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Leukocytes, including macrophages and T cells, represent key players in the human immune system, which plays a considerable
role in the development and progression of tumors by immune surveillance or immune escape. Boosting the recruitment of
leukocytes into the tumor microenvironment and promoting their antitumor responses have been hot areas of research in recent
years. Although immunotherapy has manifested a certain level of success in some malignancies, the overall effectiveness is far
from satisfactory. Iron is an essential trace element required in multiple, normal cellular processes, such as DNA synthesis and
repair, cellular respiration, metabolism, and signaling, while dysregulated iron metabolism has been declared one of the
metabolic hallmarks of malignant cancer cells. Furthermore, iron is implicated in the modulation of innate and adaptive
immune responses, and elucidating the targeted regulation of iron metabolism may have the potential to benefit antitumor
immunity and cancer treatment. In the present review, we briefly summarize the roles of leukocytes and iron metabolism in
tumorigenesis, as well as their crosstalk in the tumor microenvironment. The combination of immunotherapy with targeted
regulation of iron and iron-dependent regulated cell death (ferroptosis) may be a focus of future research.

1. Introduction

Cancer incidence and mortality are rapidly growing around
the world, with an estimated 18 million new diagnosed cases
and 9.6 million cancer-related deaths in 2018[1]. Cancer still
represents a large social and economic burden in each coun-
try despite increased public awareness of cancer-related
lifestyle factors and applications of early screening and diag-
nosis [2]. The past decade has witnessed substantial progress
in the areas of tumor genomics and biology and technologies
in cancer research. Two newly proposed cancer hallmarks,

tumor-associated inflammation and tumor immune evasion,
have highlighted the close interaction between the immune
system and cancer [3, 4]. The tumor microenvironment
(TME) is composed of cancer cells, stromal cells, extracellu-
lar matrix, and immune cells, which influence tumorigenesis,
tumor expansion, and metastasis [5]. Recruited leukocytes
paradoxically inhibit or promote tumor initiation and pro-
gression, depending on the cytokines and chemokines that
are secreted by the TME, as well as the type and stage of
the tumor. This phenomenon is known as tumor immunoe-
diting, which comprises the dual tumor-suppressing and
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tumor-promoting actions of immunity [6, 7]. There is a great
need to understand the complex crosstalk among immune
cells, cancer cells, and the TME and to develop innovative
therapeutic strategies for the treatment of cancer.

Iron is an essential trace element required in normal cel-
lular processes, including DNA synthesis and repair, cellular
respiration, metabolism, and signaling [8]. Dysregulation of
iron metabolism has been implicated in several diseases, such
as anemia [9], infections [10], neurodegenerative disorders
[11], and cancer [12]. The capacity of iron to undergo redox
reactions enables iron to catalyze the Fenton reaction that
generates reactive oxygen species (ROS). The consequence
may induce tumorigenesis through DNA damage, as well as
lipid and protein modifications in neoplastic cells [12, 13].
There is also emerging evidence proving the role of iron
in tumor development, metastasis, and TME modification
[13, 14]. In this review, we briefly introduce the pathophysi-
ology of iron metabolism and leukocytes, especially macro-
phages and T cells. We also summarize the current
knowledge regarding their representative role, as well as their
crosstalk in the tumor microenvironment, providing a better
understanding of the underlying mechanisms of tumorigen-
esis and offering novel insight into cancer therapy.

2. Tumor Immune Surveillance

The human immune system is a dynamic and intricate
network, which is responsible for the defense of the host
body against attacks by harmful substances, including its
own cells when they become malignant. Tumor progres-
sion, from development to metastasis, and its response to
therapy are intimately influenced by the activity of the
immune system [15].

2.1. Overview of Immune Surveillance. The first line of
defense is innate immunity, and the cells involved are
macrophages, neutrophils, dendritic cells (DCs), and natu-
ral killer (NK) cells [16]. If pathogens succeed in avoiding
innate defenses, a more versatile and intricate adaptive
immune response is triggered, which is mediated by B
lymphocytes and T lymphocytes [16]. These two levels of
immunity are distinct, but they are interacting compo-
nents that collectively protect against pathogens and for-
eign proteins [17].

In recent years, the exciting progress achieved in tumor
immunotherapy, such as adoptive T cell therapies and
immune checkpoint inhibitors, has attracted much more
attention in this field [18]. In the 1950s, the concept of
“cancer immunosurveillance” was proposed by Burnet [19],
which is based on the notion that the expression of tumor-
associated antigens and tumor-specific antigens (neoantigens)
induces antitumor immunity, leading to the destruction of
transformed and/or malignant cells before early neoplasms
develop into detectable cancers [20]. A series of steps must
be initiated to generate an antitumor immune response, ele-
gantly summarized in the process, known as the “cancer-
immunity cycle” [21], which includes the capture of tumor
antigens by specialized antigen presenting cells (APCs),
the priming and activation of T cells, and the trafficking

and infiltration of cytotoxic T lymphocytes (CTLs) to the
tumor. Eventually, cytotoxic immune cells, such as CTLs
and NK cells, attack and eliminate cancer cells with high
immunogenicity [22].

2.2. Leukocyte Recruitment and Function within the Tumor
Microenvironment. Since 1863, when Virchow first observed
the presence of leukocytes within tumors, an association
between inflammation and cancer has gradually become a
hot topic in cancer research [23, 24]. Tumor-associated
inflammation is now accepted as one of the hallmarks of
cancer, which contributes to genomic instability, epigenetic
change, cancer cell proliferation, angiogenesis, invasion,
and metastasis [3]. For example, chronic inflammation influ-
enced by hepatitis B and C viruses increases the risk for liver
cancer, and infections with Helicobacter pylori favor the
development of gastric cancer [25]. Additionally, non-
steroidal anti-inflammatory drugs, such as aspirin, have been
demonstrated to reduce the incidence and mortality in many
types of cancer, contributing to their nonspecific, inhibitory
effects on inflammation [26, 27].

Leukocytic recruitment into tumors relies on the local
production of chemoattractants (e.g., chemokines) and their
cognate receptors expressed by leukocytes [28]. Infiltrated
inflammatory immune cells, cancer cells, and a network of
stromal cells that are comprised of fibroblasts and endothelial
cells constitute dominant components of the TME. The
cross-talk between cancer cells and nonneoplastic cells is
believed to shape and regulate tumor development, partially
through signaling molecules, including growth factors,
chemokines, cytokines, and exosomes [29, 30]. With the
development of genetic manipulation technology and phar-
macological inhibitors, the anticancer or oncogenic functions
of tumor-infiltrating immune cells have been highlighted
[3, 23]. For example, NK cells are a major source of tumor
necrosis factor-α (TNF-α), interferon-gamma (INF-γ), and
granulocyte-macrophage colony stimulating factor (GM-
CSF), and they can initiate antitumor effects mainly by
secreting cytotoxic perforin and granzyme when stimulatory
cell face receptors, such as NKG2D, are bound [31]. DCs also
play a significant role in antitumor immunity by expressing
cytokines and chemokines to promote the priming of antitu-
mor T cells, including interleukin-1 (IL-1), IL-12, and CXC-
chemokine ligand 9 (CXCL9) [32]. Moreover, infiltration of
effector T lymphocytes in tumors [helper 1 (Th1) cells and
CTLs] is associated with prolonged patient survival in most
solid cancers [33]. Meanwhile, other immunosuppressive
cells, such as myeloid-derived suppressor cells, T regulatory
cells (Tregs), and tumor-associated macrophages (TAMs),
participate in facilitating immune escape and sustaining
tumor growth [15, 29], which will be described in detail
below.

Taken together, anticancer immunity exerts immunosur-
veillance of tumor immunogenicity, while tumor-associated
inflammation promotes tumor progression by suppressing
antitumor immunity in the TME and by providing direct
pro-tumorigenic signaling onto epithelial and cancer cells
[30]. The intricate relationship between them is dependent
upon the time and context of the tumorigenesis.
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3. Tumor Immune Escape

Tumors grow progressively out of immune control after
“tumor immunoediting” (Figure 1), a process comprising
three phases (elimination, equilibrium, and escape) [7, 34].
Escape from immunosurveillance inevitably leads to the
progression of cancer and failure of immunotherapy. There
are several mechanisms of tumor immune escape known in
the TME, including impaired antigen presentation, poor
immunogenicity of cancer cells, and the absence of costimu-
latory molecules that induce tolerance of T cells [35]. More
importantly, a number of immunosuppressive cells (e.g.,
TAMs and Tregs) are induced and recruited by tumors, pro-
ducing a favorable environment for cancer cells [36, 37].
Because these immunosuppressive cells are considered tar-
gets for immunotherapy resistance, it is necessary to eluci-
date how they contribute to tumor immune escape.

3.1. Tumor-Associated Macrophages in Immune Escape.
Macrophages are differentiated cells of the mononuclear
phagocyte system and are components of the immune system

found within many tissues, where they play a key role in anti-
infective immunity, wound repair, and tissue homeostasis
[38]. Circulating monocytes are recruited to the tumors and
become TAMs by a multitude of chemokines, including
CCL2, CCL5, CXCL12, and colony-stimulating factor-1
(CSF-1), and by the presence of local hypoxia and high levels
of lactic acid in the TME [39, 40]. As the largest inflamma-
tory fraction in most human solid malignancies, TAMs are
involved in all stages of tumor progression, from carcinoma
cell proliferation throughout dissemination to metastasis
[29]. Consequently, increased TAM infiltration generally
correlates with poor prognosis, but not always, in animal
models and oncological patients [39, 41].

TAM activation is complicated and comprises two
extreme states: M1 macrophages [proinflammatory pheno-
type, driven by IFN-γ, lipopolysaccharide, or GM-CSF] and
M2 macrophages (anti-inflammatory phenotype, driven by
IL-4, IL-13, or CSF-1), which is determined by the sur-
rounding microenvironment [42]. Early in tumor develop-
ment, M1-polarized macrophages are potent effector cells
that are able to elicit tumor cell disruption. Conversely,
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Figure 1: The procedure of tumor immunoediting: from immune surveillance to immune escape. During the elimination phase, the
immunosurveillance components of both innate and adaptive immune systems recognize and eliminate tumor cells. Tumors gradually
acquire immune-escape capability in the setting of chronic inflammation and immune dysregulation. Eventually, cancer cells secrete
cytokines and chemokines to recruit immunosuppressive cells, including TAMs, Tregs, and MDSCs, which suppress antitumor immune
responses through different pathways. DC: dendritic cell; IL: interleukin; MDSC: myeloid-derived suppressor cell; NK: natural killer;
PD-L1: programmed cell death-ligand 1; TGF: transforming growth factor; Th: helper T; Treg: T regulatory cell.
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as tumorigenesis progresses, the TME favors the transition of
infiltrated macrophages to the M2 phenotype with protu-
morigenic activities [43]. TAMs are widely considered to be
M2 macrophages, in that they promote tumor angiogenesis,
cancer progression, and immunosuppression [44]. Accord-
ingly, M2-like TAMs inhibit cytotoxic CD8+ T cell antitu-
mor activity and DC maturation by the secretion of
transforming growth factor-β (TGF-β) and IL-10[45, 46].
Furthermore, the inhibitor ligand programmed cell death-
ligand 1 (PD-L1) is upregulated, not only in malignant cells
but also in TAMs in response to IFN-γ from effector cells
[47], and the interaction of PD-L1 with programmed cell
death protein 1 (PD-1) expressed on activated T cells facili-
tates immune escape. TAMs also express PD-1, and the
expression is inversely proportional to the phagocytic
potency of TAMs, suggesting that the immune checkpoint
inhibitor may be effective on macrophages [48]. From the
immunometabolic perspective, M2-like TAMs deplete amino
acids and secrete lactate among the TME, resulting in func-
tional impairment of effector NK and T cells [49]. For these
reasons, TAM can be a valid target for tumor immunother-
apy, and several strategies controlling TAM function and
polarization are emerging.

3.2. T Cells in Immune Escape. As the second greatest
immune cell type besides TAMs in the TME, T cells are
divided into two main categories: MHC-I restricted CD8+
T (cytotoxic T) cells and MHC-II restricted CD4+ T (helper
T/Th) cells. Among them, CD8+ T cells differentiate into
CTLs and exert a direct antitumor effect by releasing
cytotoxic perforin, while Th1 cells mediate the antitumor
response through the secretion of various cytokines, such as
IFN-γ, TNF-α, and IL-2 to coordinate CTLs and NK cells
[50]. Then, what are the immunosuppressive mechanisms
that enable cancer cells to evade T cell attack?

The full activity of effector T cells depends on the anti-
genic peptide presented by APCs, as well as the engagement
of costimulatory receptor, CD28 [51]. The two well-known
coinhibitory molecules, PD-1 and cytotoxic T lymphocyte-
associated antigen 4 (CTLA-4), play a major role in the main-
tenance of immune tolerance and in tumor immune evasion
[18, 52]. In addition, the new generation of immune check-
points, such as T cell immunoglobulin and mucin domain 3
(TIM-3) [53], lymphocyte activation gene 3 (LAG-3) [54],
and V domain Ig suppressor of T cell activation (VISTA)
[55], represents promising therapeutic targets for tumor
immunotherapy.

Apart from engaging immune checkpoints, the TME
and tumor cells block the antitumor immune response
through the recruitment of Tregs. Tregs are defined as
Foxp3+CD25+CD4+ T cells and function to suppress immu-
nological and autoimmune diseases [56]. Previous studies
have found that a high number of Tregs infiltrate into human
tumor tissues and that the increase in tumor-infiltrating
Tregs and a lower ratio of CD8+ cells to Treg cells in the
TME are often correlated with an unfavorable prognosis
[57, 58]. However, some exceptions exist, such as in colo-
rectal cancer [59]. Compared with naïve Tregs, tumor-
infiltrating Tregs highly express cell-surface molecules,

such as CCR8, CD25 (IL-2 receptor), CTLA-4, PD-1,
PD-L1, TIM-3, LAG-3, and VISTA [60]. There are various
mechanisms of Treg-mediated immune suppression: (a) pro-
duction of inhibitory cytokines, such as IL-10 and TGF-β
[61]; (b) direct killing of effector T cells using perforin and
granzyme [62]; (c) dominant consumption of IL-2 through
high-affinity CD25[63]; and (d) expression of negative
costimulatory molecules, such as CTLA-4 on the Treg sur-
face, resulting in down-regulation of CD80/86 expression in
APCs, therefore inhibiting T cell activation [64].

In summary, the immunosuppressive cells generate
immunosuppressive cytokines and induce the emergence of
immunosuppressive networks within the TME, promoting
the evasion of antitumor immunity and supporting tumor
progression.

4. Relationship between Iron
Metabolism and Cancer

4.1. Cellular Iron Metabolism and Homeostasis.Multiple iron
metabolism-associated molecules collaborate to maintain
homeostasis because iron is a necessary, but potentially toxic,
element [65]. Iron homeostasis is thus a strictly regulated
process that involves uptake, storage, and utilization. Uptake
of dietary iron is through divalent metal transporter 1
(DMT1) expressed on duodenum enterocytes. Then, iron
exportation is mediated by ferroportin (FPN). Circulating
iron predominantly binds to transferrin (TF), forming a
complex named TF-bound iron (TBI), which recognizes
transferrin receptor 1 (TFR1) [8]. Along with internalization
of this complex by endocytosis, iron is reduced by six-
transmembrane epithelial antigen of the prostate 3 (STEAP3)
within the endosome and is subsequently released into the
cytosol through DMT1 to constitute the cytoplasmic labile
iron pool (LIP). The fate of this redox-active iron is to be
stored in the form of ferritin (FT), utilized for various meta-
bolic needs, or exported out of cells by FPN [66]. Finally, iron
gets oxidized by ceruloplasmin or hephaestin and again com-
bines with TF. In this regard, iron homeostasis at the cellular
level is regulated by posttranscriptional mechanisms of iron-
responsive element-binding proteins 1 and 2, which interact
with iron responsive elements in response to levels of intra-
cellular iron [67]. At the systemic level, iron homeostasis is
primarily maintained by hepcidin, an important iron regula-
tory hormone. Under high-iron conditions, hepcidin is
released by the liver and induces FPN degradation, prevent-
ing iron export from duodenum enterocytes, hepatocytes,
and macrophages into the blood stream [68, 69]. In humans,
mutations in the genes encoding hemochromatosis protein
(HFE) and hemojuvelin (HJV) have been reported to cause
low expression of hepcidin, which implies that HFE and
HJV are key regulators of hepcidin [70]. Besides regulating
iron metabolism, HFE is considered a nonclassical major his-
tocompatibility complex- (MHC-) Ib molecule, playing an
immunological role in impairing MHC-I antigen presenta-
tion and T cell activation [71]. The negative modulatory
function of HFE has been identified in innate immunity
against viral and bacterial infections [72, 73]. Furthermore,
HJV mediates innate antimicrobial immune response via
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macrophages in the acute infection phase without relying on
iron burden [74]. These observations suggest the immuno-
logical functions of iron-related genes.

4.2. Altered Iron Metabolism in Cancer. Dysregulated iron
homeostasis is considered one of the metabolic hallmarks
of malignant cancer cells, in which some pivotal alterations
of iron import-export, storage, and regulation have been
identified [8, 75]. These changes contribute to elevated levels
of intracellular iron, which is critical in various pathophysio-
logical processes, including cell cycle regulation, DNA
synthesis, tumor development, metastasis, and TME modifi-
cation [13, 14].

Upregulation of TFR1 is one way to increase iron uptake.
It has been repeatedly observed that TFR1 is overexpressed in
several cancers, including lung, ovarian, and breast cancer, as
well as leukemia and glioblastoma [76]. In non-small-cell
lung cancer, an epidermal growth factor receptor was found
to modulate iron metabolism by binding to and regulating
the subcellular distribution of TFR1 [77]. Increases in TFR1
are also directly driven by the proto-oncogene, c-Myc [78].
Conversely, knockdown of TFR1 is associated with reduced
ROS and insufficient mitochondrial respiration in human
pancreatic cancer cells. TFR1 expression determines the
sensitivity of tumor cells to oxidative stress [79]. Another
mechanism of intracellular iron accumulation in tumorigen-
esis is overexpressed DMT1, which is responsible for ferrous
iron entry. Colon-specific DMT1 blocking has been shown to
reduce tumor proliferation by suppressing JAK-STAT3
signaling in mouse colorectal cancer models [80]. Moreover,
SLC39A14 [Zrt/Irt-like protein 14 (ZIP14)] [81] and
SLC39A8 [Zrt/Irt-like protein 8 (ZIP8)] [82], first identified
as zinc transporters, are also involved in non-TBI uptake.
In human liver hepatoma cell lines, knockdown of p53 accel-
erated iron uptake by increasing ZIP14 levels, indicating the
potential role of ZIP14 in p53-related cancers [83]. Most
studies on ZIP8 have focused on its effects of zinc homeosta-
sis, and its iron-dependent role in cancers remains largely
unclear [84]. As known, ferrireductases, particularly mem-
bers of the STEAP family, are involved in iron reduction
for cellular uptake [85]. Multiple studies have indicated that
STEAP1 and STEAP2 are upregulated in different human
cancer tumors, such as cancers of the prostate, ovarian,
pancreas, and bladder [86, 87]. In glioblastoma, expression
levels of STEAP3 correlate negatively with patient prognosis,
and STEAP3 mediates cancer progression through induction
of epithelial-mesenchymal transition, promotion of TFR
expression, and activation of STAT3-FoxM1 signaling [88].

Ferritin, composing ferritin heavy chains (FTH) and fer-
ritin light chains (FTL), plays a central role in iron storage.
Among cancer patients, high concentrations of plasma FT
correlate with a higher tumor stage and poor clinical out-
come, suggesting that FT can serve as a prognostic factor in
some types of cancer, such as colorectal cancer, hepatobiliary
cancer, prostate cancer, or squamous cell carcinoma [89–92].
Human breast cancer cells with a more aggressive mesenchy-
mal phenotype exhibit higher levels of both FTL and FTH
compared to cells with an epithelial phenotype [93]. More-
over, downregulation of FT accounts for increased chemo-

sensitivity [93, 94], as well as inhibition of tumor growth
and development [95, 96].

The iron export system is controlled by the only known
iron exporter, FPN, and its modulator, hepcidin [68]. The
expression levels of FPN are substantially reduced in pros-
tate and breast cancer compared to those in normal tissues,
and they correlate with the degree of tumor aggressiveness
[97, 98]. Shan et al. demonstrated that suppressing FPN
expression in triple negative breast cancer cells results in
epithelial-mesenchymal transition, cell proliferation, and
migration [99]. Pinnix et al. showed that FPN-transfected
breast cancer cells markedly reduce their growth in orthoto-
pic tumor models. Furthermore, through gene expression
profile analysis of over 800 breast cancer patients, the group
confirmed that reduced FPN levels are independently associ-
ated with a significant decrease in patient progression-free
survival [98]. There is also much evidence indicating that
patients with various cancers have elevated serum and
tumor hepcidin levels [100, 101]. Hepcidin can be synthe-
sized in cancer cells, functioning as an autocrine hormone
to degrade membrane FPN, increase intracellular concentra-
tion, and promote tumor survival, a process jointly controlled
by bone morphogenetic protein and IL-6 [102, 103]. Thus,
targeting the hepcidin-FPN axis to reduce iron availability
may be promising strategies with antitumor efficacy [104].

5. The Crosstalk between Iron Metabolism and
Immune System in Tumor

The essential role of iron in tumor development is tightly
related to its ability to regulate innate and adaptive responses,
especially in macrophages and T cells (Figure 2(a)–2(c)). Iron
is undoubtedly required for immune cells to adapt their phe-
notype and acquire capacities for defense against pathogens
or tumor cells regarded as foreign substances. It is therefore
not surprising that immune cells compete with tumor cells
for iron uptake in the TME. Meanwhile, immune cells mod-
ify the polarization state to modulate iron metabolism at both
local tumor and systemic levels [105].

5.1. Iron Metabolism and Macrophages in Tumor. Macro-
phages have a central role in regulating systemic iron metab-
olism. During phagocytosis of senescent erythrocytes by
macrophages in the spleen and the liver, heme is released
and catabolized by heme oxygenase (mainly HO-1) to pro-
duce iron. This heme-recycled iron represents the majority
of available iron in the body, then stored in FT or delivered
to FPN [106]. Notably, the differential expression of iron-
regulated genes is described among distinct macrophage
phenotypes, indicating that macrophage polarization is asso-
ciated with changes in iron homeostasis [107, 108]. In the
early stages of tumorigenesis, proinflammatory cytokines
promote M1-like macrophages (with low levels of FPN and
high levels of FT) to display an iron sequestering phenotype
as an antitumor response [108, 109]. In contrast, M2-like
macrophages exhibit an iron-release phenotype with higher
expression of the iron exporter, FPN, and lower expression
of the storage protein, FT, thus increasing iron recycling
and export into the extracellular space.
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TAMs have been widely accepted as an anti-inflammatory
“iron-donating” phenotype that releases iron to support
cancer progression [110, 111]. They show a high expression
of CD163, the high-affinity scavenger receptor that binds
haptoglobin and hemoglobin into a complex for uptake
[108]. Shiraishi et al. observed that macrophage-mediated
tumor proliferation was abrogated by silencing CD163 in
mice and human sarcoma cell lines, verifying the role of
CD163 in protumor activation of macrophages [112]. Scav-
enging heme is closely related to HO-1 expression, and
released heme induces the degradation of the transcription
factor, BACH1, that in turn induces HO-1 and enhances
the expression of FPN [113, 114]. The heme-recycled iron
primarily enters the LIP rather than being stored in FT as
seen in M1 macrophages, preferentially for the release into
the local microenvironment [106]. Besides upregulation of
FPN, in vitro, TAMs supply tumor cells with iron through
the secreted iron-binding protein lipocalin-2 (LCN-2)
[115, 116]. For example, in breast cancer, increased FPN1
expression of infiltrating macrophages coexists with overex-

pression of hepcidin at the same stage of carcinogenesis
[111], and FPN depletion in TAM does not affect its
iron-release or protumorigenic capacity[116]. Mechanisti-
cally, the secretion of LCN-2 is associated with apoptotic
tumor cell-released sphingosine 1-phosphate, which binds
to its coupled receptor and triggers STAT3 activation [117].
Furthermore, macrophages are able to secrete FT into the
microenvironment to stimulate tumorigenesis, though this
proliferative effect is possibly iron-independent [118].
Interestingly, in mouse lung carcinoma models, the TAM
subpopulation in hemorrhagic regions shows an iron-
loaded, proinflammatory phenotype capable of eliminating
tumor cells [119]. It has been confirmed that such differen-
tiation in the TME is driven by the heme and iron, which is
ingested from damaged red blood cells through leaky tumor
vessels. Of clinical significance, administration of iron
nanoparticles is associated with M1 polarization, as well as
tumor suppression function both in vitro and in vivo
[119]. Considering the great heterogeneity and functional
plasticity, as well as the central role of TAMs in regulating
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iron homeostasis within the TME, further research is war-
ranted to clarify how iron influences the crosstalk between
macrophages and tumor cells.

5.2. Iron Metabolism and T Cells in Tumor. Iron homeostasis
is an important determinant of valid T cell-mediated
immune response, as either iron overload or iron deficiency
adversely impacts the adaptive immune response in human
disease states [120, 121]. On one hand, T cells require iron
for their proliferation and effector functions in the course
of immune responses, such as infections or tumors. Activa-
tion of T cells is accompanied by the upregulation of TFR
(also called CD71) through an IL2-dependent pathway, even
in early T cell differentiation [122–124]. Conversely, the
induction of T cell energy (defect in proliferative responses,
which is undesirable in tumor) is concomitant with reduced
TFR surface expression in mouse models [125]. A mutation
in TFRC, the gene that encodes TFR1, was discovered in
patients with a combined immunodeficiency, which results
in impaired iron endocytosis and defective T and B cell func-
tion [126]. In addition, deletion of the FTH gene in hemato-
poietic cells reduces the quantity of T and B cells as a result of
an increase in LIP and enlarged ROS formation, suggesting
that the iron stored in FT is required for lymphocyte survival
[127]. On the other hand, iron dyshomeostasis has been
implicated in the abnormal proportion of T cell subpopula-
tions. For example, patients with iron overload secondary
to β-thalassemia have decreased CD4+ and increased CD8+
T cells [128], while patients suffering from HFE-associated
hereditary hemochromatosis (HH) show altered CD4/CD8
ratios and reduced CTLs, depending on the HLA haplotype
[129, 130]. Moreover, HH patients present with increased
levels of IL-4 and IL-10 produced by CD8+ T cells, which
may promote Th2 polarization in some cases, again relating
to impaired cancer immune surveillance [131]. As expected,
the cancer risk is relatively high in patients with HFE gene
mutations [132]. Iron can also directly modulate T cell
phenotypes and has been demonstrated to downregulate
the surface expression of CD2 and CD4 in vitro [133]. In
situations of iron-uptake suppression via inhibition of TFR
or employment of iron chelators, Th1 cells seem more sensi-
tive and more easily susceptible to intracellular iron deple-
tion than Th2 cells [134, 135]. Hence, T cell function and
iron metabolism are intimately related, but to what extent
iron imbalances in the TME lead to immune defects and pro-
mote tumor progression requires in-depth exploration.

6. Regulation of Iron Metabolism for
Antitumor Immunity

The immune contexture is now increasingly acknowledged
as a major determinant of survival outcomes in patients
with cancer, and effective antitumor immune responses
are important for immune defense against tumors [33].
Although immunotherapy has manifested a certain level of
success in some malignancies, the overall effectiveness is far
from satisfactory because of de novo or adaptive resistance
[136]. Therefore, additional strategies are required to
improve therapeutic efficacy. Considering the significant role

of iron in the progression of cancer and in the modulation of
innate and adaptive immune responses, targeted regulation
of iron metabolism may be beneficial for antitumor immu-
nity and cancer treatment.

Iron chelation therapies were initially employed for iron
overload diseases, such as β-thalassemia, before it was dem-
onstrated that they had antitumor activity in both in vitro
and in vivo studies [137]. For example, the Food and Drug
Administration- (FDA-) approved iron chelators, deferox-
amine and deferasirox, are proven to be effective in preclini-
cal studies of leukemia [138, 139], neuroblastomas [140], and
colorectal [141], pancreatic [142], and breast [143] cancers.
Additionally, the more high-affinity chelator thiosemicarba-
zones (3-AP, triapine) have been evaluated in several phase
I and II clinical trials specifically for treating cancer and have
shown relatively favorable efficacy as a monotherapy or in
combination therapies [144–146]. However, these agents
are not yet approved for clinical cancer treatment, partly
due to the serious dose-limiting toxicities, a lack of selectivity
for targeting tumor cells, and unreached effective intratumor
concentrations limited by unfavorable pharmacokinetics
[105]. Interestingly, recent studies have noticed that the
intracellular iron chelator, (TC3-S)2, can alter iron-donor
phenotype of TAMs towards iron sequestering phenotype,
with the former supporting tumor progression and metas-
tasis [147]. Thus, iron chelators influence not only tumor
cells but also other components within the TME, and
macrophage-targeted chelation may potentially provide
new therapeutic avenues for iron chelation treatment.

Over the last decade, iron oxide nanoparticles (IONPs),
as an extensively utilized inorganic nanomaterial, have
shown great efficacy in a variety of biomedical applications,
including cancer diagnosis and treatment [148]. Recently,
multiple studies have indicated that IONPs impact macro-
phage polarization and thus possess antitumor properties
[119, 149, 150]. The FDA-approved iron nanoparticle, feru-
moxytol, has been observed to induce apoptosis in mammary
cancer cells coincubated with macrophages and prevent
against the growth and metastases of lung and liver cancers
in mice models [149]. Mechanistically, the intrinsic inhibi-
tory effect of ferumoxytol is dependent on polarizing TAMs
to the tumor-suppressing M1 phenotype that induces Fenton
reactions [149]. Meanwhile, Li et al. confirmed that hya-
luronic acid-decorated IONP- (HION-) reprogrammed
macrophages display improved antitumor capabilities by
generating ROS and proinflammatory cytokines in the
immunosuppressive TME, even promoting intratumoral
M2-to-M1 switch in a paracrine-like manner [151]. Further-
more, newly synthesized nanocomposites, IONP-ovalbumin
(OVA) and iron oxide-embedded large-pore mesoporous
organosilica nanosphere- (IO-LPMON-) OVA, could not
only potentially polarize macrophages but could also induce
DC-primed cytotoxic T cell activation to prevent tumor for-
mation, showing excellent potential of combinatorial immu-
notherapy approaches [152, 153]. A recent study shed light
on the mechanism that IONPs moderate the activation of
the interferon regulatory factor 5 pathway for M1 polariza-
tion, a process that relies on intracellular iron levels and
impairs M2 function by downregulating arginase-1 [150].
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Ferroptosis is a form of iron-dependent regulated cell
death characterized by the accumulation of lipid peroxida-
tion [154]. The initiation of ferroptosis requires three
indispensable hallmarks: the oxidation of phospholipids
containing polyunsaturated fatty acid, the presence of intra-
cellular free iron and iron-containing lipoxygenases, and
impairment of the lipid peroxide repair system, such as the
cystine/glutamate antiporter (system xc-) (composed of
SLC7A11 and SLC3A2) or glutathione peroxidases 4
[155, 156]. As mentioned above, HH is an iron-overload
disease caused by defects in iron-sensing genes and is
associated with higher cancer risk [157]. Iron overload
was demonstrated to induce ferroptosis both in vitro and
in vivo [158–160]. Moreover, liver damage was attenuated
by the ferroptosis inhibitor ferrostatin-1 in mouse models
of HH [158]. Indeed, knockout of SLC7A11 was not suffi-
cient to trigger ferroptosis under basal iron conditions but
increased the susceptibility to iron overload-elicited ferropto-
sis due to impaired cystine uptake and increased ROS pro-
duction [158], while overexpression of SLC7A11 restored
glutathione production and significantly prevented ferropto-
sis [160]. There is compelling evidence suggesting that there
exists a tumor-suppressive nature of ferroptosis, including a
metabolic link between tumor suppressors, such as p53 and
BAP1, and the sensitivity of ferroptosis [161]. Recently,
Wang et al. have revealed the involvement of adaptive
immune responses in cancer cell ferroptosis [162]. They
further demonstrated that IFN-γ, released from anti-PD-
L1-treated activated CD8+ T cells, reduced the expression
of system xc- and thus drove ferroptosis in the tumor, imply-
ing the potential efficacy of targeting iron-dependent ferrop-
tosis in combination with cancer immunotherapy. Moreover,
radiotherapy and immunotherapy act synergistically, but
also independently via their respective mechanisms, to
enhance tumor lipid peroxidation and ferroptosis, while
ferroptosis agonists act as sensitizers for improving their
antitumor efficacy [163, 164]. In fact, cisplatin, a classic che-
motherapy agent, was found to induce ferroptosis through
glutathione deletion in certain cancer cell lines [165]. Sorafe-
nib is a multikinase inhibitor approved for the treatment of
advanced cancer (e.g., hepatocellular carcinoma) [166], and
it can be used as an agonist of ferroptosis for its inhibitory
effect on system xc- [167]. More importantly, erastin, a more
potent inhibitor of system xc-, has been shown to improve
the anticancer activity of traditional chemotherapy drugs
(e.g., docetaxel, cisplatin, and temozolomide) in several
cancer cells [168–170]. Besides its promising role for can-
cer therapy, ferroptosis is also implicated in multiple
forms of tissue damage, including ischemia/reperfusion
injury [171], traumatic injury [172], and neurodegenera-
tion [173, 174].

7. Conclusion and Perspective

In this review, we briefly introduce the recruitment of leuko-
cytes into the TME and their essential roles in tumor immu-
nosurveillance, as well as the immunosuppressive cellular
components of the TME, especially TAMs and Tregs, which
promote immune evasion through multiple mechanisms.

Iron is critical for tumor development, and a variety of iron
metabolism-related proteins are abnormally regulated in
cancer, implicating dysregulated iron homeostasis as one of
the metabolic hallmarks of cancer. Iron is also involved in
the modulation of innate and adaptive immune responses,
notably in macrophages and T cells. Therefore, targeted reg-
ulation of iron metabolism should be beneficial to antitumor
immunity and cancer therapy.

Compared to traditional treatment modalities, such as
chemotherapy and radiotherapy, immunotherapy presents
advantages in reducing tumor recurrence and metastasis,
which is based on cellular immunity. Potential treatment
options targeting iron homeostasis (e.g., iron chelators,
INOPs, and ferroptosis inducers), to some extent, exert their
antitumor effects by enhancing antitumor immunity. The
combination of immunotherapy with targeted regulation of
iron and ferroptosis may be a focus of future research despite
a lack of existing clinical evidence. Further studies are neces-
sary to clarify the impact of these therapies on not only tumor
cells but also other components of the TME (especially
immune cells) and their states of proliferation, apoptosis, or
ferroptosis. Moreover, it remains unknown whether iron
deprivation for tumor suppression or iron supplementation
for inducing ferroptosis is more efficient for cancer treat-
ment. More comprehensive studies should explore the exact
role of iron in regulating the crosstalk among the TME and
pave the way to the development of potent iron-based thera-
pies in the future.

Abbreviations

APC: Antigen-presenting cell
CSF: Colony-stimulating factor
CTL: Cytotoxic T lymphocyte
CTLA-4: Cytotoxic T lymphocyte-associated antigen 4
CXCL: CXC-chemokine ligand
DC: Dendritic cell
DMT1: Divalent metal transporter 1
FPN: Ferroportin
FT: Ferritin
FTH: Ferritin heavy chains
FTL: Ferritin light chains
GM-CSF: Granulocyte-macrophage colony-stimulating

factor
HFE: Hemochromatosis protein
HH: Hereditary hemochromatosis
HJV: Hemojuvelin
HO: Heme oxygenase
IFN: Interferon
IL: Interleukin
IONP: Iron oxide nanoparticle
LAG-3: Lymphocyte activation gene 3
LCN-2: Lipocalin-2
LIP: Labile iron pool
MHC: Major histocompatibility complex
NK: Natural killer
PD-1: Programmed cell death protein 1
PD-L1: Programmed cell death-ligand 1
ROS: Reactive oxygen species

8 Oxidative Medicine and Cellular Longevity



STEAP: Six-transmembrane epithelial antigen of the
prostate

TAM: Tumor-associated macrophage
TBI: Transferrin-bound iron
TF: Transferrin
TFR: Transferrin receptor
TGF: Transforming growth factor
Th: Helper T cell
TIM-3: T cell immunoglobulin and mucin domain 3
TME: Tumor microenvironment
TNF: Tumor necrosis factor
Treg: T regulatory cell
VISTA: V domain Ig suppressor of T cell activation
ZIP: Zrt/Irt-like protein.

Data Availability

The availability of data and materials is not applicable.

Conflicts of Interest

The authors declare that they have no competing interests.

Authors’ Contributions

YXZ conceptualized the research project. LSS, YXZ, and
HFH drafted the manuscript. YXZ, WZC, CJL, XYL, and
AWS reviewed and modified the manuscript. JH, AWS, and
YCD supervised the research and led the discussion. All
authors approved the final version of the manuscript. Lesang
Shen and Yunxiang Zhou contributed equally to this
manuscript.

Acknowledgments

This work was funded by the National Natural Science Foun-
dation of China (81701144).

References

[1] F. Bray, J. Ferlay, I. Soerjomataram, R. L. Siegel, L. A. Torre,
and A. Jemal, “Global cancer statistics 2018: GLOBOCAN
estimates of incidence and mortality worldwide for 36 can-
cers in 185 countries,” CA: a cancer journal for clinicians,
vol. 68, pp. 394–424, 2018.

[2] C. Allemani, T. Matsuda, V. Di Carlo et al., “Global surveil-
lance of trends in cancer survival 2000-14 (CONCORD-3):
analysis of individual records for 37 513 025 patients diag-
nosed with one of 18 cancers from 322 population-based
registries in 71 countries,” Lancet, vol. 391, no. 10125,
pp. 1023–1075, 2018.

[3] D. Hanahan and R. A. Weinberg, “Hallmarks of cancer: the
next generation,” Cell, vol. 144, no. 5, pp. 646–674, 2011.

[4] Y. A. Fouad and C. Aanei, “Revisiting the hallmarks of
cancer,” American journal of cancer research, vol. 7, no. 5,
pp. 1016–1036, 2017.

[5] W. H. Fridman, L. Zitvogel, C. Sautès-Fridman, and
G. Kroemer, “The immune contexture in cancer prognosis
and treatment,” Nature reviews. Clinical oncology, vol. 14,
no. 12, pp. 717–734, 2017.

[6] J. S. O'Donnell, M. W. L. Teng, and M. J. Smyth, “Cancer
immunoediting and resistance to T cell-based immunother-
apy,” Nature reviews. Clinical oncology, vol. 16, no. 3,
pp. 151–167, 2019.

[7] G. P. Dunn, A. T. Bruce, H. Ikeda, L. J. Old, and R. D. Schrei-
ber, “Cancer immunoediting: from immunosurveillance to
tumor escape,” Nat Immunol, vol. 3, no. 11, pp. 991–998,
2002.

[8] S. V. Torti, D. H. Manz, B. T. Paul, N. Blanchette-Farra, and
F. M. Torti, “Iron and Cancer,” Annual Review of Nutrition,
vol. 38, 2018.

[9] A. T. Taher, D. J. Weatherall, and M. D. Cappellini, “Thalas-
saemia,” Lancet, vol. 391, no. 10116, pp. 155–167, 2018.

[10] R. Abreu, F. Quinn, and P. K. Giri, “Role of the hepcidin-
ferroportin axis in pathogen-mediated intracellular iron
sequestration in human phagocytic cells,” Blood Adv, vol. 2,
no. 10, pp. 1089–1100, 2018.

[11] R. J. Ward, F. A. Zucca, J. H. Duyn, R. R. Crichton, and
L. Zecca, “The role of iron in brain ageing and neurodegener-
ative disorders,” The Lancet. Neurology, vol. 13, pp. 1045–
1060, 2014.

[12] S. J. Dixon and B. R. Stockwell, “The role of iron and reactive
oxygen species in cell death,”Nature chemical biology, vol. 10,
no. 1, pp. 9–17, 2014.

[13] S. V. Torti and F. M. Torti, “Iron and cancer: more ore to be
mined,” Nature reviews. Cancer, vol. 13, no. 5, pp. 342–355,
2013.

[14] Y. Wang, L. Yu, J. Ding, and Y. Chen, “Iron metabolism in
cancer,” International journal of molecular sciences, vol. 20,
2019.

[15] S. Shalapour and M. Karin, “Immunity, inflammation, and
cancer: an eternal fight between good and evil,” The Journal
of clinical investigation, vol. 125, no. 9, pp. 3347–3355, 2015.

[16] A. K. Simon, G. A. Hollander, and A. McMichael, “Evolution
of the immune system in humans from infancy to old age,”
Proceedings of the Royal Society B: Biological Sciences,
vol. 282, 2015.

[17] A. Iwasaki and R. Medzhitov, “Control of adaptive immunity
by the innate immune system,” Nat Immunol, vol. 16, no. 4,
pp. 343–353, 2015.

[18] J. G. Egen, W. Ouyang, and L. C. Wu, “Human anti-tumor
immunity: insights from immunotherapy clinical trials,”
Immunity, vol. 52, no. 1, pp. 36–54, 2020.

[19] M. Burnet, “Cancer: a biological approach. III. Viruses asso-
ciated with neoplastic conditions. IV. Practical applications,”
Br Med J, vol. 1, no. 5023, pp. 841–847, 1957.

[20] T. N. Schumacher and R. D. Schreiber, “Neoantigens in can-
cer immunotherapy,” Science, vol. 348, no. 6230, pp. 69–74,
2015.

[21] D. S. Chen and I. Mellman, “Oncology meets immunology:
the cancer-immunity cycle,” Immunity, vol. 39, 2013.

[22] M. W. L. Teng, J. Galon, W.-H. Fridman, and M. J. Smyth,
“From mice to humans: developments in cancer immunoe-
diting,” The Journal of clinical investigation, vol. 125, no. 9,
pp. 3338–3346, 2015.

[23] S. I. Grivennikov, F. R. Greten, and M. Karin, “Immunity,
inflammation, and cancer,” Cell, vol. 140, no. 6, pp. 883–
899, 2010.

[24] S. Shalapour and M. Karin, “Pas de deux: control of anti-
tumor immunity by cancer-associated inflammation,” Immu-
nity, vol. 51, no. 1, pp. 15–26, 2019.

9Oxidative Medicine and Cellular Longevity



[25] S. Qian, O. Golubnitschaja, and X. Zhan, “Chronic inflamma-
tion: key player and biomarker-set to predict and prevent
cancer development and progression based on individualized
patient profiles,” The EPMA journal, vol. 10, no. 4, pp. 365–
381, 2019.

[26] P. M. Rothwell, F. G. R. Fowkes, J. F. F. Belch, H. Ogawa, C. P.
Warlow, and T. W. Meade, “Effect of daily aspirin on long-
term risk of death due to cancer: analysis of individual patient
data from randomised trials,” Lancet, vol. 377, no. 9759,
pp. 31–41, 2011.

[27] P. M. Rothwell, M. Wilson, J. F. Price, J. F. F. Belch, T. W.
Meade, and Z. Mehta, “Effect of daily aspirin on risk of cancer
metastasis: a study of incident cancers during randomised
controlled trials,” Lancet, vol. 379, no. 9826, pp. 1591–1601,
2012.

[28] A. Del Prete, T. Schioppa, L. Tiberio, H. Stabile, and
S. Sozzani, “Leukocyte trafficking in tumor microenviron-
ment,” Current opinion in pharmacology, vol. 35, pp. 40–47,
2017.

[29] D. F. Quail and J. A. Joyce, “Microenvironmental regulation
of tumor progression and metastasis,” Nature Medicine,
vol. 19, no. 11, pp. 1423–1437, 2013.

[30] F. R. Greten and S. I. Grivennikov, “Inflammation and can-
cer: triggers, Mechanisms, and Consequences,” Immunity,
vol. 51, no. 1, pp. 27–41, 2019.

[31] K. Choucair, J. R. Duff, C. S. Cassidy et al., “Natural killer
cells: a review of biology, therapeutic potential and challenges
in treatment of solid tumors,” Future oncology, vol. 15, no. 26,
pp. 3053–3069, 2019.

[32] S. K. Wculek, F. J. Cueto, A. M. Mujal, I. Melero, M. F.
Krummel, and D. Sancho, “Dendritic cells in cancer immu-
nology and immunotherapy,” Nat Rev Immunol, vol. 20,
no. 1, pp. 7–24, 2020.

[33] W. H. Fridman, F. Pagès, C. Sautès-Fridman, and J. Galon,
“The immune contexture in human tumours: impact on
clinical outcome,” Nature reviews. Cancer, vol. 12, no. 4,
pp. 298–306, 2012.

[34] D. Mittal, M. M. Gubin, R. D. Schreiber, and M. J. Smyth,
“New insights into cancer immunoediting and its three
component phases–elimination, equilibrium and escape,”
Current Opinion in Immunology, vol. 27, pp. 16–25, 2014.

[35] A. Poggi and M. R. Zocchi, “Mechanisms of tumor escape:
role of tumor microenvironment in inducing apoptosis of
cytolytic effector cells,” Archivum Immunologiae et Therapiae
Experimentalis, vol. 54, no. 5, pp. 323–333, 2006.

[36] Y. Liu and X. Cao, “Immunosuppressive cells in tumor
immune escape and metastasis,” Journal of Molecular Medi-
cine, vol. 94, no. 5, pp. 509–522, 2016.

[37] K. Shimizu, T. Iyoda, M. Okada, S. Yamasaki, and S.-I. Fujii,
“Immune suppression and reversal of the suppressive tumor
microenvironment,” International Immunology, vol. 30,
no. 10, pp. 445–455, 2018.

[38] S. Gordon and F. O. Martinez, “Alternative activation of mac-
rophages: mechanism and functions,” Immunity, vol. 32,
no. 5, pp. 593–604, 2010.

[39] R. A. Franklin, W. Liao, A. Sarkar et al., “The cellular and
molecular origin of tumor-associated macrophages,” Science,
vol. 344, no. 6186, pp. 921–925, 2014.

[40] A.-T. Henze and M. Mazzone, “The impact of hypoxia on
tumor-associated macrophages,” The Journal of clinical inves-
tigation, vol. 126, no. 10, pp. 3672–3679, 2016.

[41] Q.-w. Zhang, L. Liu, C.-y. Gong et al., “Prognostic signifi-
cance of tumor-associated macrophages in solid tumor: a
meta-analysis of the literature,” PloS one, vol. 7, article
e50946, 2012.

[42] R. Tamura, T. Tanaka, Y. Yamamoto, Y. Akasaki, and
H. Sasaki, “Dual role of macrophage in tumor immunity,”
Immunotherapy, vol. 10, no. 10, pp. 899–909, 2018.

[43] L. Cassetta and J. W. Pollard, “Targeting macrophages: ther-
apeutic approaches in cancer,” Nature reviews. Drug discov-
ery, vol. 17, no. 12, pp. 887–904, 2018.

[44] H. Prenen and M. Mazzone, “Tumor-associated macro-
phages: a short compendium,” Cellular and molecular life sci-
ences : CMLS, vol. 76, no. 8, pp. 1447–1458, 2019.

[45] B. Ruffell, D. Chang-Strachan, V. Chan et al., “Macrophage
IL-10 blocks CD8+ T cell-dependent responses to chemo-
therapy by suppressing IL-12 expression in intratumoral
dendritic cells,” Cancer cell, vol. 26, no. 5, pp. 623–637,
2014.

[46] R. H. McIntire, P. J. Morales, M. G. Petroff, M. Colonna, and
J. S. Hunt, “Recombinant HLA-G5 and -G6 drive U937 mye-
lomonocytic cell production of TGF-β1,” Journal of Leuko-
cyte Biology, vol. 76, no. 6, pp. 1220–1228, 2004.

[47] R. S. Lane, J. Femel, A. P. Breazeale et al., “IFNγ-activated
dermal lymphatic vessels inhibit cytotoxic T cells in mela-
noma and inflamed skin,” J Exp Med, vol. 215, no. 12,
pp. 3057–3074, 2018.

[48] S. R. Gordon, R. L. Maute, B. W. Dulken et al., “PD-1 expres-
sion by tumour-associated macrophages inhibits phagocyto-
sis and tumour immunity,” Nature, vol. 545, no. 7655,
pp. 495–499, 2017.

[49] I. Vitale, G. Manic, L. M. Coussens, G. Kroemer, and
L. Galluzzi, “Macrophages and metabolism in the tumor
microenvironment,” Cell metabolism, vol. 30, no. 1, pp. 36–
50, 2019.

[50] S. Knocke, B. Fleischmann-Mundt, M. Saborowski et al.,
“Tailored tumor immunogenicity reveals regulation of CD4
and CD8 T cell responses against cancer,” Cell Rep, vol. 17,
no. 9, pp. 2234–2246, 2016.

[51] L. Chen and D. B. Flies, “Molecular mechanisms of T cell co-
stimulation and co-inhibition,” Nat Rev Immunol, vol. 13,
no. 4, pp. 227–242, 2013.

[52] A. Ribas and J. D. Wolchok, “Cancer immunotherapy using
checkpoint blockade,” Science, vol. 359, no. 6382, pp. 1350–
1355, 2018.

[53] M. Das, C. Zhu, and V. K. Kuchroo, “Tim-3 and its role in
regulating anti-tumor immunity,” Immunol Rev, vol. 276,
no. 1, pp. 97–111, 2017.

[54] S.-R. Woo, M. E. Turnis, M. V. Goldberg et al., “Immune
inhibitory molecules LAG-3 and PD-1 synergistically regu-
late T-cell function to promote tumoral immune escape,”
Cancer research, vol. 72, no. 4, pp. 917–927, 2012.

[55] J. Wang, G. Wu, B. Manick et al., “VSIG-3 as a ligand of
VISTA inhibits human T-cell function,” Immunology,
vol. 156, no. 1, pp. 74–85, 2019.

[56] S. Hori, T. Nomura, and S. Sakaguchi, “Control of regulatory
T cell development by the transcription factor Foxp3,” Sci-
ence, vol. 299, no. 5609, pp. 1057–1061, 2003.

[57] B. Shang, Y. Liu, S.-j. Jiang, and Y. Liu, “Prognostic value of
tumor-infiltrating FoxP3+ regulatory T cells in cancers: a sys-
tematic review and meta-analysis,” Scientific reports, vol. 5,
no. 1, article 15179, 2015.

10 Oxidative Medicine and Cellular Longevity



[58] E. Sato, S. H. Olson, J. Ahn et al., “Intraepithelial CD8+
tumor-infiltrating lymphocytes and a high CD8+/regulatory
T cell ratio are associated with favorable prognosis in ovarian
cancer,” Proceedings of the National Academy of Sciences of
the United States of America, vol. 102, no. 51, pp. 18538–
18543, 2005.

[59] T. Saito, H. Nishikawa, H. Wada et al., “Two FOXP3+CD4+ T
cell subpopulations distinctly control the prognosis of
colorectal cancers,” Nat Med, vol. 22, no. 6, pp. 679–
684, 2016.

[60] M. De Simone, A. Arrigoni, G. Rossetti et al., “Transcrip-
tional landscape of human tissue lymphocytes unveils
uniqueness of tumor-infiltrating T regulatory cells,” Immu-
nity, vol. 45, pp. 1135–1147, 2016.

[61] N. Larmonier, M. Marron, Y. Zeng et al., “Tumor-derived
CD4+CD25+ regulatory T cell suppression of dendritic cell
function involves TGF-β and IL-10,” Cancer Immunology,
Immunotherapy, vol. 56, pp. 48–59, 2007.

[62] X. Cao, S. F. Cai, T. A. Fehniger et al., “Granzyme B and
perforin are important for regulatory T cell-mediated sup-
pression of tumor clearance,” Immunity, vol. 27, no. 4,
pp. 635–646, 2007.

[63] R. Setoguchi, S. Hori, T. Takahashi, and S. Sakaguchi,
“Homeostatic maintenance of natural Foxp3(+) CD25(+)
CD4(+) regulatory T cells by interleukin (IL)-2 and induction
of autoimmune disease by IL-2 neutralization,” J Exp Med,
vol. 201, no. 5, pp. 723–735, 2005.

[64] K. Wing, Y. Onishi, P. Prieto-Martin et al., “CTLA-4 control
over Foxp3+ regulatory T cell function,” Science, vol. 322,
no. 5899, pp. 271–275, 2008.

[65] M. U. Muckenthaler, S. Rivella, M. W. Hentze, and B. Galy,
“A red carpet for iron metabolism,” Cell, vol. 168, pp. 344–
361, 2017.

[66] H. Lv and P. Shang, “The significance, trafficking and deter-
mination of labile iron in cytosol, mitochondria and lyso-
somes,” Metallomics : integrated biometal science, vol. 10,
pp. 899–916, 2018.

[67] M. U. Muckenthaler, B. Galy, and M. W. Hentze, “Systemic
iron homeostasis and the iron-responsive element/iron-regu-
latory protein (IRE/IRP) regulatory network,” Annual Review
of Nutrition, vol. 28, no. 1, pp. 197–213, 2008.

[68] V. Sangkhae and E. Nemeth, “Regulation of the iron homeo-
static hormone hepcidin,” Advances in Nutrition: An Interna-
tional Review Journal, vol. 8, no. 1, pp. 126–136, 2017.

[69] G. Rishi, D. F. Wallace, and V. N. Subramaniam, “Hepcidin:
regulation of the master iron regulator,” Bioscience Reports,
vol. 35, no. 3, 2015.

[70] M.-P. Roth, D. Meynard, and H. Coppin, “Regulators of hep-
cidin expression,” Vitam Horm, vol. 110, pp. 101–129, 2019.

[71] A. Reuben, J. W. Chung, R. Lapointe, and M. M. Santos, “The
hemochromatosis protein HFE 20 years later: an emerging
role in antigen presentation and in the immune system,”
Immunity, Inflammation and Disease, vol. 5, no. 3, pp. 218–
232, 2017.

[72] M. Nairz, I. Theurl, A. Schroll et al., “Absence of functional
Hfe protects mice from invasive Salmonella enterica serovar
Typhimurium infection via induction of lipocalin-2,” Blood,
vol. 114, no. 17, pp. 3642–3651, 2009.

[73] J. Liu, X. Wu, H. Wang et al., “HFE inhibits type I IFNs sig-
naling by targeting the SQSTM1-mediated MAVS autopha-
gic degradation,” Autophagy, pp. 1–16, 2020.

[74] Q. Wu, Y. Shen, Y. Tao et al., “Hemojuvelin regulates the
innate immune response to peritoneal bacterial infection in
mice,” Cell Discovery, vol. 3, no. 1, p. 17028, 2017.

[75] H. Ludwig, R. Evstatiev, G. Kornek et al., “Iron metabo-
lism and iron supplementation in cancer patients,” Wiener
klinische Wochenschrift, vol. 127, no. 23-24, pp. 907–919,
2015.

[76] T. R. Daniels, E. Bernabeu, J. A. Rodríguez et al., “The trans-
ferrin receptor and the targeted delivery of therapeutic agents
against cancer,” Biochimica et Biophysica Acta (BBA) - Gen-
eral Subjects, vol. 1820, pp. 291–317, 2012.

[77] B. Wang, J. Zhang, F. Song et al., “EGFR regulates iron
homeostasis to promote cancer growth through redistribu-
tion of transferrin receptor 1,” Cancer Letters, vol. 381,
no. 2, pp. 331–340, 2016.

[78] K. A. O'Donnell, D. Yu, K. I. Zeller et al., “Activation of trans-
ferrin receptor 1 by c-Myc enhances cellular proliferation and
tumorigenesis,”Molecular and Cellular Biology, vol. 26, no. 6,
pp. 2373–2386, 2006.

[79] S. M. Jeong, S. Hwang, and R. H. Seong, “Transferrin receptor
regulates pancreatic cancer growth by modulating mitochon-
drial respiration and ROS generation,” Biochemical and
biophysical research communications, vol. 471, no. 3,
pp. 373–379, 2016.

[80] X. Xue, S. K. Ramakrishnan, K. Weisz et al., “Iron uptake via
DMT1 integrates cell cycle with JAK-STAT3 signaling to pro-
mote colorectal tumorigenesis,” Cell metabolism, vol. 24,
no. 3, pp. 447–461, 2016.

[81] J. P. Liuzzi, F. Aydemir, H. Nam, M. D. Knutson, and R. J.
Cousins, “Zip14 (Slc39a14) mediates non-transferrin-bound
iron uptake into cells,” Proceedings of the National Academy
of Sciences of the United States of America, vol. 103,
pp. 13612–13617, 2006.

[82] C.-Y. Wang, S. Jenkitkasemwong, S. Duarte et al., “ZIP8 is an
iron and zinc transporter whose cell-surface expression is up-
regulated by cellular iron loading,” The Journal of biological
chemistry, vol. 287, no. 41, pp. 34032–34043, 2012.

[83] N. Zhao, A.-S. Zhang, A. M.Wortham, S. Jue, M. D. Knutson,
and C. A. Enns, “The tumor suppressor, P53, decreases the
metal transporter, ZIP14,” Nutrients, vol. 9, no. 12, p. 1335,
2017.

[84] Z. Mei, P. Yan, Y. Wang, S. Liu, and F. He, “Knockdown of
zinc transporter ZIP8 expression inhibits neuroblastoma pro-
gression and metastasis in vitro,”Molecular medicine reports,
vol. 18, no. 1, pp. 477–485, 2018.

[85] R. S. Ohgami, D. R. Campagna, A. McDonald, and M. D.
Fleming, “The Steap proteins are metalloreductases,” Blood,
vol. 108, no. 4, pp. 1388–1394, 2006.

[86] Y.-Y. Wu, J.-N. Jiang, X.-D. Fang, and F.-J. Ji, “STEAP1 Reg-
ulates tumorigenesis and chemoresistance during peritoneal
metastasis of gastric cancer,” Frontiers in physiology, vol. 9,
p. 1132, 2018.

[87] S. E. A. Burnell, S. Spencer-Harty, S. Howarth et al., “STEAP2
knockdown reduces the invasive potential of prostate cancer
cells,” Scientific reports, vol. 8, no. 1, p. 6252, 2018.

[88] M. Han, R. Xu, S. Wang et al., “Six-transmembrane epithelial
antigen of prostate 3 predicts poor prognosis and promotes
glioblastoma growth and invasion,” Neoplasia, vol. 20,
no. 6, pp. 543–554, 2018.

[89] S. Lee, A. Song, and W. Eo, “Serum ferritin as a prognostic
biomarker for survival in relapsed or refractory metastatic

11Oxidative Medicine and Cellular Longevity



colorectal cancer,” Journal of Cancer, vol. 7, no. 8, pp. 957–
964, 2016.

[90] A. Song, W. Eo, S. Kim, B. Shim, and S. Lee, “Significance of
serum ferritin as a prognostic factor in advanced hepatobili-
ary cancer patients treated with Korean medicine: a retro-
spective cohort study,” BMC Complement Altern Med,
vol. 18, no. 1, p. 176, 2018.

[91] Z. Hu, L. Wang, Y. Han et al., “Ferritin: a potential serum
marker for lymph node metastasis in head and neck squa-
mous cell carcinoma,” Oncology letters, vol. 17, no. 1,
pp. 314–322, 2019.

[92] X. Wang, P. An, J. Zeng et al., “Serum ferritin in combination
with prostate-specific antigen improves predictive accuracy
for prostate cancer,” Oncotarget, vol. 8, no. 11, pp. 17862–
17872, 2017.

[93] S. I. Shpyleva, V. P. Tryndyak, O. Kovalchuk et al., “Role of
ferritin alterations in human breast cancer cells,” Breast Can-
cer Research and Treatment, vol. 126, pp. 63–71, 2011.

[94] A. Salatino, I. Aversa, A. M. Battaglia et al., “H-Ferritin affects
cisplatin-induced cytotoxicity in ovarian cancer cells through
the modulation of ROS,” Oxidative medicine and cellular lon-
gevity, vol. 2019, Article ID 3461251, 13 pages, 2019.

[95] A. Baldi, D. Lombardi, P. Russo et al., “Ferritin contributes to
melanoma progression by modulating cell growth and sensi-
tivity to oxidative stress,” Clinical cancer research, vol. 11,
no. 9, pp. 3175–3183, 2005.

[96] M. Di Sanzo, M. Gaspari, R. Misaggi et al., “H ferritin gene
silencing in a human metastatic melanoma cell line: a prote-
omic analysis,” Journal of Proteome Research, vol. 10, no. 12,
pp. 5444–5453, 2011.

[97] D. Xue, C.-X. Zhou, Y.-B. Shi, H. Lu, and X.-Z. He,
“Decreased expression of ferroportin in prostate cancer,”
Oncology letters, vol. 10, no. 2, pp. 913–916, 2015.

[98] Z. K. Pinnix, L. D. Miller, W. Wang et al., “Ferroportin and
iron regulation in breast cancer progression and prognosis,”
Science translational medicine, vol. 2, article 43ra56, 2010.

[99] Z. Shan, Z. Wei, and Z. A. Shaikh, “Suppression of ferro-
portin expression by cadmium stimulates proliferation,
EMT, and migration in triple-negative breast cancer cells,”
Toxicology and Applied Pharmacology, vol. 356, pp. 36–43,
2018.

[100] X. Pan, Y. Lu, X. Cheng, and J. Wang, “Hepcidin and ferro-
portin expression in breast cancer tissue and serum and their
relationship with anemia,” Current oncology, vol. 23, no. 1,
pp. e24–e26, 2016.

[101] Q. Chen, L. Wang, Y. Ma, X. Wu, L. Jin, and F. Yu, “Increased
hepcidin expression in non-small cell lung cancer tissue and
serum is associated with clinical stage,” Thoracic Cancer,
vol. 5, no. 1, pp. 14–24, 2014.

[102] L. Tesfay, K. A. Clausen, J. W. Kim et al., “Hepcidin regula-
tion in prostate and its disruption in prostate cancer,” Cancer
research, vol. 75, no. 11, pp. 2254–2263, 2015.

[103] S. Zhang, Y. Chen, W. Guo et al., “Disordered hepcidin-
ferroportin signaling promotes breast cancer growth,” Cell
Signal, vol. 26, no. 11, pp. 2539–2550, 2014.

[104] D. Vela and Z. Vela-Gaxha, “Differential regulation of hepci-
din in cancer and non-cancer tissues and its clinical implica-
tions,” Experimental & molecular medicine, vol. 50, no. 2,
article e436, 2018.

[105] M. Jung, C. Mertens, E. Tomat, and B. Brüne, “Iron as a cen-
tral player and promising target in cancer progression,” Inter-

national journal of molecular sciences, vol. 20, no. 2, p. 273,
2019.

[106] M. Jung, C. Mertens, and B. Brüne, “Macrophage iron
homeostasis and polarization in the context of cancer,”
Immunobiology, vol. 220, pp. 295–304, 2015.

[107] S. Recalcati, M. Locati, A. Marini et al., “Differential regula-
tion of iron homeostasis during human macrophage polar-
ized activation,” European Journal of Immunology, vol. 40,
no. 3, pp. 824–835, 2010.

[108] G. Cairo, S. Recalcati, A. Mantovani, and M. Locati, “Iron
trafficking and metabolism in macrophages: contribution to
the polarized phenotype,” Trends in Immunology, vol. 32,
no. 6, pp. 241–247, 2011.

[109] R. D. Schreiber, L. J. Old, and M. J. Smyth, “Cancer immu-
noediting: integrating immunity's roles in cancer suppression
and promotion,” Science, vol. 331, no. 6024, pp. 1565–1570,
2011.

[110] M. Jung, A. Weigert, C. Mertens, C. Rehwald, and B. Brüne,
“Iron handling in tumor-associated macrophages-is there a
new role for lipocalin-2?,” Frontiers in Immunology, vol. 8,
p. 1171, 2017.

[111] O. Marques, G. Porto, A. Rêma et al., “Local iron homeostasis
in the breast ductal carcinoma microenvironment,” BMC
cancer, vol. 16, no. 1, p. 187, 2016.

[112] D. Shiraishi, Y. Fujiwara, H. Horlad et al., “CD163 is required
for protumoral activation of macrophages in human and
murine sarcoma,” Cancer research, vol. 78, no. 12,
pp. 3255–3266, 2018.

[113] S. Marro, D. Chiabrando, E. Messana et al., “Heme controls
ferroportin1 (FPN1) transcription involving Bach1, Nrf2
and a MARE/ARE sequence motif at position -7007 of the
FPN1 promoter,” Haematologica, vol. 95, no. 8, pp. 1261–
1268, 2010.

[114] K. Sudan, V. Vijayan, K. Madyaningrana et al., “TLR4 activa-
tion alters labile heme levels to regulate BACH1 and heme
oxygenase-1 expression in macrophages,” Free radical biology
& medicine, vol. 137, pp. 131–142, 2019.

[115] X. Duan, K. He, J. Li et al., “Tumor associated macrophages
deliver iron to tumor cells via Lcn2,” International journal
of physiology, pathophysiology and pharmacology, vol. 10,
pp. 105–114, 2018.

[116] C. Mertens, J. Mora, B. Ören et al., “Macrophage-derived
lipocalin-2 transports iron in the tumor microenvironment,”
Oncoimmunology, vol. 7, article e1408751, 2017.

[117] M. Jung, B. Ören, J. Mora et al., “Lipocalin 2 from macro-
phages stimulated by tumor cell-derived sphingosine 1-
phosphate promotes lymphangiogenesis and tumor metasta-
sis,” Sci Signal, vol. 9, no. 434, p. ra64, 2016.

[118] A. A. Alkhateeb, B. Han, and J. R. Connor, “Ferritin stimulates
breast cancer cells through an iron-independent mechanism
and is localized within tumor-associated macrophages,” Breast
cancer research and treatment, vol. 137, no. 3, pp. 733–744, 2013.

[119] M. Costa da Silva, M. O. Breckwoldt, F. Vinchi et al., “Iron
induces anti-tumor activity in tumor-associated macro-
phages,” Frontiers in Immunology, vol. 8, p. 1479, 2017.

[120] E. Bonaccorsi-Riani, R. Danger, J. J. Lozano et al., “Iron defi-
ciency impairs intra-hepatic lymphocyte mediated immune
response,” PLoS One, vol. 10, no. 8, article e0136106, 2015.

[121] G. Porto and M. De Sousa, “Iron overload and immunity,”
World Journal of Gastroenterology, vol. 13, no. 35,
pp. 4707–4715, 2007.

12 Oxidative Medicine and Cellular Longevity



[122] L. M. Neckers and J. Cossman, “Transferrin receptor induc-
tion in mitogen-stimulated human T lymphocytes is required
for DNA synthesis and cell division and is regulated by inter-
leukin 2,” Proceedings of the National Academy of Sciences of
the United States of America, vol. 80, no. 11, pp. 3494–3498,
1983.

[123] R. M. Ned, W. Swat, and N. C. Andrews, “Transferrin recep-
tor 1 is differentially required in lymphocyte development,”
Blood, vol. 102, no. 10, pp. 3711–3718, 2003.

[124] M. F. Macedo, M. de Sousa, R. M. Ned, C. Mascarenhas, N. C.
Andrews, and M. Correia-Neves, “Transferrin is required for
early T-cell differentiation,” Immunology, vol. 112, no. 4,
pp. 543–549, 2004.

[125] Y. Zheng, S. L. Collins, M. A. Lutz et al., “A role for mamma-
lian target of rapamycin in regulating T cell activation versus
anergy,” The Journal of Immunology, vol. 178, no. 4,
pp. 2163–2170, 2007.

[126] H. H. Jabara, S. E. Boyden, J. Chou et al., “A missense muta-
tion in _TFRC_ , encoding transferrin receptor 1, causes
combined immunodeficiency,” Nature genetics, vol. 48,
no. 1, pp. 74–78, 2016.

[127] L. Vanoaica, L. Richman, M. Jaworski, D. Darshan, S. A.
Luther, and L. C. Kühn, “Conditional deletion of ferritin h
in mice reduces B and T lymphocyte populations,” PLoS
One, vol. 9, no. 2, article e89270, 2014.

[128] R. W. Grady, A. N. Akbar, P. J. Giardina, M. W. Hilgartner,
and M. de Sousa, “Disproportionate lymphoid cell subsets
in thalassaemia major: the relative contributions of transfu-
sion and splenectomy,” British Journal of Haematology,
vol. 59, no. 4, pp. 713–724, 1985.

[129] E. Cruz, G. Melo, R. Lacerda, S. Almeida, and G. Porto, “The
CD8+ T-lymphocyte profile as a modifier of iron overload in
_HFE_ hemochromatosis: An update of clinical and immu-
nological data from 70 C282Y homozygous subjects,” Blood
Cells Mol Dis, vol. 37, no. 1, pp. 33–39, 2006.

[130] M. F. Macedo, G. Porto, M. Costa, C. P. Vieira, B. Rocha, and
E. Cruz, “Low numbers of CD8+ T lymphocytes in hereditary
haemochromatosis are explained by a decrease of the most
mature CD8+ effector memory T cells,” Clinical & Experi-
mental Immunology, vol. 159, no. 3, pp. 363–371, 2010.

[131] G. Fabio, M. Zarantonello, C. Mocellin et al., “Peripheral lym-
phocytes and intracellular cytokines in C282Y homozygous
hemochromatosis patients,” Journal of Hepatology, vol. 37,
no. 6, pp. 753–761, 2002.

[132] S. Fargion, L. Valenti, and A. L. Fracanzani, “Hemochroma-
tosis gene (HFE) mutations and cancer risk: expanding the
clinical manifestations of hereditary iron overload,” Hepatol-
ogy, vol. 51, no. 4, pp. 1119–1121, 2010.

[133] M. Santos and M. de Sousa, “In Vitro Modulation of T-Cell
Surface Molecules by Iron,” Cellular Immunology, vol. 154,
no. 2, pp. 498–506, 1994.

[134] J. A. Thorson, K. M. Smith, F. Gomez, P. W. Naumann, and
J. D. Kemp, “Role of iron in T cell activation: TH1 clones dif-
fer from TH2 clones in their sensitivity to inhibition of DNA
synthesis caused by IgGMabs against the transferrin receptor
and the iron chelator deferoxamine,” Cellular Immunology,
vol. 134, no. 1, pp. 126–137, 1991.

[135] S. Leung, A. Holbrook, B. King et al., “Differential inhibition
of inducible T cell cytokine secretion by potent iron chela-
tors,” Journal of Biomolecular Screening, vol. 10, no. 2,
pp. 157–167, 2005.

[136] S. Qin, L. Xu, M. Yi, S. Yu, K. Wu, and S. Luo, “Novel
immune checkpoint targets: moving beyond PD-1 and
CTLA-4,” Molecular cancer, vol. 18, no. 1, p. 155, 2019.

[137] G. Y. L. Lui, Z. Kovacevic, V. Richardson, A. M. Merlot, D. S.
Kalinowski, and D. R. Richardson, “Targeting cancer by
binding iron: dissecting cellular signaling pathways,” Onco-
target, vol. 6, no. 22, pp. 18748–18779, 2015.

[138] Z. Estrov, A. Tawa, X. H. Wang et al., “In vitro and in vivo
effects of deferoxamine in neonatal acute leukemia,” Blood,
vol. 69, no. 3, pp. 757–761, 1987.

[139] J. H. Ohyashiki, C. Kobayashi, R. Hamamura, S. Okabe,
T. Tauchi, and K. Ohyashiki, “The oral iron chelator defera-
sirox represses signaling through the mTOR in myeloid
leukemia cells by enhancing expression of REDD1,” Cancer
science, vol. 100, no. 5, pp. 970–977, 2009.

[140] C. Brodie, G. Siriwardana, J. Lucas et al., “Neuroblastoma
sensitivity to growth inhibition by deferrioxamine: evidence
for a block in G1 phase of the cell cycle,” Cancer research,
vol. 53, no. 17, pp. 3968–3975, 1993.

[141] L.-L. Cao, H. Liu, Z. Yue et al., “Iron chelation inhibits cancer
cell growth and modulates global histone methylation status
in colorectal cancer,” Biometals, vol. 31, no. 5, pp. 797–805,
2018.

[142] S. Amano, S. Kaino, S. Shinoda et al., “Invasion inhibition in
pancreatic cancer using the oral iron chelating agent defera-
sirox,” BMC cancer, vol. 20, no. 1, p. 681, 2020.

[143] S. Tury, F. Assayag, F. Bonin et al., “The iron chelator defer-
asirox synergises with chemotherapy to treat triple-negative
breast cancers,” The Journal of Pathology, vol. 246, no. 1,
pp. 103–114, 2018.

[144] J. Chao, T. W. Synold, R. J. Morgan et al., “A phase I and
pharmacokinetic study of oral 3-aminopyridine-2-carboxal-
dehyde thiosemicarbazone (3-AP, NSC #663249) in the treat-
ment of advanced-stage solid cancers: a California Cancer
Consortium Study,” Cancer chemotherapy and pharmacol-
ogy, vol. 69, no. 3, pp. 835–843, 2012.

[145] C. M. Nutting, C. M. L. van Herpen, A. B. Miah et al., “Phase
II study of 3-AP triapine in patients with recurrent or meta-
static head and neck squamous cell carcinoma,” Annals of
Oncology, vol. 20, no. 7, pp. 1275–1279, 2009.

[146] C. A. Kunos, S. J. Andrews, K. N. Moore, H. S. Chon, and S. P.
Ivy, “Randomized phase II trial of triapine-cisplatin-
radiotherapy for locally advanced stage uterine cervix or vag-
inal cancers,” Frontiers in oncology, vol. 9, p. 1067, 2019.

[147] C. Mertens, E. A. Akam, C. Rehwald, B. Brüne, E. Tomat, and
M. Jung, “Intracellular iron chelation modulates the macro-
phage iron phenotype with consequences on tumor progres-
sion,” PLoS One, vol. 11, article e0166164, 2016.

[148] S. M. Dadfar, K. Roemhild, N. I. Drude et al., “Iron oxide
nanoparticles: diagnostic, therapeutic and theranostic appli-
cations,” Advanced Drug Delivery Reviews, vol. 138,
pp. 302–325, 2019.

[149] S. Zanganeh, G. Hutter, R. Spitler et al., “Iron oxide nanopar-
ticles inhibit tumour growth by inducing pro-inflammatory
macrophage polarization in tumour tissues,” Nature Nano-
technology, vol. 11, no. 11, pp. 986–994, 2016.

[150] Z. Gu, T. Liu, J. Tang et al., “Mechanism of iron oxide-
induced macrophage activation: the impact of composition
and the underlying signaling pathway,” Journal of the
American Chemical Society, vol. 141, no. 15, pp. 6122–
6126, 2019.

13Oxidative Medicine and Cellular Longevity



[151] C.-X. Li, Y. Zhang, X. Dong et al., “Artificially reprogrammed
macrophages as tumor-tropic immunosuppression-resistant
biologics to realize therapeutics production and immune acti-
vation,” Advanced Materials, vol. 31, no. 15, article e1807211,
2019.

[152] L. Luo, M. Z. Iqbal, C. Liu et al., “Engineered nano-
immunopotentiators efficiently promote cancer immuno-
therapy for inhibiting and preventing lung metastasis of mel-
anoma,” Biomaterials, vol. 223, article 119464, 2019.

[153] L. Chen, X. Ma, M. Dang et al., “Simultaneous T cell activa-
tion and macrophage polarization to promote potent tumor
suppression by iron oxide-embedded large-pore mesoporous
organosilica core-shell nanospheres,” Advanced Healthcare
Materials, vol. 8, no. 9, article e1900039, 2019.

[154] S. J. Dixon, K. M. Lemberg, M. R. Lamprecht et al., “Ferrop-
tosis: an iron-dependent form of nonapoptotic cell death,”
Cell, vol. 149, no. 5, pp. 1060–1072, 2012.

[155] S. J. Dixon and B. R. Stockwell, “The hallmarks of ferropto-
sis,” Annual Review of Cancer Biology, vol. 3, no. 1, pp. 35–
54, 2019.

[156] T. Hirschhorn and B. R. Stockwell, “The development of the
concept of ferroptosis,” Free radical biology & medicine,
vol. 133, pp. 130–143, 2019.

[157] A. Prabhu, T. Cargill, N. Roberts, and J. D. Ryan, “Systematic
review of the clinical outcomes of iron reduction in hereditary
hemochromatosis,” Hepatology, vol. 72, no. 4, pp. 1469–1482,
2020.

[158] H. Wang, P. An, E. Xie et al., “Characterization of ferroptosis
in murine models of hemochromatosis,” Hepatology, vol. 66,
no. 2, pp. 449–465, 2017.

[159] Y. Yu, L. Jiang, H. Wang et al., “Hepatic transferrin plays a
role in systemic iron homeostasis and liver ferroptosis,”
Blood, vol. 136, no. 6, pp. 726–739, 2020.

[160] X. Fang, Z. Cai, H. Wang et al., “Loss of cardiac ferritin H
facilitates cardiomyopathy via Slc7a11-mediated ferropto-
sis,” Circulation Research, vol. 127, no. 4, pp. 486–501,
2020.

[161] B. Hassannia, P. Vandenabeele, and T. Vanden Berghe,
“Targeting ferroptosis to iron out cancer,” Cancer cell,
vol. 35, no. 6, pp. 830–849, 2019.

[162] W. Wang, M. Green, J. E. Choi et al., “CD8+ T cells regulate
tumour ferroptosis during cancer immunotherapy,” Nature,
vol. 569, no. 7755, pp. 270–274, 2019.

[163] X. Lang, M. D. Green, W. Wang et al., “Radiotherapy and
immunotherapy promote tumoral lipid oxidation and ferrop-
tosis via synergistic repression of SLC7A11,” Cancer discov-
ery, vol. 9, no. 12, pp. 1673–1685, 2019.

[164] L. F. Ye, K. R. Chaudhary, F. Zandkarimi et al., “Radiation-
induced lipid peroxidation triggers ferroptosis and synergizes
with ferroptosis inducers,” ACS chemical biology, vol. 15,
no. 2, pp. 469–484, 2020.

[165] J. Guo, B. Xu, Q. Han et al., “Ferroptosis: a novel anti-tumor
action for cisplatin,” Cancer research and treatment, vol. 50,
no. 2, pp. 445–460, 2018.

[166] G. Fan, X. Wei, and X. Xu, “Is the era of sorafenib over? A
review of the literature,” Therapeutic advances in medical
oncology, vol. 12, 2020.

[167] S. J. Dixon, D. N. Patel, M. Welsch et al., “Pharmacological
inhibition of cystine-glutamate exchange induces endoplas-
mic reticulum stress and ferroptosis,” eLife, vol. 3, article
e02523, 2014.

[168] H.-H. Zhou, X. Chen, L.-Y. Cai et al., “Erastin reverses
ABCB1-mediated docetaxel resistance in ovarian cancer,”
Frontiers in oncology, vol. 9, p. 1398, 2019.

[169] Y. Li, H. Yan, X. Xu, H. Liu, C. Wu, and L. Zhao, “Erastin/
sorafenib induces cisplatin-resistant non-small cell lung
cancer cell ferroptosis through inhibition of the Nrf2/xCT
pathway,” Oncology letters, vol. 19, no. 1, pp. 323–333, 2020.

[170] L. Chen, X. Li, L. Liu, B. Yu, Y. Xue, and Y. Liu, “Erastin sen-
sitizes glioblastoma cells to temozolomide by restraining xCT
and cystathionine-γ-lyase function,”Oncol Rep, vol. 33, no. 3,
pp. 1465–1474, 2015.

[171] N. Yamada, T. Karasawa, T. Wakiya et al., “Iron overload as a
risk factor for hepatic ischemia-reperfusion injury in liver
transplantation: potential role of ferroptosis,” Am J Trans-
plant, vol. 20, no. 6, pp. 1606–1618, 2020.

[172] L. Shen, D. Lin, X. Li et al., “Ferroptosis in acute central ner-
vous system injuries: the future direction?,” Frontiers in Cell
and Developmental Biology, vol. 8, p. 594, 2020.

[173] L. Mahoney-Sánchez, H. Bouchaoui, S. Ayton, D. Devos, J. A.
Duce, and J.-C. Devedjian, “Ferroptosis and its potential role
in the physiopathology of Parkinson's disease,” Progress in
neurobiology, vol. 196, 2021.

[174] Y. Zou and S. L. Schreiber, “Progress in understanding fer-
roptosis and challenges in its targeting for therapeutic bene-
fit,” Cell Chemical Biology, vol. 27, no. 4, pp. 463–471, 2020.

14 Oxidative Medicine and Cellular Longevity


	Crosstalk between Macrophages, T Cells, and Iron Metabolism in Tumor Microenvironment
	1. Introduction
	2. Tumor Immune Surveillance
	2.1. Overview of Immune Surveillance
	2.2. Leukocyte Recruitment and Function within the Tumor Microenvironment

	3. Tumor Immune Escape
	3.1. Tumor-Associated Macrophages in Immune Escape
	3.2. T Cells in Immune Escape

	4. Relationship between Iron Metabolism and Cancer
	4.1. Cellular Iron Metabolism and Homeostasis
	4.2. Altered Iron Metabolism in Cancer

	5. The Crosstalk between Iron Metabolism and Immune System in Tumor
	5.1. Iron Metabolism and Macrophages in Tumor
	5.2. Iron Metabolism and T Cells in Tumor

	6. Regulation of Iron Metabolism for Antitumor Immunity
	7. Conclusion and Perspective
	Abbreviations
	Data Availability
	Conflicts of Interest
	Authors’ Contributions
	Acknowledgments

