012;22:
291–303.

77. Saito T, Nishikawa H, Wada H, Nagano Y, Sugiyama D, Atarashi K, et al. Two
FOXP3(+)CD4(+) T cell subpopulations distinctly control the prognosis of
colorectal cancers. Nat Med. 2016;22:679–84.

78. Zemmour D, Pratama A, Loughhead SM, Mathis D, Benoist C. Flicr, a long
noncoding RNA, modulates Foxp3 expression and autoimmunity. Proc Natl
Acad Sci U S A. 2017;114:E3472–80.

79. Lin R, Chen L, Chen G, Hu C, Jiang S, Sevilla J, et al. Targeting miR-23a in
CD8+ cytotoxic T lymphocytes prevents tumor-dependent
immunosuppression. J Clin Invest. 2014;124:5352–67.

80. Xu H, Cheung IY, Guo HF, Cheung NK. MicroRNA miR-29 modulates
expression of immunoinhibitory molecule B7-H3: potential implications for
immune based therapy of human solid tumors. Cancer Res. 2009;69:6275–
81.

81. Wei J, Nduom EK, Kong LY, Hashimoto Y, Xu S, Gabrusiewicz K, et al. MiR-
138 exerts anti-glioma efficacy by targeting immune checkpoints. Neuro-
Oncology. 2016;18:639–48.

82. Zhang XL, Xu LL, Wang F. Hsa_circ_0020397 regulates colorectal cancer cell
viability, apoptosis and invasion by promoting the expression of the miR-
138 targets TERT and PD-L1. Cell Biol Int. 2017;41:1056–64.

83. Castro F, Cardoso AP, Goncalves RM, Serre K, Oliveira MJ. Interferon-gamma
at the crossroads of tumor immune surveillance or evasion. Front Immunol.
2018;9:847.

84. Huffaker TB, Hu R, Runtsch MC, Bake E, Chen X, Zhao J, et al. Epistasis
between microRNAs 155 and 146a during T cell-mediated antitumor
immunity. Cell Rep. 2012;2:1697–709.

85. Huffaker TB, Lee SH, Tang WW, Wallace JA, Alexander M, Runtsch MC, et al.
Antitumor immunity is defective in T cell-specific microRNA-155-deficient

mice and is rescued by immune checkpoint blockade. J Biol Chem. 2017;
292:18530–41.

86. Jiang S, Li C, Olive V, Lykken E, Feng F, Sevilla J, et al. Molecular dissection
of the miR-17-92 cluster's critical dual roles in promoting Th1 responses and
preventing inducible Treg differentiation. Blood. 2011;118:5487–97.

87. Yu T, Zuo QF, Gong L, Wang LN, Zou QM, Xiao B. MicroRNA-491 regulates
the proliferation and apoptosis of CD8(+) T cells. Sci Rep. 2016;6:30923.

88. Ji J, Yin Y, Ju H, Xu X, Liu W, Fu Q, et al. Long non-coding RNA Lnc-Tim3
exacerbates CD8 T cell exhaustion via binding to Tim-3 and inducing
nuclear translocation of Bat3 in HCC. Cell Death Dis. 2018;9:478.

89. Dou R, Nishihara R, Cao Y, Hamada T, Mima K, Masuda A, et al. MicroRNA
let-7, T cells, and patient survival in colorectal Cancer. Cancer Immunol Res.
2016;4:927–35.

90. Huang D, Chen J, Yang L, Ouyang Q, Li J, Lao L, et al. NKILA lncRNA
promotes tumor immune evasion by sensitizing T cells to activation-
induced cell death. Nat Immunol. 2018;19:1112–25.

91. Danger R, Braza F, Giral M, Soulillou JP, Brouard S. MicroRNAs, Major Players
in B Cells Homeostasis and Function. Front Immunol. 2014;5:98.

92. Zhang Y, Roccaro AM, Rombaoa C, Flores L, Obad S, Fernandes SM, et al.
LNA-mediated anti-miR-155 silencing in low-grade B-cell lymphomas. Blood.
2012;120:1678–86.

93. Zhu FQ, Zeng L, Tang N, Tang YP, Zhou BP, Li FF, et al. MicroRNA-155
Downregulation promotes cell cycle arrest and apoptosis in diffuse large B-
cell lymphoma. Oncol Res. 2016;24:415–27.

94. Medina PP, Nolde M, Slack FJ. OncomiR addiction in an in vivo model of
microRNA-21-induced pre-B-cell lymphoma. Nature. 2010;467:86–90.

95. Sandhu SK, Fassan M, Volinia S, Lovat F, Balatti V, Pekarsky Y, Croce CM. B-
cell malignancies in microRNA emu-miR-17~92 transgenic mice. Proc Natl
Acad Sci U S A. 2013;110:18208–13.

96. de Yebenes VG, Bartolome-Izquierdo N, Nogales-Cadenas R, Perez-Duran P,
Mur SM, Martinez N, et al. miR-217 is an oncogene that enhances the
germinal center reaction. Blood. 2014;124:229–39.

97. Rao DS, O'Connell RM, Chaudhuri AA, Garcia-Flores Y, Geiger TL, Baltimore
D. MicroRNA-34a perturbs B lymphocyte development by repressing the
forkhead box transcription factor Foxp1. Immunity. 2010;33:48–59.

98. Kozloski GA, Jiang X, Bhatt S, Ruiz J, Vega F, Shaknovich R, et al. miR-181a
negatively regulates NF-kappaB signaling and affects activated B-cell-like
diffuse large B-cell lymphoma pathogenesis. Blood. 2016;127:2856–66.

99. Contreras JR, Palanichamy JK, Tran TM, Fernando TR, Rodriguez-Malave NI,
Goswami N, et al. MicroRNA-146a modulates B-cell oncogenesis by
regulating Egr1. Oncotarget. 2015;6:11023–37.

100. Schneider C, Setty M, Holmes AB, Maute RL, Leslie CS, Mussolin L, et al.
MicroRNA 28 controls cell proliferation and is down-regulated in B-cell
lymphomas. Proc Natl Acad Sci U S A. 2014;111:8185–90.

101. Fernando TR, Rodriguez-Malave NI, Waters EV, Yan W, Casero D, Basso G,
et al. LncRNA expression discriminates karyotype and predicts survival in B-
lymphoblastic leukemia. Mol Cancer Res. 2015;13:839–51.

102. Rodriguez-Malave NI, Fernando TR, Patel PC, Contreras JR, Palanichamy JK,
Tran TM, et al. BALR-6 regulates cell growth and cell survival in B-
lymphoblastic leukemia. Mol Cancer. 2015;14:214.

103. Peng W, Feng J. Long noncoding RNA LUNAR1 associates with cell
proliferation and predicts a poor prognosis in diffuse large B-cell
lymphoma. Biomed Pharmacother. 2016;77:65–71.

104. Peng W, Wu J, Feng J. LincRNA-p21 predicts favorable clinical outcome and
impairs tumorigenesis in diffuse large B cell lymphoma patients treated
with R-CHOP chemotherapy. Clin Exp Med. 2017;17:1–8.

105. Baruch EN, Berg AL, Besser MJ, Schachter J, Markel G. Adoptive T cell therapy:
an overview of obstacles and opportunities. Cancer. 2017;123:2154–62.

106. Lin R, Sampson JH, Li QJ, Zhu B. miR-23a blockade enhances adoptive T cell
transfer therapy by preserving immune-competence in the tumor
microenvironment. Oncoimmunology. 2015;4:e990803.

107. Wei SC, Duffy CR, Allison JP. Fundamental mechanisms of immune
checkpoint blockade therapy. Cancer Discov. 2018;8:1069–86.

108. Smolle MA, Calin HN, Pichler M, Calin GA. Noncoding RNAs and immune
checkpoints-clinical implications as cancer therapeutics. FEBS J. 2017;284:1952–66.

109. Nishino M, Ramaiya NH, Hatabu H, Hodi FS. Monitoring immune-checkpoint
blockade: response evaluation and biomarker development. Nat Rev Clin
Oncol. 2017;14:655–68.

110. Wang X, Li J, Dong K, Lin F, Long M, Ouyang Y, et al. Tumor suppressor
miR-34a targets PD-L1 and functions as a potential immunotherapeutic
target in acute myeloid leukemia. Cell Signal. 2015;27:443–52.

Zhang et al. Molecular Cancer           (2020) 19:48 Page 11 of 12



111. Cortez MA, Ivan C, Valdecanas D, Wang X, Peltier HJ, Ye Y, et al. PDL1
regulation by p53 via miR-34. J Natl Cancer Inst. 2016;108.

112. Zhao L, Yu H, Yi S, Peng X, Su P, Xiao Z, et al. The tumor suppressor miR-
138-5p targets PD-L1 in colorectal cancer. Oncotarget. 2016;7:45370–84.

113. Cioffi M, Trabulo SM, Vallespinos M, Raj D, Kheir TB, Lin ML, et al. The miR-
25-93-106b cluster regulates tumor metastasis and immune evasion via
modulation of CXCL12 and PD-L1. Oncotarget. 2017;8:21609–25.

114. Miao S, Mao X, Zhao S, Song K, Xiang C, Lv Y, et al. miR-217 inhibits
laryngeal cancer metastasis by repressing AEG-1 and PD-L1 expression.
Oncotarget. 2017;8:62143–53.

115. Audrito V, Serra S, Stingi A, Orso F, Gaudino F, Bologna C, et al. PD-L1 up-
regulation in melanoma increases disease aggressiveness and is mediated
through miR-17-5p. Oncotarget. 2017;8:15894–911.

116. Fujita Y, Yagishita S, Hagiwara K, Yoshioka Y, Kosaka N, Takeshita F, et al. The
clinical relevance of the miR-197/CKS1B/STAT3-mediated PD-L1 network in
chemoresistant non-small-cell lung cancer. Mol Ther. 2015;23:717–27.

117. Tang Y, He Y, Shi L, Yang L, Wang J, Lian Y, et al. Co-expression of AFAP1-
AS1 and PD-1 predicts poor prognosis in nasopharyngeal carcinoma.
Oncotarget. 2017;8:39001–11.

118. Gilot D, Migault M, Bachelot L, Journe F, Rogiers A, Donnou-Fournet E, et al.
A non-coding function of TYRP1 mRNA promotes melanoma growth. Nat
Cell Biol. 2017;19:1348–57.

119. Cai J, Fang L, Huang Y, Li R, Xu X, Hu Z, et al. Publisher correction:
simultaneous overactivation of Wnt/beta-catenin and TGFbeta signalling by
miR-128-3p confers chemoresistance-associated metastasis in NSCLC. Nat
Commun. 2018;9:16196.

120. Beg MS, Brenner AJ, Sachdev J, Borad M, Kang YK, Stoudemire J, et al. Phase
I study of MRX34, a liposomal miR-34a mimic, administered twice weekly in
patients with advanced solid tumors. Investig New Drugs. 2017;35:180–8.

121. Rubio-Briones J, Casanova J, Martinez F, Dominguez-Escrig JL, Fernandez-
Serra A, Dumont R, et al. PCA3 as a second-line biomarker in a prospective
controlled randomized opportunistic prostate cancer screening programme.
Actas Urol Esp. 2017;41:300–8.

122. Amodio N, Stamato MA, Juli G, Morelli E, Fulciniti M, Manzoni M, et al.
Drugging the lncRNA MALAT1 via LNA gapmeR ASO inhibits gene
expression of proteasome subunits and triggers anti-multiple myeloma
activity. Leukemia. 2018;32:1948–57.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Zhang et al. Molecular Cancer           (2020) 19:48 Page 12 of 12


	Abstract
	Introduction
	Development of cancer immunology
	Functions of ncRNAs in immunity
	Roles of ncRNAs in innate immunity
	Macrophages
	Natural killer cells
	Neutrophils

	Roles of ncRNAs in adaptive immunity
	T cells
	B cells


	Perspective: ncRNAs as potential targets for immunotherapies
	Abbreviations
	Acknowledgements
	Authors’ contributions
	Funding
	Availability of data and materials
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Author details
	References
	Publisher’s Note

