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Autoimmune diseases commonly affect various systems, but their etiology and pathogenesis remain unclear. Currently, increasing
research has highlighted the role of ferroptosis in immune regulation, with immune cells being a crucial component of the body’s
immune system. This review provides an overview and discusses the relationship between ferroptosis, programmed cell death in immune
cells, and autoimmune diseases. Additionally, it summarizes the role of various key targets of ferroptosis, such as GPX4 and TFR, in
immune cell immune responses. Furthermore, the release of multiple molecules, including damage-associated molecular patterns
(DAMPs), following cell death by ferroptosis, is examined, as these molecules further influence the differentiation and function of immune
cells, thereby affecting the occurrence and progression of autoimmune diseases. Moreover, immune cells secrete immune factors or their
metabolites, which also impact the occurrence of ferroptosis in target organs and tissues involved in autoimmune diseases. Iron chelators,
chloroquine and its derivatives, antioxidants, chloroquine derivatives, and calreticulin have been demonstrated to be effective in animal
studies for certain autoimmune diseases, exerting anti-inflammatory and immunomodulatory effects. Finally, a brief summary and future
perspectives on the research of autoimmune diseases are provided, aiming to guide disease treatment strategies.
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FACTS

● Ferroptosis is a recently defined form of programmed cell
death that uniquely links elements such as iron, selenium,
amino acids, lipids, and redox chemistry in cell metabolism
into a cohesive network.

● Both in vitro and in vivo experiments support the regulation
of ferroptosis in various immune cells through multiple
metabolic signaling pathways, including innate and adap-
tive pathways.

● Ferroptosis is involved in the pathophysiological processes
of systemic organ dysfunction and tissue damage in
autoimmune and inflammatory diseases.

● Therapeutic targeting of the ferroptotic pathway may
provide new treatment opportunities for autoimmune and
inflammatory diseases that were previously untreatable or
had treatment failures and relapses.

OPEN QUESTIONS

● How much do we know about the involvement of ferroptosis
in innate and adaptive immune pathways?

● How should we explore the molecular mechanisms of
ferroptosis in autoimmune and inflammatory diseases?

● Does targeting the ferroptotic pathway offer new opportu-
nities for drug development in future autoimmune and
inflammatory diseases?

● Does targeting the ferroptotic pathway provide new treat-
ment opportunities in the future for previously untreatable or
treatment-resistant recurrent autoimmune and inflammatory
diseases?

INTRODUCTION
Autoimmune diseases are inflammatory disorders in which the
body’s immune system erroneously attacks normal cells, leading
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to a reduction in normal immune function and an increase in
abnormal immune responses, ultimately resulting in tissue
damage or organ dysfunction [1]. Epidemiological studies [2]
have demonstrated that around 10% of the global population is
afflicted by autoimmune diseases, positioning them as the third
most prevalent category of chronic illnesses following cardiovas-
cular diseases and cancer. Autoimmune diseases are characterized
by high disability rates, elevated mortality rates, and a significant
impact on quality of life. Presently, there are over 80 autoimmune
diseases without precise scientific definitions, along with condi-
tions exhibiting autoimmune-related symptoms that share genetic
and immunological mechanisms across various autoimmune
disorders [3, 4]. Despite an incomplete understanding of
autoimmune disease pathogenesis, these conditions exhibit
several common characteristics: (1) often unclear etiology, with
some cases being spontaneous or idiopathic, while others may be
linked to bacterial or viral infections or certain medications; (2)
higher prevalence in females compared to males; (3) a chronic and
relapsing nature; (4) a distinct familial tendency; and (5) co-
occurrence of multiple autoimmune diseases in a single patient
[5, 6]. The pathogenesis of these illnesses involves the immune
system mistakenly targeting healthy cells and tissues within the
body, resulting in persistent inflammation, tissue damage, and
organ dysfunction [7]. Throughout the pathological progression of
autoimmune diseases, programmed cell death mechanisms such
as autophagy, apoptosis, and pyroptosis predominantly contribute
to chronic inflammation, tissue damage, and organ dysfunction
[8–11]. Recent investigations [12] have introduced a newly
identified mode of cell death termed ferroptosis, which plays a
role in chronic inflammation and organ damage in autoimmune
diseases. With a growing body of evidence supporting the
involvement of ferroptosis in autoimmune diseases, it is apparent
that this cellular demise pathway is ubiquitously present and
pivotal in the pathogenesis of autoimmune disorders [13, 14].
Ferroptosis is a newly characterized iron-dependent form of

programmed cell death characterized by elevated levels of reactive
oxygen species (ROS), setting it apart from other programmed cell
death modalities such as apoptosis, necrosis, and autophagy [15]. The
primary mechanism underlying ferroptosis involves the catalytic
action of divalent iron or lipoxygenases on highly expressed
unsaturated fatty acids present on the cell membrane, provoking
lipid peroxidation and ultimately triggering cell demise. Consequently,
cellular iron homeostasis, polyunsaturated fatty acid (PUFA) metabo-
lism and oxidation, and antioxidant systems play crucial roles in
influencing ferroptosis, involving a cascade of protein regulatory
mechanisms. These encompass proteins like transferrin receptor
(TFRC) governing iron homeostasis, solute carrier family 40 member 1
(SLC40A1) or ferroportin (FPN) implicated in iron transport, and ferritin
responsible for iron storage. Additionally, proteins such as acetyl CoA
carboxylase (ACC), acyl-CoA synthetase long-chain family member 4
(ACSL4), lysophosphatidylcholine acyltransferase 3 (LPCAT3), and
lipoxygenases (LOX) influence PUFA metabolism and oxidation, while
glutathione peroxidase 4 (GPX4) fulfills a crucial role in the antioxidant
system by directly converting lipid hydroperoxides to lipid alcohols
[16, 17]. In terms of morphology, ferroptosis leads to smaller
mitochondria characterized by increased membrane density and

reduced cristae, while the nucleus remains intact [18]. Recent studies
have highlighted the intimate link between iron metabolism,
ferroptosis, and numerous human diseases, including cardiovascular
diseases, tumorigenesis, neurodegenerative disorders, and ischemia-
reperfusion injury [19–23]. Nevertheless, a comprehensive review and
synthesis focusing specifically on autoimmune diseases are notably
absent. This review seeks to comprehensively analyze and consolidate
foundational research conducted by our team and other research
cohorts, with the objective of elucidating the interplay between
ferroptosis and various immune cells (such as macrophages,
neutrophils, lymphocytes, etc.) as well as the parenchymal cells of
target organs in autoimmune diseases, thereby shedding light on the
intricate relationship between ferroptosis and immune cells [24–27].
Figure 1 illustrates the key milestones in the discovery of ferroptosis.

FERROPTOSIS AND ITS CHARACTERISTICS
Programmed cell death is a genetically controlled process of
cellular demise that unfolds in an active and organized manner,
intricately linked with the maintenance of organismal homeostasis
and the onset of diseases. Diverse forms of programmed cell
death encompass apoptosis, pyroptosis, necrosis, and autophagy
[28, 29]. Ferroptosis, a recently unveiled subtype of programmed
cell death, is characterized by iron-triggered oxidative damage to
polyunsaturated fatty acids (PUFAs) [30]. Investigations have
unveiled that ferroptosis uniquely propagates in a wave-like
fashion across a cell population, giving rise to distinctive
spatiotemporal patterns of cell demise not seen in other cell
death modalities. Riegman et al. observed that ferroptosis induces
the formation of plasma membrane pores, facilitating solute
exchange with the extracellular milieu and prompting cellular
swelling [14]. In this sequence, the cellular swelling marker cPLA2
relocates to the nuclear membrane. Subsequent to cellular
rupture, the dye SYTOX Green swiftly permeates the cells.
Induction of ferroptosis by erastin, C’ dot, or FAC and BSO leads
to its dissemination to neighboring cells through an iron and lipid
peroxide-dependent mechanism, whereas the GPX4 inhibitor
ML162 fails to transmit the ferroptosis signal to adjacent cells.
Moreover, the researchers unveiled that ferroptosis propagation
entails calcium flux but does not necessitate cellular rupture, thus
permitting the transmission of the ferroptosis signal to neighbor-
ing cells in an iron and lipid peroxide-dependent manner.
Ferroptosis is intricately associated with a spectrum of human
diseases, including cancer, aging, neurodegenerative disorders,
and ischemia-reperfusion injury [31]. Notably, a study elucidated
that the ferroptosis inducer sulfasalazine significantly impedes the
management of rheumatic skeletal disorders [32].

Morphological characteristics of ferroptosis
The morphological characteristics of ferroptosis primarily encom-
pass disruptions in plasma membrane integrity, swelling of
cytoplasm and organelles, and chromatin condensation. More-
over, notable alterations manifest in mitochondrial structure,
including mitochondrial constriction, heightened membrane
density, reduced or vanished cristae, and outer membrane rupture
[33]. Additionally, ferroptosis is typified by cell detachment and

Fig. 1 The key time points for the discovery of ferroptosis. From 1980 to the present, many studies on ferroptosis have been conducted.
GPX4 glutathione peroxidase 4, PUFA polyunsaturated fatty acid.
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aggregation, alongside an escalation in intracellular autophagic
vesicles. These morphological attributes distinguish ferroptosis
from cell death modalities like necrosis and apoptosis [33]. The
molecular intricacies of ferroptosis are elucidated in Fig. 2.

Biochemical characteristics of ferroptosis
Ferroptosis is a form of cell death closely associated with the
accumulation of ROS, primarily characterized by iron accumulation
and lipid peroxidation. When the cellular antioxidant system
undergoes metabolic dysregulation, the accumulation of Fe2+
can mediate the Fenton reaction, resulting in the excessive
generation of ROS, particularly hydroxyl radicals. These ROS react
with PUFAs on the cell membrane, leading to lipid bilayer
destabilization, cell membrane disruption, and ultimately promot-
ing cell death via ferroptosis [34].

Molecular mechanism of ferroptosis
As a form of programmed cell death, ferroptosis is closely linked to
cellular amino acid, lipid, and iron metabolism [17]. Furthermore,
other metabolic pathways and related factors can also influence
the sensitivity of cells to ferroptosis.

Amino acid metabolism and ferroptosis. The system Xc- functions
as a cystine-glutamate antiporter located on the cellular
membrane surface, comprising the light chain SLC7A11 and the
heavy chain SLC3A2, interconnected through a disulfide bond. It
facilitates the reciprocal exchange of intracellular glutamate and
extracellular cystine in a 1:1 ratio, ushering cystine entry into the
cell. A reductive process transforms cystine into cysteine for
glutathione (GSH) synthesis [35]. GPX4, a pivotal enzyme in the
antioxidant defense system, employs GSH as a reducing agent to
convert peroxides’ peroxyl bonds into hydroxyl groups, converting
peroxides into alcohols and impeding ferroptosis. Ferroptosis
activators include Erastin and Ras-selective lethal small molecule 3
(RSL3) [36]. Erastin binds to SLC7A11, hampering its function and
disrupting cysteine transport, thus diminishing GSH production.
Consequently, cells fail to effectively eliminate lipid peroxides,
instigating membrane impairment and provoking ferroptosis [37].
Moreover, Erastin impacts voltage-dependent anion channels,
disrupting cellular and organelle membranes (especially

mitochondria), leading to the liberation of oxidative agents and
culminating in cell demise [38]. RSL3, on the other hand, forms a
covalent bond with GPX4, deactivating it and disturbing the
cellular redox equilibrium, elevating lipid peroxidation and
inducing ferroptosis [39]. Additionally, evidence suggests tran-
scription factors regulate SLC7A11 expression to modulate
ferroptosis. The nuclear transcription factor NEF2 serves as an
inducer of SLC7A11 expression, while tumor suppressor genes
TP53, BAP1, and BECN1 downregulate SLC7A11 expression
[40–42]. Consequently, investigating agents targeting key compo-
nents involved in GSH metabolism during ferroptosis holds
substantial importance for comprehending and harnessing
ferroptosis implications.

Lipid metabolism and ferroptosis. PUFAs contain diene-propyl
hydrogens, especially arachidonic acid (AA) and adrenic acid (AdA),
which are prone to react with ROS, leading to lipid peroxidation
and cell death via ferroptosis [43] (Fig. 3). Phosphatidylethanola-
mines (PEs) containing AA or AdA are critical phospholipids that
induce ferroptosis. Long-chain ACSL4 catalyzes the binding of free
AA or AdA with coenzyme A (CoA) to form derivatives AA-CoA or
AdA-CoA, which are then esterified into membrane PEs by LPCAT3
[44]. Therefore, both increasing the sensitivity to ferroptosis by
supplementing AA or other PUFAs and inhibiting the activity of
ACSL4 and LPCAT3 can suppress ferroptosis [45]. The generation of
ferroptosis signals requires the formation of CoA derivatives of
PUFAs and their binding to phospholipids, which represents a
potential target for treating diseases associated with ferroptosis.
LOXs, a family of iron-containing proteins, can catalyze the
peroxidation of PUFAs on cell membranes, inducing cell death
via ferroptosis. In p53-induced ferroptosis, the p53 protein
activates arachidonate-12-lipoxygenase (ALOX12), thus inducing
cell death via ferroptosis, independent of GPX4 activity [46].
Inhibiting or downregulating ALOX12 may offer a novel approach
to block ferroptosis [47]. The mechanism by which lipid
metabolism mediates ferroptosis is shown in Fig. 4.

Iron metabolism and ferroptosis. Less than 1% of the total body
iron is present in the extracellular space, while the majority of iron
within mammalian cells (> 90%) exists as a co-factor for heme and

Fig. 2 The molecular mechanism of ferroptosis. Those are the pathways involved in ferroptosis. Fer-1 ferrostatin-1, LIP labile Fe pool, NCOA4
nuclear receptor coactivator 4, DHFR dihydrofolate reductase, NRF2 nuclear factor-erythroid 2-related factor 2, ROS reactive oxygen species,
GSR glutathione reductase, FPN ferroportin, FTH/FTL ferritin heavy chain/ ferritin light chain, TFR1 transferrin receptor 1, GPX4 glutathione
peroxidase 4, FSP1 ferroptosis inhibitor protein 1, Lip-1 liproxstatin-1.
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iron-sulfur clusters, as well as single and dual iron centers in
enzymes [48]. In addition to the small intestine, the kidney, liver,
and macrophages play significant roles in maintaining systemic
iron balance. Iron filtered by the renal glomerulus is actively
reabsorbed to prevent urinary loss. The level of iron in the plasma
is regulated by hepcidin, primarily synthesized by hepatocytes.
However, other cells such as macrophages and the epithelial cells
of the distal renal tubules also contribute to its synthesis to a
lesser extent [48]. The metabolism of iron within the body is
illustrated in Fig. 5. Iron exists in two oxidation states, Fe2+ and
Fe3+. In the intestine, dietary Fe3+ is reduced to Fe2+ and
subsequently absorbed by intestinal epithelial cells [48]. Under the
action of membrane iron transport proteins, Fe2+ is transported
out of the cell and oxidized to Fe3+ by multicopper oxidases. It

then forms a complex with transferrin (TF) known as TF-Fe3+,
which circulates through the bloodstream, delivering iron to
various organs and tissues [49]. Fe3+ binds to transferrin
receptors on the cell membrane and enters the cell. Once inside
the cell, the intracellular metal reductase STEAP3 reduces Fe3+
back to Fe2+, which is then released into the cytosolic labile iron
pool by the divalent metal transporter 1 [49]. Under normal
physiological conditions, the labile iron pool maintains iron
balance. However, under pathological conditions, Fe2+ accumu-
lates within the cell, engaging in the Haber-Weiss and Fenton
reactions, leading to the generation of excessive ROS. ROS react
with polyunsaturated fatty acids on the cell membrane, causing
lipid peroxidation and ultimately disrupting the cell membrane
structure, resulting in ferroptosis [50]. On the other hand, Fe2+

Fig. 4 The mechanism by which lipid metabolism mediates ferroptosis. Lipid metabolism is involved in ferroptosis. AMPK adenosine-
monophosphate-activated protein kinase, ACSL acyl-CoA synthetase long chain family member, CoQ10 coenzyme Q10, GPX4 glutathione
peroxidase 4, GSH glutathione; iPLA2β phospholipase A2 group VI, PUFA polyunsaturated fatty acid.

Fig. 3 Fatty acid biosynthesis and ferroptosis. Fatty acid is involved in ferroptosis. AA arachidonic acid, CoA coenzyme A, PA palmitic acid,
LA linoleic acid.
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functions as a cofactor for various metabolic enzymes, enhancing
the activity of enzymes such as LOXs and PDH1, thereby
promoting ROS generation [51]. Therefore, factors related to iron
metabolism represent potential targets for inducing ferroptosis.
The tumor suppressor OTUD1 can bind to and promote the
deubiquitination modification of iron response element binding
protein 2 (IREB2), the main regulatory factor of iron metabolism.
This stabilizes the IREB2 protein and subsequently activates the
downstream TFRC expression. As a result, intracellular Fe2+
accumulates, ROS levels increase, and cellular sensitivity to
ferroptosis is enhanced. Knocking down IREB2 can reduce cellular
sensitivity to ferroptosis [52, 53]. Moreover, inhibiting TF activity
has been found to decrease the occurrence of Fenton reactions,

reducing ROS accumulation and lipid peroxidation, thereby
inhibiting ferroptosis [52]. Deferoxamine can inhibit iron-induced
ferroptosis, and limiting iron intake can alleviate liver damage
caused by ferroptosis [54]. However, the precise mechanisms
through which iron metabolism regulates ferroptosis remain
unclear and require further exploration.

Other metabolic pathways and ferroptosis. Other factors that
influence the sensitivity to ferroptosis include coenzyme Q10
(CoQ10), nicotinamide adenine dinucleotide phosphate (NADPH),
selenium, p53, nuclear factor E2-related factor 2 (NRF2), nuclear
factor erythroid 2-related factor 2 (NFE2L2), and Vitamin E. CoQ10
can be reduced by ferroptosis suppressor protein 1 (FSP1) to

Fig. 5 The metabolism of iron within the body. Iron metabolism is involved in many processes in the body. IL6 interleukin-6, TFR1 transferrin
receptor 1.
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prevent lipid oxidation and inhibit ferroptosis [55]. Thus, FSP1 may
serve as an important target for the treatment of related diseases.
NADPH is involved in the cycling of the GPX4 antioxidant system,
and its depletion limits the antioxidant function of GSH-GPX4,
inducing ferroptosis [56, 57]. Selenium is an essential micronu-
trient that maintains GPX4 activity. It regulates the abundance and
activity of GPX4 by coactivating transcription factors TFAP2c and
Sp1, thereby inhibiting ferroptosis and protecting neurons [58].
The NFE2L2 signaling pathway represents an important defense
mechanism against ferroptosis. NFE2L2 can transcriptionally
activate relevant genes to limit oxidative damage during
ferroptosis. These NFE2L2-regulated genes mainly include those
involved in iron metabolism, GSH metabolism, and anti-ROS
processes [59]. Vitamin E, as an endogenous antioxidant, protects
cell membranes from oxidative damage. Studies have shown that
GPX4 and Vitamin E work synergistically to protect cells, as
Vitamin E inhibits ALOXs activity and reduces lipid peroxidation,
thus inhibiting ferroptosis [60]. Therefore, Vitamin E can be a
potential target for the treatment of ferroptosis. Additionally,
transcription factors p53 and NRF2 also play significant roles in
ferroptosis. Although various cell death pathways mediated by
p53 have been studied for over 20 years, its involvement in
ferroptosis has only recently been reported [61]. p53 can
downregulate the expression of the Xc system component
SLC7A11, inhibiting cystine intake and inducing ferroptosis [61].
Nutlin-3, an inhibitor of the double-minute 2 homolog, increases
p53 stability and maintains cellular GSH levels through a p53-21-
dependent pathway, promoting cell survival under metabolic
stress such as cystine loss [61]. On the other hand, p53 can inhibit
the activity of dipeptidyl peptidase-4 (DPP4), blocking erastin-
induced ferroptosis. Loss of p53 promotes the interaction between
DPP4 and nicotinamide adenine dinucleotide phosphate oxidase
1 (NOX1), leading to the formation of the NOX1-DPP4 complex
and mediating plasma membrane lipid peroxidation and ferrop-
tosis [40]. NRF2 is a crucial regulatory factor that maintains
intracellular redox homeostasis. It upregulates the expression of
various genes involved in iron and ROS metabolism, such as
NQO1, HO1, and FTH1, through the p62-Keap1-NRF2 pathway,
inhibiting cellular ferroptosis [62]. Additionally, SLC7A11 has been

identified as a transcriptional target of NRF2. Thus, other genes
like SLC7A11 likely participate in the NRF2-mediated protection
against ferroptosis, warranting further research [62]. Furthermore,
a recent study discovered a novel function of vitamin K. The fully
reduced form of vitamin K (Vitamin K hydroquinone, VKH2) acts as
an antioxidant and effectively inhibits cell ferroptosis. The study
also revealed that FSP1 is an efficient reductase that reduces
vitamin K to VKH2, driving a novel non-classical vitamin K cycle.
Therefore, vitamin K can effectively rescue cells and tissues from
ferroptosis and serves as an efficient inhibitor of ferroptosis [63].
The pathways affecting the metabolic basis of ferroptosis are
shown in Fig. 6.

Molecular mechanism of epigenetic modification involved in the
regulation of ferroptosis. Epigenetic modifications refer to rever-
sible and heritable changes in gene transcription achieved by
adjusting chromatin states without altering DNA sequence. These
modifications play a crucial role in various physiological and
pathological processes [64]. Studies have found that epigenetic
modifications such as histone modifications, DNA methylation,
non-coding RNAs, etc., can activate or inhibit the transcription of
genes like SLC7A11 and GPX4, regulate GSH synthesis, and lipids
ROS production, thereby playing a vital role in the prevention and
treatment of various diseases [65, 66]. In terms of histone
methylation, histone methylation transferase-mediated histone
methylation has been identified. Research has shown that histone
methyltransferase G9a can catalyze the methylation of lysine 9 on
histone H3, upregulating the expression of ferroptosis-related
genes GPX4, SLC7A11, and SLC3A2, thereby inhibiting ferroptosis
[65]. Histone H3K9 demethylase KDM3B, as a potential epigenetic
regulator of ferroptosis, can upregulate the expression of the
SLC7A11 gene and inhibit ferroptosis [67]. In terms of histone
ubiquitination, Liu et al. reported that the deubiquitinase ovarian
tumor protein 1 can directly interact and stabilize SLC7A11,
thereby inhibiting ferroptosis [68]. Tumor suppressor p53 can
recruit ubiquitin-specific protease 7 to reduce the proportion of
H2Bub1 in the regulatory region of the SLC7A11 gene, leading to
impaired GSH synthesis and accumulation of peroxidized lipids,
making cells more sensitive to ferroptosis [69–71]. Additionally,

Fig. 6 The pathways affecting the metabolic basis of ferroptosis. Multiple metabolic pathways are also involved in ferroptosis. MUFA
monounsaturated fatty acid, PUFA polyunsaturated fatty acid, GPX4 glutathione peroxidase 4, GSH glutathione.
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BRCA1-associated protein 1 (BAP1), a deubiquitinase for H2A,
significantly inhibits tumor occurrence and development. Zhang
et al. demonstrated that BAP1 can reduce the level of H2Aub1 in
the SLC7A11 promoter region, increase lipid peroxidation, and
induce ferroptosis [72]. Regarding histone acetylation, NADPH
oxidase plays a critical role in producing lipid ROS, and inhibitors
of histone deacetylases can inhibit the accumulation of lipid ROS
by suppressing the expression of NADPH oxidase genes [60, 73].
Notably, the acetylation-defective P53 mutant (P53 3KR) can
indirectly inhibit the uptake of cysteine, decrease GSH production,
and induce lipid ROS accumulation, leading to ferroptosis [67, 74].
Conversely, acetylation of histone H3 at lysine 27 in cancer tissue
results in high expression of GPX4, rendering cells resistant to
ferroptosis [67]. In terms of DNA/RNA methylation, Shen et al.
discovered that m6A modification is upregulated, autophagy is
activated, and ferroptosis is induced in induced pluripotent stem
cells. Knockout of RNA methyltransferase 4 or overexpression of
RNA demethylation-related genes can weaken the upregulation of
m6A in induced pluripotent stem cells and inhibit ferroptosis [75].
In the aspect of non-coding RNAs, Zhang et al. found that miRNA-
522 secreted by cancer-associated fibroblasts can target ALOX15
to block the accumulation of lipid ROS in gastric cancer cells and
inhibit ferroptosis [76]. Studies have already shown that lncRNAs
can regulate cellular oxidative stress and induce ferroptosis [77].
Wang et al. discovered that overexpression of the long non-
coding RNA LINC00618 increases lipid ROS and blood lipid levels
and enhances the expression of the ferroptosis-inducing factor
ACSL4 [78]. LINC00336 is upregulated as a competitive endogen-
ous RNA in lung cancer, and its deletion significantly increases
intracellular iron, Fe2+, and lipid ROS levels, leading to ferroptosis
[79]. Therefore, in-depth research on the regulatory mechanism of
ferroptosis can help us better understand the mechanism of
disease and seek new therapeutic targets.

THE ROLE OF FERROPTOSIS KEY PROTEINS ON IMMUNE CELLS
Effects of ferroptosis key proteins on CD4+ and CD8+ T cell
subsets
The ferroptosis target Gpx4 plays a central role in maintaining
cellular antioxidative homeostasis. Understanding the role of Gpx4
in immune cells can provide a better understanding of potential
factors underlying immune cell ferroptosis [80]. Blood cells
primarily originate from the bone marrow, where multipotent
hematopoietic stem cells (including myeloid and lymphoid stem
cells) differentiate into various hematopoietic progenitor cells,
which subsequently develop into different lineages of mature
blood cells under different conditions and locations [81].
Lymphoid stem cells enter the thymus through the bloodstream,
where they undergo maturation into T cells. Subsequently, T cells
are released and undergo proliferation and differentiation upon
antigen stimulation [81]. HSCs possess several metabolic regula-
tory mechanisms to protect their functional integrity and counter-
act damage caused by genotoxic substances and stress-induced
byproducts, thereby preventing bone marrow failure. The
consequences of bone marrow failure are severe, leading to
progressively reduced numbers of HSCs, decreased generation of
mature blood cells, and diminished immune cell production. A
recent study indicated that the absence of MYMS1 impairs the
protective mechanism of hematopoietic stem cells against
ferroptosis. In contrast to hematopoietic progenitor cells, hema-
topoietic stem cells are more susceptible to ferroptosis, possibly
due to their lower protein synthesis rate [82]. Matsushita et al.
investigated the impact of Gpx4 on peripheral T cell proliferation
by establishing a lymphocyte-reduction-driven proliferation
mouse model. Upon transferring wild-type and Gpx4-deficient
T cells into the mouse model, while wild-type T cells proliferated
normally post transplantation, Gpx4-deficient CD4+ and
CD8+ T cells rapidly decayed within 7 days, undergoing

ferroptosis, underscoring the innate role of Gpx4 in the prolifera-
tion and survival of CD4+ and CD8+ T cells [83]. The maintenance
of peripheral T cell homeostasis depends on thymic output of
T cells and self-proliferation of peripheral T cells [84]. T cell survival
in a quiescent state requires a sub-threshold signal provided by
self-MHC/peptide recognition and some cell-activating factors.
Under certain conditions associated with lymphopenia, this self-
MHC/peptide recognition provides a proliferative signal that leads
to the proliferation of T cells and the generation of effector cells
[85]. Additionally, ROS serve as important second messengers in T
cell receptor (TCR) signaling for proliferation and effector function
[86]. Lipid ROS and membrane ROS levels in CD4+ T cells cultured
under different intensities of anti-CD3/CD28 stimulation are
closely related. The sensitivity to lipid peroxidation and ferroptosis
induced by different types of TCR and co-stimulatory signals also
varies [87]. Therefore, Gpx4 is critical for T cell TCR responses and
protects T cells from ferroptosis. Furthermore, CD8+ and
CD4+ T cells lacking Gpx4 fail to proliferate and undergo
ferroptosis after viral or parasitic infection. Interestingly, the lack
of Gpx4 does not affect the peripheral homeostasis of memory
CD4+ and CD8+ T cells or secondary T cell responses. This may be
related to differences in metabolic activity between effector and
memory cells, as effector cells utilize aerobic glycolysis for energy
production, while memory cells rely on oxidative phosphorylation.
Compared to effector cells, memory cells have greater mitochon-
drial spare respiratory capacity and produce fewer superoxides
[88]. In addition, Wang et al. found that mammalian target of
rapamycin complex 2 (mTORC2) is crucial for the long-term
maintenance of virus-specific memory CD4+ T cells [89]. The
mTORC2-AKT-GSK3β pathway may maintain the opening state of
voltage-dependent anion channels on the mitochondrial mem-
brane and maintain normal ROS levels in the mitochondria.
Additionally, this pathway upregulates the expression of NRF2,
which can upregulate GPX4 expression [90]. Gpx4 deficiency does
not affect the proliferation of regulatory T cells (Tregs), which may
be related to increased production of thioredoxin-1 in Tregs,
enhancing their tolerance to oxidative stress [83, 91]. This
indicates that different T cell subsets have different requirements
for Gpx4. Tregs are a subset of T cells that control the body’s
autoimmune responses. Tregs, typically referred to as
CD4+ CD25+Foxp3+ T cells, can survive in tumor microenviron-
ments with persistent oxidative stress. The increased proportion of
Tregs in tumors is often associated with poor prognosis and low
survival rates in various cancer patients. Specific deletion of Gpx4
in Tregs impairs their survival in tumors, increases infiltration of
T cells into tumors, and enhances antitumor immune responses,
indicating that Gpx4 maintains the survival and immunosuppres-
sive functions of Tregs to promote tumor immune evasion [92].
Follicular helper T cells (Tfh) are involved in germinal center
formation and B cell differentiation. Tfh cells often receive signals
from TCR, CD28, and PD-1 when interacting with B cells in germinal
centers, leading to increased cellular and lipid ROS and increased
sensitivity to ferroptosis. Deletion of Gpx4 results in ferroptosis and
loss of germinal center responses in Tfh cells [87]. In terms of iron
metabolism and homeostasis in immune cells, a study revealed
that iron overload promotes abnormal differentiation of patho-
genic T cells, including follicular helper T cells, by regulating DNA
demethylation, thus exacerbating autoantibody production and
the development of systemic lupus erythematosus (SLE) [26]. This
suggests that intracellular iron ions in T cells may serve as a new
therapeutic target for the treatment of SLE. The mechanism of
mitochondria in ferroptosis is summarized in Fig. 7.
In summary, T cell responses, including proliferation and

immune reactions, depend on the TCR. ROS play a critical role in
T cell physiology and are closely associated with TCR signaling.
Gpx4, an antioxidant enzyme, protects T cells from excessive ROS-
induced oxidative stress and prevents iron-mediated cell death.
Gpx4 is required for the proliferation of T cells, their primary
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immune responses, and the participation of Tfh cells in germinal
center reactions, as these processes are susceptible to iron-
induced death. However, the dependence on Gpx4 is not essential
for Treg proliferation, peripheral homeostasis of memory T cells,
and secondary T cell responses. Different T cell subsets may have
distinct requirements for Gpx4, which could be attributed to their
diverse metabolic activities or unique antioxidant mechanisms.

The role of ferroptosis key proteins on B cells
B cells undergo maturation in the bone marrow, during which they
enter an antigen-independent phase. Subsequently, they migrate
from the bone marrow to the blood, and further transition into
transitional 1B and transitional 2B cells before reaching the spleen or
lymph nodes. In mice, transitional 2B cells differentiate into follicular
B cells and marginal zone B cells in the spleen, while B1 cell
differentiation occurs in the bone marrow. Antibody production by
follicular B cells is T cell-dependent, whereas B1 and marginal zone B
cells rapidly respond to blood-borne antigens in a T cell-
independent manner [93]. Muri et al. investigated the survival of
different B cell subtypes in the absence of Gpx4. They found that
follicular B cells, aided by Tfh cells, undergo germinal center
reactions and generate high-affinity antibody responses. The
development, homeostatic proliferation, germinal center reactions,
and antibody responses of follicular B cells were not affected by
Gpx4 deficiency [94]. However, Gpx4 is indispensable for the
development, maintenance of homeostasis, and antibody responses
against Streptococcus pneumoniae in B1 and marginal zone B cells.
This may be attributed to the distinct metabolic processes of B1 and
marginal zone B cells compared to follicular B cells. B1 and marginal
zone B cells heavily rely on fatty acid uptake to sustain their
metabolic functions, and the accumulation of excessive fatty acids
under Gpx4 deficiency leads to heightened oxidative stress and
increased susceptibility to iron-mediated cell death [94].

The role of ferroptosis key proteins on macrophages
Tissue-resident macrophages can differentiate from monocytes
released from the bone marrow or be generated during embryonic
development. Piattini et al. performed Gpx4 knockout in mouse

myeloid immune cell subpopulations, and the development and
homeostasis of tissue-resident macrophages in the lung, perito-
neum, spleen, and bone marrow (considered as M0 state) were
unaffected [95]. Induction of Gpx4-deficient macrophages with IL-
4, which triggers M2 macrophage activation, severely disrupted the
cellular redox balance and led to ferroptosis. However, this
response was not observed in M1 macrophages, which were able
to sustain cell survival and their antimicrobial functions. Stimula-
tion with lipopolysaccharide (LPS) and IFNγ not only activated M0
macrophages into M1 phenotype but also upregulated the
expression of inducible nitric oxide synthase (iNOS) in Gpx4-
deficient macrophages. This upregulation of iNOS induced an
increase in nitric oxide (NO) expression, equipping the cells with
resistance against ferroptosis. Overall, Gpx4 plays a critical
protective role in the proliferation and function of immune cells,
although certain immune cell subsets may not rely heavily on Gpx4
protection, possibly due to their distinct energy metabolic activities
and antioxidant mechanisms. Furthermore, Gpx4 knockout in
regulatory T cells can suppress tumors, while selenium supple-
mentation can enhance the survival of Tfh cells and improve
immune capacity [95]. Therefore, Gpx4 may serve as a therapeutic
target in immune cells for the treatment of various diseases.

FERROPTOSIS AFFECTS IMMUNE CELL FUNCTION
Ferroptosis releases injury-associated molecular patterns and
affects immune cell function
Ferroptosis has been postulated as a type of immunogenic cell
death triggered by stress factors, prompting adaptive immune
reactions against antigens from deceased cells. Apart from
stimulating immune responses via death-associated antigens,
immunogenic cell death is accompanied by the release of diverse
damage-associated molecular patterns (DAMPs), such as calreti-
culin (CRT), high mobility group protein 1 (HMGB1), adenosine
triphosphate (ATP), heat shock proteins (HSPs), and others. These
DAMPs can engage with pattern recognition receptors on antigen-
presenting cells, instigating a sequence of cytokine generation
and immune activation [96]. Efimova et al. delved into the

Fig. 7 The mechanism of mitochondria in ferroptosis. This shows the association between mitochondria and ferroptosis. AA arachidonic
acid, GSH glutathione, AdA adrenic acid.
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immunogenic nature of ferroptosis in their research, discovering
that early-stage ferroptotic cells with intact membranes display
heightened immunogenicity compared to cells in later stages of
ferroptosis. ATP and HMGB1 stand out as distinctive DAMPs
involved in immunogenic cell demise. Early-stage ferroptotic cells
express calreticulin, which, upon binding to the LRP1 receptor on
dendritic cells, fosters the phenotypic maturation of bone marrow-
derived dendritic cells, eliciting vaccine-like effects in immuno-
competent mice. This suggests a potential role for ferroptosis in
tumor immunotherapy. Suppressing extracellular ATP functions by
impeding the P2X7 receptor with 2’,3’-dialdehyde ATP diminishes
the recruitment of antigen-presenting cells and anti-tumor
immune responses. These DAMPs provoke immune reactions
against cancerous cells, primarily released during the initial phases
of ferroptosis [97, 98]. Liu et al. treated THP-induced macrophages
co-cultured with human bronchial epithelial cells with cigarette
smoke extract, observing elevated levels of nuclear receptor
coactivator 4 (NCOA4). NCOA4, involved in ferritinophagy, plays a
critical role in the selective autophagy of ferritin, contributing to
ferroptosis by enhancing ferritin degradation and triggering the
Fenton reaction in human bronchial epithelial cells [99]. Upregula-
tion of NCOA4 also increases the ratio of M2/M1 macrophages and
levels of matrix metalloproteinases, which are factors involved in
inducing emphysema. However, direct evidence of how NCOA4
upregulation induces macrophage polarization in relation to
ferroptosis remains to be demonstrated. Nevertheless, significant
increases in DAMPs (including IL-33 and HMGB1) were observed in
bronchoalveolar lavage fluids, with IL-33 promoting M2 polariza-
tion and HMGB1 inducing M1 polarization through the advanced
glycation end-products receptor pathway. Other DAMPs may also
be involved in macrophage polarization. Wen et al. studied the
release mechanism of HMGB1 from ferroptosis cells and found
that HMGB1 can be released by ferroptosis cells through an
autophagy-dependent pathway. Specifically, autophagy-mediated
histone deacetylase inhibition promotes acetylation of HMGB1,
leading to its release during ferroptosis [100]. HMGB1 triggers an
inflammatory response in macrophages through the AGER path-
way, resulting in the release of TNF. Antibodies against HMGB1 or
AGER can weaken the inflammatory response induced by
ferroptosis cells. Additionally, one study indicated that HMGB1
can upregulate heme oxygenase 2 and transferrin expression
through the RAS-JNK/p38 pathway, promoting erastin-induced
ferroptosis [101]. Liu et al. developed Gpx4 knockout mice and
initiated acute pancreatitis with cerulein, investigating ferroptosis-
related DAMPs using an antibody chip. They observed early
release of decorin (DCN) in early-stage ferroptosis, associated with
an autophagy-driven protein secretion process [102]. DCN is
released from early-stage ferroptotic cells via lysosomal exocytosis
and damaged plasma membranes, binding to AGER on macro-
phages. This interaction prompts M1 polarization and triggers pro-
inflammatory cytokine production, exacerbating acute pancreatitis
through the NFKB/NF-κB pathway. Antibodies against DCN or
AGER shielded Gpx4 knockout mice from cerulein-triggered
pancreatitis, suggesting an indirect influence of ferroptosis-
released DAMPs on immune cells [102]. The cellular and molecular
mechanisms underlying ischemia-reperfusion-induced myocardial
inflammation after heart transplantation are not well understood.
Li et al. found that neutrophils exhibit reduced velocity and
increased adhesion to vascular walls during ischemia-reperfusion.
Mechanistically, ferroptosis in transplanted hearts triggers the
initial release of DAMPs, which bind to endothelial Toll-like
receptor 4 (TLR4) and stimulate type I interferon production via
Trif-mediated signaling, promoting the recruitment of neutrophils
to the injured heart [103]. Further research is needed to identify
the main participants and executors of inflammation induced by
ferroptosis during ischemia-reperfusion after heart transplanta-
tion. In summary, ferroptosis releases DAMPs distinct from
apoptosis, with early-stage ferroptosis exhibiting stronger

immunogenicity. Cell death-associated DAMPs released during
ferroptosis include CRT, ATP, HMGB1, and IL-33, which can
promote the maturation and recruitment of antigen-presenting
cells, as well as induce macrophage polarization. Additionally,
DAMPs can stimulate endothelial cells to produce interferons and
recruit neutrophils.

Ferroptosis releases other molecules that affect immune cell
function
Ferroptosis is characterized by the accumulation of peroxidized
lipids, particularly phosphatidylethanolamine with arachidonic or
adrenic acid acyl groups [104]. The peroxidized lipids in ferroptosis
may interact with the immune system as Luo et al. [105]. found
that ferroptosis cells can be engulfed by phagocytic cells. They
discovered that phosphatidylethanolamine peroxidation, especially
SAPE-OOH (1-steaoryl-2-15-HpETE-sn-glycero-3-phosphatidyletha-
nolamine), which is abundantly present on the membrane of
ferroptosis cells, serves as a critical signal for engulfment. The Toll-
like receptor 2 (TLR2) on macrophages recognizes SAPE-OOH and
promotes macrophage phagocytosis. They observed that during
the early stages of engulfment of ferroptosis cells, typical “eat me”
signals such as phosphatidylserine and peroxidized phosphatidyl-
serine were absent from the cell membrane [106]. Ma et al. treated
macrophages infected with Staphylococcus aureus, Escherichia
coli, and Salmonella enterica serovar Typhimurium with ferroptosis
inducers, finding that these agents assisted macrophages in
combating intracellular bacteria [107]. Mechanistically, during the
early stages of bacterial infection, cells elevate unstable intracel-
lular iron levels by activating two iron metabolism pathways:
nuclear factor erythroid 2–related factor 2/heme oxygenase-1
(Nrf2/HO-1) and ferritin/NCOA4. Nrf2, a nuclear transcription factor,
translocates to the cell nucleus to upregulate HO-1, converting
heme to biliverdin, iron, and CO [108]. Dai et al. discovered that
oxidative stress-induced autophagy-dependent ferroptosis in
cancer cells leads to the packaging and release of KRASG12D into
exosomes, subsequently engulfed by macrophages through an
AGER-dependent mechanism [109]. AGER-mediated STAT3 activa-
tion induces fatty acid oxidation, causing long-chain fatty acids to
break down into acetyl-CoA, polarizing macrophages into an M2-
like tumor-promoting phenotype. Inhibiting the release and uptake
of KRASG12D can suppress macrophage-mediated tumor growth
in pancreatic cancer [109]. Additionally, the expression levels of
KrasG12D in macrophages are correlated with poor survival in
pancreatic cancer patients, offering new targeted anticancer
strategies against KRAS. Research reveals that iron overload
promotes Tfh cell expansion, pro-inflammatory cytokine secretion,
and autoantibody production in lupus-prone mice. Mice treated
with HID exhibit increased percentages of Tfh cells and antigen-
specific GC responses [26]. Iron supplementation promoted Tfh cell
differentiation, while iron chelation inhibited Tfh cell differentia-
tion. miR-21/BDH2 pathway was found to promote iron accumula-
tion during Tfh cell differentiation, further enhancing Fe2+ -
dependent TET enzyme activity and BCL6 gene demethylation [26].
Thus, maintaining iron homeostasis may be critical for eliminating
pathogenic Th cells and may contribute to improving the
management of SLE patients. In conclusion, it is evident that cell
death in ferroptosis can release various molecules that influence
immune cell differentiation, phagocytosis, microbial killing, and
other immune responses, thereby affecting the progression of
related diseases. Therefore, these molecules and their activated
pathways may serve as therapeutic targets for specific diseases.

IMMUNE CELLS AFFECT FERROPTOSIS
CD8+ T cells affect ferroptosis
Wang et al. discovered that activated CD8+ T cells in the process of
tumor immunotherapy can enhance the specific lipid peroxidation
level of ferroptosis in tumor cells [110]. After blocking the ferroptosis
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pathway within tumor cells, their sensitivity to immunotherapy is
lost. Further investigation revealed that the release of IFN-γ by
CD8+ T cells downregulates the expression of SLC3A2 and SLC7A11,
both of which are subunits of the glutamate-cystine antiporter
system Xc-. This impairs the uptake of cystine by tumor cells, leading
to increased lipid peroxidation and ferroptosis. Liao et al. further
found that IFN-γ released by CD8+ T cells synergizes with
arachidonic acid to effectively induce cellular ferroptosis in various
tumor cell lines [110]. During tumor immunotherapy, IFN-γ released
by activated CD8+ T cells also upregulates the expression of ACSL4
in tumor cells through the STAT1-IRF1 signaling pathway [111].
Targeted phospholipid analysis revealed that arachidonic acid
preferentially incorporates into phospholipids containing C16 and
C18 acyl chains, which are common fatty acids found in the blood,
with oleic acid enhancing the lipid species of arachidonic acid-d5-
bound PE and PC in tumor cells. LPCAT3 and LOX are involved in the
integration of arachidonic acid into the membrane phospholipids
and the oxidation of these phospholipids, respectively, promoting
IFN-γ and arachidonic acid-induced ACSL4-dependent tumor
ferroptosis [112]. The regulation of ferroptosis by CD8+ T cells in
tumor immunotherapy reveals that the ferroptosis pathway can be
modulated by T cells, and the immune system can suppress tumor
development through cancer cell ferroptosis. IFN-γ is mainly
produced by T cells, NK cells, and NK T cells, and it is a pleiotropic
cytokine with diverse functions. While IFN-γ can induce tumor cell
killing, it can also promote tumor dormancy, edit tumor cells to
cause immune evasion, and contribute to tumor relapse [113].
Recent studies have shown that IFN-γ can downregulate SLC3A2
and SLC7A11 while upregulating ACSL4, promoting tumor cell
ferroptosis. Therefore, increasing the sensitivity of tumor cells to
ferroptosis induction may enhance the effectiveness of tumor
immunotherapy.

Macrophages affect ferroptosis
Macrophages can release various molecules that affect ferroptosis.
Kapralov et al. found that M1 macrophages exhibit stronger
resistance to ferroptosis compared to M0 and M2 macrophages.
They discovered that M1 macrophages have higher levels of
inducible nitric oxide synthase (iNOS or NOS2), leading to
increased production of NO [114]. NO can inhibit 15-lipoxygenase,
similar to the strength of GPX4 in resisting ferroptosis. Moreover,
NO possesses membrane diffusibility, granting surrounding cells
near M1 macrophages the ability to resist ferroptosis. Pseudomo-
nas aeruginosa utilizes 15-lipoxygenase released in vesicles to
oxidize host arachidonic acid phosphatidylethanolamine into
ferroptotic death-inducing 15-hydroperoxy-arachidonic acid phos-
phatidylethanolamine, triggering ferroptosis in epithelial cells.
Concurrently, it degrades host Gpx4 through lysosome-mediated
autophagy. Co-culture models confirmed that M1 macrophages
release NO to remotely protect epithelial cells from Pseudomonas
aeruginosa-induced ferroptosis [115, 116]. The inhibitory effect of
NO on ferroptosis in epithelial cells is achieved by diffusing to the
catalytic site of 15-lipoxygenase isoform 2 to suppress phospho-
lipid peroxidation. Additionally, adipose tissue macrophages
secrete miR-140-5p in extracellular vesicles, which targets
SLC7A11 in cardiomyocytes, inhibiting ferroptosis induced by
reduced glutathione synthesis, presenting a new therapeutic
strategy for obesity-induced cardiac injury [117]. Itaconate is a
metabolite synthesized by cis-aconitate decarboxylase and is
produced by lipopolysaccharide-activated macrophages through
the diversion of cis-aconitate from the tricarboxylic acid cycle. In
macrophages, 4-octyl itaconate, a cell-permeable derivative of
endogenous itaconate, inhibits Nrf2 degradation pathway and
promotes transcription of target genes, including SLC7A11,
glutathione-cysteine ligase, and Gpx4, alleviating sepsis-induced
acute lung injury [118]. Additionally, itaconate can activate
NOCAD 4-mediated ferritin deposition, thereby inducing ferrop-
tosis in Nrf2-deficient cell lines [119]. Wu et al. observed increased

extracellular trap formation by macrophages (macrophage extra-
cellular traps, METs) and ferroptosis in patients undergoing
hepatic resection with hepatic inflow occlusion as well as in mice
subjected to hepatic ischemia-reperfusion injury [120]. To
elucidate the role of METs in ferroptosis of hepatocytes during
ischemia-reperfusion injury, they utilized a co-culture model of
macrophages exposed to hypoxia/reoxygenation along with
hepatocytes. Following hypoxia/reoxygenation, macrophage METs
release increased, leading to ferroptosis in hepatocytes, which
could be reversed by Cl-amidine, an METs inhibitor. Tumor-
associated macrophages (TAMs) are a major component of the
tumor microenvironment directly influencing tumor cell growth,
angiogenesis, and immune suppression. Research has found that
TAM-derived TGF-β1 regulates the expression of hepatic leukemia
factor (HLF) by modulating SMAD3, resulting in transactivation of
gamma-glutamyltransferase 1 (GGT1). GGT1 catalyzes the break-
down of extracellular glutathione into intracellular cysteine,
enhancing Gpx4 activity and promoting resistance to tumor cell
ferroptosis. Conversely, breast cancer cells produce IL-6, which
activates the JAK2/STAT3 axis, inducing TAMs to secrete TGF-β1,
thereby forming a positive feedback loop that ultimately facilitates
malignant tumor progression [121]. However, other studies have
shown that TGF-β1, through Smad3 activation, inhibits the
expression of the glutamate-cystine antiporter system Xc-,
enhancing lipid peroxidation levels in PLC/PRF/5, Huh7, Huh6,
and Hep G2 cells marked by early TGF-β1 genes, but not in cells
marked by late TGF-β1 genes [122]. In summary, different types of
macrophages can produce various molecules that affect ferrop-
tosis, including NO, extracellular vesicles, itaconate, TGF-β1, etc.

Neutrophils affect ferroptosis
The mechanism underlying the exacerbation of intracerebral
hemorrhage (ICH) in diabetes is unclear. In a mouse model of
streptozotocin-induced diabetes with hyperglycemia, high glucose
not only increased neutrophil infiltration but also impaired the
activity of peroxisome proliferator-activated receptor γ (PPARγ), a
transcription factor for lactoferrin (Ltf) encoded by the PPARγ gene.
Ltf, when taken up by cells through its receptor, reduces
intracellular Fe concentration. Decreased secretion of Ltf leads to
increased intracellular Fe concentration in neuronal cells, thereby
exacerbating neuronal cell ferroptosis [123]. Supplementing Ltf or
inhibiting neuronal ferroptosis provides a potential avenue for
improving the prognosis of acute diabetes-related ICH. However,
the mechanisms by which high glucose impairs PPARγ activity and
leads to neutrophil activation require further elucidation. The
degree of tumor necrosis is negatively correlated with the survival
rate of patients with glioblastoma multiforme (GBM). However, the
nature and mechanisms driving tumor necrosis remain unclear.
Yee et al. scrutinized the involvement of neutrophils in tumor
necrosis within a mouse model of glioblastoma (GBM) steered by
the PDZ-binding motif [124]. GBM showcases tumor cell necrosis,
wherein substances released during this process, like damage-
associated molecular patterns (DAMPs), spur neutrophil infiltration,
particularly at recently necrotic margins [124]. These mobilized
neutrophils convey myeloperoxidase (MPO) to tumor cells either
directly or through close cell-to-cell interaction, instigating lipid
peroxidation within tumor cells and fostering tumor cell ferroptosis
[124]. Specific tumor traumas encountered during initial tumor
advancement attract neutrophils to the injury site, subsequently
prompting tumor cell ferroptosis, initiating a favorable feedback
mechanism that amplifies the evolution of GBM necrosis [124].

IRON METABOLISM, FERROPTOSIS IN AUTOIMMUNE DISEASES
SLE
SLE is an autoimmune disease characterized by the production of
self-antibodies, sustained inflammation, and multi-organ damage.
Epidemiological studies have shown that the prevalence of SLE is
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close to or even exceeds 50–100 per 100,000 people. The onset
and prognosis of lupus are influenced by multiple factors,
including genetics, natural environment, and social factors [125].
SLE, as a complex autoimmune disease, is characterized by
aberrant expansion of pathogenic T cells, which plays a crucial role
in disease development. SLE patients often exhibit impairments in
iron transport and utilization. Research has shown that SLE
patients have increased hypochromic areas in red blood cells and
significantly reduced iron levels within and outside the bone
marrow, while bone marrow proliferation remains normal [126].
Recent research has discovered that disruptions in iron metabo-
lism and ferroptosis mediate the pathogenesis of SLE. Blocking
iron uptake receptors in a mouse model of SLE was found to
reduce disease pathology and promote the activity of anti-
inflammatory regulatory T cells. Targeting iron metabolism in
immune system cells may provide a novel approach for treating
SLE [126].
In terms of iron metabolism, researchers investigating T cell

metabolism in lupus noticed that iron appeared to be the “culprit”
behind multiple T cell problems. Interestingly, despite lupus
patients commonly having anemia, their T cells exhibit high iron
levels. To explore T cell iron metabolism in lupus, researchers used
CRISPR gene editing to assess iron-handling genes in T cells. They
identified the transferrin receptor (TFR/CD71) responsible for iron
uptake as crucial for promoting inflammatory T cell activity while
inhibiting anti-inflammatory regulatory T cell activity. The
researchers found that the expression of transferrin receptors
was higher in T cells from both susceptible lupus-prone mice and
lupus patients, resulting in the accumulation of excessive iron and
impaired mitochondrial function, as well as alterations in other
signaling pathways. Blocking the transferrin receptor with specific
antibodies reduced intracellular iron levels, suppressed inflamma-
tory T cell activity, and enhanced regulatory T cell activity. Treating
lupus-prone mice with these antibodies reduced kidney and liver
damage and increased the production of the anti-inflammatory
factor IL-10. In the T cells of lupus patients, the expression of
transferrin receptors was correlated with disease severity, and
blocking this receptor in vitro enhanced IL-10 production. Based
on the above research findings, future studies will aim to develop
T cell-specific antibodies targeting the transferrin receptor to
avoid potential off-target effects (as the transferrin receptor
mediates iron uptake in many cell types). Furthermore, the
discovery that blocking the transferrin receptor enhances
regulatory T cell activity warrants further exploration. Iron home-
ostasis has recently been identified as a potential target for
improving SLE. A study revealed that iron overload promotes
aberrant differentiation of pathogenic T cells, primarily Tfh cells,
through DNA demethylation, exacerbating autoantibody produc-
tion and SLE pathogenesis. Intracellular iron levels in CD4+ T cells
of SLE patients were found to be significantly elevated and
positively correlated with the percentage of Tfh cells. Experimental
evidence using a high-iron diet demonstrated that increased iron
levels favored Tfh and GCB cell expansion, enhanced secretion of
inflammatory cytokines IFN-γ and IL-17A by CD4+ T cells,
promoted autoantibody production in MRL/lpr lupus mice, and
worsened their disease phenotype. Iron supplementation showed
induction of Tfh cell differentiation in vitro. Conversely, reducing
intracellular iron accumulation using 2,5-Dihydroxybenzoic acid
and iron chelator CPX significantly inhibited Tfh cell differentia-
tion. Mechanistically, the study revealed the involvement of the
miR-21/BDH2 pathway in regulating intracellular iron accumula-
tion and Tfh cell differentiation. Upregulation of miR-21 or
interference with BDH2 expression enhanced TET protein activity,
resulting in decreased DNA methylation of the BCL6 gene
promoter, ultimately promoting BCL6 gene expression [26]. In
terms of ferroptosis, a research demonstrated that neutrophil
ferroptosis in SLE patients was induced by the synergistic effect of
autoantibodies and IFN-α, leading to transcriptional repression

factor CREMα binding to GPX4 promoter and subsequent down-
regulation of GPX4 protein expression. In vivo studies showed that
specific deletion of myeloid cell Gpx4 in mice exhibited SLE-like
clinical manifestations, which could be alleviated by treatment
with liproxstatin-1, an ferroptosis inhibitor, and attenuated disease
progression. Both SLE patient serum and RSL-3 treatment
significantly reduced the viability of normal neutrophils, while
treatment with liproxstatin-1 (LPX-1) and iron chelator deferox-
amine (DFO) rescued neutrophil death induced by SLE patient
serum, suggesting that ferroptosis is the major form of neutrophil
death in SLE [27]. The authors also conducted experiments to
exclude the possibility of LPX-1 inhibiting NETosis and affecting
IgG or IFN-α production [27]. The above findings demonstrate that
ferroptosis is a crucial driving factor in neutrophil death in SLE.
Concentration-dependent increases in lipid-associated ROS of
neutrophils were observed with the addition of SLE IgG or IFN-α in
normal serum, which could be reversed by depleting IgG or
antagonizing IFN-α receptor. Both IFN-α and SLE IgG induced
neutrophil ferroptosis. The above results indicate that ferroptosis
induced by the combined action of IFN-α and IgG is the major
form of neutrophil death in the serum environment of SLE
patients. Subsequently, the authors analyzed the occurrence of
neutrophil ferroptosis in different lupus-prone mouse models.
Consistent with SLE patients, MRL/lpr and NZB/W F1 mice
exhibited reduced neutrophil viability and increased lipid-
associated ROS levels. Furthermore, suppressing lipid-associated
ROS production in neutrophils by LPX-1 treatment in MRL/lpr mice
effectively attenuated disease progression, decreased production
of autoantibodies and various inflammatory cytokines, increased
serum C3 complement levels, and reduced the severity of
splenomegaly, lymphadenopathy, and lupus nephritis. These
results indicate that neutrophil ferroptosis is the main cause of
neutrophil depletion in lupus, and targeting neutrophil ferroptosis
can be an effective therapeutic strategy for treating SLE.
To further investigate the relationship between neutrophil

GPX4 expression and SLE pathogenesis, the researchers gener-
ated specific myeloid cell Gpx4 knockout mice (Gpx4fl/wt

LysMCre+). Compared to Gpx4fl/fl mice, the neutrophils of
Gpx4fl/wt LysMCre+ mice exhibited significantly reduced viability,
which could be restored by treatment with the ferroptosis
inhibitor LPX-1. Gpx4fl/wt LysMCre+ mice also displayed SLE-like
clinical manifestations, including alopecia, lymphadenopathy,
splenomegaly, proteinuria, significant increases in anti-dsDNA
antibodies, IFN-α, IL-6, and decreased complement C3 levels,
indicating a close association between decreased neutrophil
GPX4 protein expression and SLE pathogenesis. Lastly, the study
elucidated the mechanism by which IFN-α and SLE IgG induce
neutrophil ferroptosis, namely, by promoting the binding of
CREM to the Gpx4 promoter, leading to downregulation of GPX4
expression. Consequently, targeted inhibition of neutrophil
ferroptosis holds promise as a novel therapeutic strategy for
treating SLE [127].
In summary, this study demonstrates that neutrophil ferroptosis is

a significant factor causing neutrophil depletion and triggering SLE.
Targeted inhibition of neutrophil ferroptosis may represent a
promising and effective therapeutic strategy for treating SLE (Fig. 8).

Lupus nephritis (LN)
LN is one of the most common and severe organ manifestations in
SLE and is a significant contributor to disability and mortality in
SLE patients [128]. Within 15 years of diagnosis, 10–30% of LN
patients progress to end-stage renal disease, which is a major
cause of death in SLE [129]. Recent studies have indicated that
susceptibility genes for LN (disrupting immune tolerance) can
enhance the innate immune signaling pathway, promoting
lymphocyte activation and leading to kidney damage [130]. The
dysregulation of cell death and defective clearance of dying cells
are closely associated with the pathogenesis of LN [131]. By
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evaluating different cell programmed death scores in proliferative
nephritis, it has been found that ferroptosis in the glomerular
compartment of LN patients is significantly and specifically
increased compared to other forms of programmed cell death
in renal diseases. Furthermore, the ferroptosis score is intricately
associated with blood urea nitrogen, SLE disease activity index,
serum creatinine, and complement 4, and negatively correlates
with glomerular filtration rate [132]. Additionally, enhanced iron
metabolism and reduced fatty acid synthesis may be the most
important factors contributing to ferroptosis within the glomer-
ulus. Analysis of single-cell sequencing datasets, along with
immunohistochemistry and immunofluorescence staining valida-
tion, have revealed that abnormally activated lipid peroxidation in
CD163+ macrophages and CD10+ PC+ (pyruvate carboxylase)
epithelial cells suggests their potential involvement in ferroptosis
within the glomerular compartment [132]. Moreover, excess
production of ROS and abnormal infiltration of immune cells
have been shown to be associated with LN induced by ferroptosis
[133].
In terms of renal parenchymal cells in lupus nephritis, Alli et al.

found increased lipid peroxidation and increased acyl-CoA
synthetase long-chain family member 4 (a pro-ferroptosis enzyme)
in the renal tubules of lupus nephritis patients and mice. Renal
inflammation reduces the expression of SLC7A11, a cysteine
transporter, and impairs the glutathione synthesis pathway,
resulting in low expression of glutathione peroxidase 4 (a

ferroptosis inhibitor). Lipidomics of nephritic kidneys confirmed
the presence of ferroptosis. Using nephrotoxic serum, immune
complex glomerulonephritis was induced in syngeneic mice,
demonstrating that impaired iron sequestration in proximal
tubules exacerbates ferroptosis. Serum from lupus nephritis
patients made human proximal tubule cells more susceptible to
ferroptosis, which was inhibited by a novel ferroptosis inhibitor,
Liproxstatin-2. In summary, they have identified renal ferroptosis as
a pathological feature and contributing factor of tubular injury in
human and mice lupus nephritis [134]. In the context of pertinent
biomarkers, the expression of 4-HNE exhibited a notable increase
in both the glomeruli and tubulointerstitium. Transcriptomically, 19
FR-DEGs in the glomeruli and 15 FR-DEGs in the tubulointerstitium
(comprising genes related to iron metabolism, inhibitors of the
antioxidant system, and inhibitors of ferroptosis) displayed
substantial alterations in LN. Within these, LTF, CYBB, and CCL5
manifested upregulation in both glomeruli and tubulointerstitium
of LN, whereas G0S2 and AKR1C1 showed downregulation [135]. A
recent investigation utilizing single-cell RNA sequencing and flow
cytometry unveiled a subset of neutrophils with elevated IL-6
expression, correlated with IL-6 receptor and SLC7A11 expression
in B cells of lupus nephritis. Additionally, neutrophils in lupus-
afflicted kidneys supplied IL-6 via SLC7A11 to boost B cell
resistance against ferroptosis; suppressing SLC7A11 markedly
heightened B cell ferroptosis while reducing B cell proliferation.
This exploration sheds light on the interaction between neutrophils

Fig. 8 The mechanism of ferroptosis in SLE. Ferroptosis is involved in the development of SLE. DC dendritic cells, PTEC proximal tubular
epithelial cells, Tfh follicular helper T cells.
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and B cells in the progression of lupus nephritis [136]. In terms of
transcription factor modulation, the central gene ATF3 potentially
contributes to inflammation and immune injury in LN by engaging
in ferroptosis mechanisms [137]. Wu et al. have identified PTEN and
NR4A1 as ferroptosis-related genes that potentially serve as
diagnostic biomarkers for lupus nephritis [138]. A recent study
highlighted the occurrence of ferroptosis in CD4+ T cells of SLE
patients, showing elevated expression of ferroptosis-related genes
ACSL4 and SLC7A11 alongside reduced NRF2 expression. Inter-
ference with or inhibition of SLC7A11 dampened CD4+ T cell
activation, whereas SLC7A11 overexpression enhanced the activa-
tion of CD4+ T cells. The reinstatement of CD4+ T cell activation
impeded by iron chelation was achieved through supplementation
with N-acetylcysteine. N-acetylcysteine supplementation stimu-
lated CD4+ T cell activation and facilitated their differentiation
into Th1 and Tfh subsets in mice [139]. Exploring iron metabolism
further unveiled that the miR-21/BDH2 pathway enhances Fe2+-
dependent TET enzyme activity in Tfh cells, resulting in heightened
hydroxymethylation levels in the BCL6 gene promoter region and
reduced methylation of the BCL6 gene promoter region [140].
In a mouse model, a study found increased levels of non-heme

iron in the kidneys of New Zealand Black/White (NZB/W) lupus
nephritis mice compared to age-matched healthy New Zealand
White (NZW) mice. Biodistribution studies showed that the
presence of iron bound to transferrin in NZB/W mouse kidneys
correlated with increased urinary protein, while non-transferrin-
bound iron or ferritin had no effect on urinary protein levels. The
excretion rate of transferrin in NZB/W mice significantly increased
with the production of urinary protein, indicating increased tubular
exposure and potential tubular reabsorption. Compared to NZW
mice, the expression of the transferrin receptor 24p3R in the renal
tubules of NZB/W mice was reduced, while transferrin expression
and ferritin expression were increased, consistent with increased
iron accumulation and compensatory downregulation of uptake
pathways. Treatment of NZB/W mice with an iron chelator
deferiprone significantly delayed the onset of albuminuria and
reduced blood urea nitrogen levels. These findings suggest the
pathological changes in iron homeostasis in lupus nephritis,
contributing to the development of renal damage [141]. Hepcidin,
a major iron regulatory and endogenous ferroptosis protective
molecule, has been shown to decrease the availability of free iron,
reduce macrophage and T cell infiltration in the kidneys, and
further improve renal inflammation, thus alleviating the severity of
lupus nephritis in susceptible mouse models. Therefore, inhibiting
ferroptosis may be a therapeutic option for lupus nephritis [142].
In summary, the findings from the above studies suggest that

iron-catalyzed reactive oxygen species may contribute to the
accumulation of lipid hydroperoxides in proximal tubular epithe-
lial cells. These iron-catalyzed oxidants can further enhance
inflammation transcription factors induced by protein and
autoantibodies, leading to the production of matrix proteins,
cytokines/chemokines, and immune cell infiltration. The increased
glomerular permeability and subsequent interactions between
tubular injury, tubulointerstitial inflammation, and the progression
of lupus nephritis (LN) towards renal dysfunction result in
additional tissue damage in lupus. In future research, it is
anticipated that investigations targeting ferroptosis in lupus
nephritis will focus on iron metabolism, amino acid metabolism,
lipid metabolism, and other metabolic pathways. These studies
hold promise for the development of novel therapeutic strategies
targeting iron metabolism and ferroptosis, thus paving the way for
new avenues of research in lupus nephritis.

Rheumatoid arthritis (RA)
RA is an autoimmune disease characterized primarily by erosive
arthritis. Its pathological basis is synovitis, initially manifested as
morning stiffness, swelling, and pain in small joints such as hands
and feet, which can progress to joint deformities and disability

[143]. The disease commonly occurs in middle-aged individuals,
with a global incidence rate of approximately 1% [144]. Within the
first 2-3 years of onset, the disability rate in untreated patients can
reach 70%. Currently, RA cannot be cured and is often referred to
as the “undying cancer,” significantly impacting the quality of life
for affected individuals [145]. Xia et al. found a significant
correlation between the occurrence of rheumatoid arthritis and
the aberrant expression of disease-associated genes related to
ferroptosis. These characteristic genes induce the development of
the disease by influencing relevant signaling pathways, as
identified through analysis of the competing endogenous RNA
(ceRNA) network mediated by long non-coding RNAs associated
with rheumatoid arthritis. This analysis has allowed for the
identification of potential therapeutic targets and signaling
pathways [146, 147]. Studies have shown an increase in lipid
peroxidation levels in the serum and synovial fluid of RA patients,
along with alterations in the antioxidant system [148]. Therefore,
excessive production of reactive oxygen species (ROS) is more
likely to inhibit osteoblast differentiation and lead to bone
destruction. Low concentrations of iron ions promote the growth
of osteoblast precursor cells (MC3T3-E1), while high concentra-
tions of iron ions inhibit their growth and increase ROS levels.
Excessive iron ions can activate the p38-MAPK pathway and block
the PI3K/AKT and JAK/STAT3 signaling pathways, thereby inducing
death in MC3T3-E1 cells [149]. Iron overload can partially inhibit
the activity of osteoblasts, thereby affecting their differentiation
process. Additionally, it can activate osteoclast differentiation and
lead to bone destruction [150]. Iron ions initiate synovial
hyperplasia by regulating the expression of key genes (such as
c-myc and mdm2), which are responsible for synovial cell
proliferation and promote the occurrence and development of
vascular synovitis [151]. Furthermore, ROS derived from NOX2
have been shown to inhibit antigen-dependent T cell responses
and significantly reduce the severity of experimental arthritis in
rats and mice [152]. In CD4 T cells, the lack of NOX2 induces Th17
cell production and reduces regulatory T cells in a ROS-dependent
manner through the modulation of the transcription factors Foxp3
and RORγt [153]. Inhibition of the TRPM7 channel weakens
ferroptosis in rheumatoid arthritis chondrocytes by suppressing
the PKCα-NOX4 axis [154, 155]. A study found that decreased
levels of the Nrf2 factor can lead to RA. Targeted activation of Nrf2
inhibits ROS production, thereby suppressing the proliferation and
migration of fibroblast-like synovial cells, which resemble fibro-
blasts in rheumatoid arthritis [156]. Luo et al. found that RSL3
decreases Nrf2 and GPX4 in synovial cells [157]. Moreover, Nrf2
deficiency causes changes in the expression of SLC7A11, resulting
in oxidative stress damage and exacerbating joint destruction
[148]. An increased risk of RA may be associated with dysfunction
in the antioxidant system of fibroblast-like synovial cells (FLS), and
various strategies to inhibit FLS proliferation and restore synovial
homeostasis hold promise as potential treatment directions [158].
In a recent study, it was discovered that fibroblast and other
mesenchymal cells are highly sensitive to ferroptosis [159].
Researchers have found that the ferroptosis inducer, imidazole
ketone erastin (IKE), reduces the number of synovial fibroblasts
and alleviates synovial inflammation in a CIA mouse model. Some
fibroblasts exhibit resistance to IKE-induced ferroptosis, and it has
been observed that the tumor necrosis factor (TNF) transcription
pathway is relatively more active in these cells. TNF, as a pro-
inflammatory cytokine, promotes fibroblast activation. In synovial
fibroblasts from RA patients, the addition of exogenous TNF can
activate NF-κB and glutathione biogenesis, increasing resistance
to IKE-induced ferroptosis in a dose-dependent manner. However,
in fibroblasts without exogenous TNF, IKE treatment depletes
glutathione. In the CIA mouse model, resistance of TNF-induced
synovial fibroblasts to ferroptosis can be eliminated by adding a
low dose of IKE (20 mg/kg, twice a week) and a low dose of TNF
inhibitor. The combination of IKE and TNF inhibitor also increases
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the sensitivity of fibroblasts from RA patients to ferroptosis.
Research has discovered that Semaphorin 5 A inhibits ferroptosis
in rheumatoid arthritis by activating the PI3K-AKT-mTOR signaling
pathway [160]. In terms of epigenetics [161], methylation
mediated by SAM increases ferroptosis in rheumatoid arthritis
by enhancing the GPX4 promoter in response to glycine.
Antioxidant stress presents new mechanisms in mediating RA
ferroptosis, where SIRT1 is transcriptionally suppressed by YY1 and
inhibits ferroptosis in rheumatoid arthritis [162].
In terms of pharmacological interventions, it has been found

that FDA-approved RA drugs such as sulfasalazine and indo-
methacin can inhibit cell growth and induce ferroptosis. The
activity of sulfasalazine and indomethacin is largely reduced by
ferroptosis inhibitors, such as ferrostatin-1, antioxidants, or the
iron chelator DFO. DFO can inhibit ferroptosis by preventing iron
ions from donating electrons to oxygen and generating ROS.
Treatment with RSL3 (a ferroptosis inducer) has been found to
downregulate SLC2A3 expression and induce ferroptosis in RA
fibroblast-like synoviocytes (RA-FLS) [163]. Injection of ferrostatin-
1 into the joints has been shown to increase collagen II expression,
promote activation of the Nrf2 antioxidant system, and reduce
cartilage degradation, which helps alleviate arthritis inflammation
[156]. Some natural polyphenolic compounds can also signifi-
cantly inhibit ferroptosis. Icariin can inhibit ferroptosis through the
Xc-/GPX4 axis and enhance cell survival in LPS-induced synovio-
cytes [164]. Rhein sulfate [165] effectively controls CIA rat joint
inflammation and improves joint bone erosion. It modulates the
levels of ferroptosis-related signaling pathways, including ACSL4,
SLC7A11, GPX4, and FTH1, and reduces the expression of MMP3
and MMP13, which could be one of the important mechanisms
and pathways underlying its inhibitory effect on RA bone
destruction. Curcumin has antioxidant and anti-inflammatory
properties. It downregulates p53 and upregulates the expression
of SLC7A11 and GPX4, suggesting that it improves cartilage
degradation in osteoarthritis by inhibiting ferroptosis through the
regulation of the p53 signaling pathway, indicating its potential
therapeutic effect in osteoarthritis [166]. Additionally, Wan et al.
found that baicalein protects cartilage by upregulating the AMPK/
Nrf2/HO-1 signaling pathway and inhibiting ferroptosis in
chondrocytes. It also reduces pain sensitivity associated with
osteoarthritis and mitigates its progression [167]. Daji has effects
such as dispersing cold, stopping pain, and reducing swelling. Its
main active ingredient, total dajizin triterpenes, reduces the
expression of ACSL4 in the rat model of RA, increases the
expression of glutathione and GPX4, and upregulates Kelch-like
ECH-associated protein 1 and HO-1 in the Nrf2/HO-1/GPX4
pathway, indicating that total dajizin triterpenes can inhibit cell
aberrant ferroptosis by suppressing lipid peroxidation and thus
exert therapeutic anti-RA effects [168]. Ge et al. found that
sophoridine (SRI) improves cell proliferation, inflammatory cell
infiltration, and bone destruction in the synovial tissue of the knee,
ankle, and toe joints in a mouse model of RA. It also partially
activates the expression of GSH, GPX4, and SLC7A11, and inhibits
the expression of ROS and IL-18 [156]. Moreover, it was discovered
that icariin may play a role in protecting synoviocytes from
ferroptosis. Therefore, icariin can counteract the effects of RSL3 on
iron content, lipid peroxidation, and relative proteins (SLC7A11,
SLC3A2L, GPX4, TRF, NCOA4, and Nrf2) in synoviocytes [169]. It can
be utilized as a novel therapeutic strategy for RA.
The above findings indicate the significant role of “ferroptosis”

in the development of RA. Overall, ferroptosis acts as a triggering
factor of inflammation, affecting the body’s immune regulatory
system, promoting iron ion-induced lipid peroxidation, and
inducing osteoclast differentiation while inhibiting osteoblast
proliferation, leading to cartilage destruction and bone erosion.
It is evident that glutathione peroxidase activity is reduced in
polymorphonuclear leukocytes of RA patients. The ferroptosis
inducer RSL3 can induce ferroptosis in synoviocytes and

exacerbate synovial inflammation, leading to upregulation of
transferrin receptor 1 (TFR1) and nuclear receptor coactivator 4
(NCOA4). Therefore, ferroptosis may serve as a novel therapeutic
target for the prevention and treatment of RA. Improving RA can
be achieved by inhibiting “ferroptosis” and preventing excessive
lipid peroxidation due to the accumulation of free iron ions in
cells, thereby providing a potential target for RA treatment (Fig. 9).

Neurological autoimmune diseases (NAD)
NAD are characterized by inappropriate immune responses,
including the presence of autoantibodies targeting self-antigens in
the central nervous system and peripheral nervous system, leading
to abnormal immune reactions and the occurrence of NAD. This
group primarily encompasses a range of rare and complex
conditions, including multiple sclerosis, autoimmune encephalitis,
neuromyelitis optica spectrum disorders, autoimmune epilepsy,
myasthenia gravis, and central nervous system demyelinating
diseases, among others, and affects individuals across a wide age
range [170]. The pathological features of non-neurological auto-
immune neuropathies primarily involve immunopathological
mechanisms associated with adaptive immune responses against
antigens expressed in the nervous system, resulting in neuroin-
flammation. Neuroinflammation includes activation of resident
microglial cells in the brain and neuronal stress and damage caused
by infiltrating immune cells in the periphery [171]. Neurons, as long-
lived terminally differentiated cells in the human body, experience
numerous cellular stressors during the aging process, with oxidative
stress being a crucial factor [172]. Oxidative stress arises from the
excessive accumulation of intracellular reactive oxygen species
(ROS). Excess ROS can cause DNA, protein, and lipid damage, leading
to cell death [173]. The brain is particularly susceptible to oxidative
stress due to its high oxygen demand, abundance of high-redox-
active metals (such as iron and copper), and vulnerability of
polyunsaturated fatty acids to oxidative damage, while the number
of antioxidant factors is relatively limited [174, 175]. Ferroptosis is
implicated as a mechanism underlying the loss of oligodendrocytes
and demyelination in experimental autoimmune encephalomyelitis
[176]. Tian et al. conducted a systematic investigation into the
regulation of oxidative stress and the mechanisms by which human
neurons cope with oxidative stress and unexpectedly discovered a
neuron-specific ferroptosis pathway [177].
In the pathology of neuroinflammation, different types of glial

cells can regulate neuronal iron deposition in a positive or
negative manner, influencing the process of ferroptosis. Iron
overload can activate microglia and astrocytes [178]. Inflammatory
cytokines released by activated microglia and astrocytes (IL-1β,
TNF-α, IL-6) upregulate the iron importer protein, DMT1, and
downregulate the iron exporter protein, FPN1, promoting iron
accumulation in neurons [179, 180]. IL-6 can also promote the
release of ferritin from astrocytes, thereby preventing neuronal
iron efflux mediated by FPN1 [181]. Furthermore, increased
expression of heme oxygenase-1 (HO-1) in microglia and loss of
copper chaperone protein (CP) activity in astrocytes contribute to
iron deposition in the central nervous system (CNS) and neuronal
death [182]. Oligodendrocytes, which contain the highest iron
content in the CNS, may release a large amount of iron and
damage neurons under pathological conditions such as demye-
lination [183]. Conversely, activated astrocytes can secrete BDNF
and GDNF to mediate downregulation of DMT1, reducing iron
accumulation in neurons [184]. Glial cells can also promote or
inhibit ferroptosis by affecting neuronal oxidative stress levels.
Activated microglia can release large amounts of reactive oxygen
species (ROS), accelerating neuronal death [185].

Multiple sclerosis (MS)
MS is an autoimmune disease characterized by inflammation and
demyelination of the central nervous system, leading to progres-
sive neurodegeneration and worsening of symptoms [186]. Recent
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studies have revealed abnormal iron metabolism in the brains of
MS patients, which is closely associated with the occurrence and
progression of MS [186]. Various factors contribute to oligoden-
drocyte and myelin damage, resulting in the release of stored iron
into the extracellular space, which is taken up by microglia/
macrophages. Iron uptake promotes M1 polarization of microglia/
macrophages, contributing to inflammation progression and
chronic active phase with slow expansion at the lesion site
[187]. Ferroptosis has also been implicated in the progression of
relapsing-remitting MS patients [188]. Studies have demonstrated
that copper-induced ferroptosis mediates oligodendrocyte loss
and demyelination. With disease progression, iron depletion in
oligodendrocytes may impair myelin and, ultimately, axonal
integrity in the white matter, which is believed to play a crucial
role in chronic progressive MS [189].
Studies have demonstrated increased iron deposition and

oxidative phospholipid levels in the brains of MS patients.
Additionally, levels of GPX4, an important regulator of ferroptosis,
are reduced in spinal cord neurons of both MS brains and

experimental autoimmune encephalomyelitis (EAE) mice, indicat-
ing that ferroptosis is an early pathological event in EAE [190]. In
the EAE model, elevated iron levels, lipid peroxidation, and
mitochondrial morphological changes were observed in the spinal
cord tissue of EAE mice, indicating the presence of classical
biochemical alterations and pathological features of ferroptosis.
The ferroptosis inhibitor Liproxstatin-1 (Lip-1) alleviated EAE
development, improved motor function in mice, and prevented
oligodendrocyte demyelination and neuronal death. Moreover,
H&E staining combined with flow cytometry demonstrated that
Lip-1 significantly reduced CD4+ T cell infiltration in the central
nervous system, indicating that ferroptosis inhibition can amelio-
rate behavioral deficits, neuroinflammation, and neural damage in
EAE [190]. ACSL4, a member of the long-chain ACSL family,
activates polyunsaturated fatty acids (PUFAs) for their incorpora-
tion into negatively charged membrane phospholipids. These
membrane-bound long-chain PUFAs are susceptible to oxidation,
particularly under stressful conditions, subsequently triggering cell
ferroptosis [191]. Previous research has shown that IFN-γ secreted

Fig. 9 The mechanism of ferroptosis in RA. Ferroptosis is involved in the development of RA. DAMP damage-associated molecular pattern,
PAMP pathogen-associated molecular patterns, RANKL receptor activator of nuclear factor-κ B ligand, MMP matrix metalloproteinases.
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by CD8+ T cells induces ferroptosis in tumor cells by regulating
the expression of cystine/glutamate transporter (xCT), leading to
lipid accumulation. In T cells, the coordination between fatty acids,
IFN-γ, and ACSL4 mediates tumor ferroptosis and immune
responses [110, 192]. The initiation and execution of ferroptosis
are closely associated with intracellular lipid metabolism, and
lipid-mediated ferroptosis may also play a role in T cell activation
and related disease processes [193]. Further investigations
revealed that ACSL4 mediates ferroptosis and neuroinflammation
in EAE mice, enhancing T cell receptor (TCR) signaling and
activating T cells, thereby participating in immune regulation and
accelerating EAE progression. Inhibition of ferroptosis or genetic
intervention targeting ACSL4 effectively alleviates EAE progression
[190]. In terms of epigenetics, a recent study identified euchro-
matic histone-lysine N-methyltransferase 2 (EHMT2, also known as
G9a), an inflammation-induced epigenetic regulator, as a candi-
date therapeutic target for neuroprotection [194]. In EAE mice and
MS patients, neuroinflammation significantly induces G9a-
mediated inhibitory dimethylation of histone H3 at lysine 9
(H3K9me2). Pharmacological inhibition of G9a activity demon-
strates robust neuroprotection in in vitro and in vivo disease
models. Mechanistically, G9a drives ferroptosis by epigenetically
suppressing anti-ferroptosis genes. Thus, in central nervous
system inflammation, ferroptosis plays a critical role in neuronal
loss [194]. In the context of MS, ferroptosis at different stages was
investigated, revealing increased ferroptosis during peak and
progressive phases. NCOA4 expression was found to be increased
during the peak and progressive phases of chronic maximum
coping effort EAE, accompanied by an elevation in redox-active
ferrous iron. These changes coincided with decreased antioxidant
pathways (system xc-, glutathione peroxidase 4, and glutathione)
and increased lipid peroxidation. Initiating ferroptosis inhibitor
treatment two weeks after the peak paralysis phase of EAE in mice
resulted in significant functional and pathological improvements.
Autopsy samples from individuals with secondary progressive MS
(SPMS) showed NCOA4 expression in macrophages and oligoden-
drocytes at the mixed active/non-active lesion edge, with iron
ferritin-positive cells and iron-containing cells present in this
region. The presence of fewer iron ferritin-expressing cells in areas
with NCOA4 expression indicated iron ferritin degradation and the
release of redox-active iron consistent with increased lipid
peroxidation. These findings suggest a potential involvement of
ferroptosis in the pathogenesis of EAE and SPMS [195]. The
functionality of CD4 T cells in EAE can be exacerbated by
inhibiting GPX4 [196, 197].
In the context of therapeutic interventions, van San et al. found

several indications of ferroptosis in active and chronic lesions as
well as cerebrospinal fluid of patients with multiple sclerosis (MS),
reflected by elevated levels of (unstable) iron, oxidative phospho-
lipids, and lipid degradation products [198]. In a preclinical model
of relapsing-remitting MS, treatment with the candidate lead
compound UAMC-3203, an inhibitor of ferroptosis, significantly
delayed relapse and improved disease progression. Dimethyl
fumarate, an FDA-approved treatment for MS, exerts neuroprotec-
tion by alleviating inflammation, oxidative stress, and ferroptosis
through the NRF2/ARE/NF-κB signaling pathway, thereby amelior-
ating cognitive impairments in chronic cerebral hypoperfusion in
rats [199]. Deferoxamine, a ferroptosis inhibitor, attenuates
demyelination, promoting neuroprotection of the demyelinated
optic nerve [200]. Extracellular vesicles derived from mesenchymal
stem cells, specifically microRNA-367-3p, alleviate experimental
autoimmune encephalomyelitis through targeting EZH2 and
inhibiting ferroptosis in oligodendrocytes [201].
In summary, the findings confirm that ferroptosis is a

detrimental and targetable factor in MS. These discoveries
provide novel therapeutic options for patients with multiple
sclerosis, complementing existing immunosuppressive
strategies.

Autoimmune diseases of the skin system
As the largest organ of the human body, the skin forms a
mechanical and immune barrier against the environment. The
immune system of the skin consists of cells from the innate
immune system and cells from the adaptive immune system [202].
Signals from the innate immune system typically initiate immune
responses in the skin, while cells and cytokines from the adaptive
immune system sustain inflammation, ensuring effective defense
against pathogens. However, this immune response can also lead
to inflammatory skin diseases of autoimmune nature. The
complexity of skin immune responses arises from extensive
cross-talk between different cell types of the immune system,
tissue cells, and pathogens [11, 203]. Common examples of
autoimmune skin diseases include alopecia areata, psoriasis,
vitiligo, skin dryness syndrome, scleroderma, pemphigus, and
systemic lupus erythematosus [11]. In a study utilizing scRNA-seq
data sets, the abnormal trends of genes related to ferroptosis and
necroptosis were analyzed in several representative autoimmune
diseases (psoriasis, atopic dermatitis, vitiligo, multiple sclerosis,
and systemic sclerosis-associated interstitial lung disease). Further-
more, batch RNA-seq and qPCR were employed to evaluate cell
line models and observed significant differences between normal
and autoimmune disease samples involving ferroptosis. Ferropto-
sis was found to contribute to the imbalance of distinct
keratinocyte lineages in psoriatic skin and the unique
necroptosis-sensitive keratinocyte subpopulation in atopic derma-
titis (AD) skin. The results also indicated the involvement of
ferroptosis in the destruction of epidermal melanocytes in vitiligo.
Abnormal ferroptosis has been detected in multiple sclerosis,
systemic sclerosis-associated interstitial lung disease, Crohn’s
disease, and autoimmune orchitis, and the cell line models used
in this study identified pro-inflammatory factors that can drive
changes in ferroptosis [204].

Psoriasis. Psoriasis is a common chronic inflammatory skin
disease characterized by excessive proliferation of keratinocytes,
immune cell infiltration, and accumulation of inflammatory
cytokines [205]. Mao et al. identified three differentially expressed
genes related to ferroptosis through bioinformatics analysis.
SLC7A5, SLC7A11, and CHAC1 may influence the development
of psoriasis by modulating ferroptosis [206]. Lipid metabolism
abnormalities, particularly in the keratinocytes involved in
psoriatic lesions, can be observed in patients with psoriasis. At
the single-cell level, the lipid oxidation pathway in psoriatic
keratinocytes is significantly upregulated compared to other cells
such as fibroblasts, macrophages, dendritic cells, endothelial cells,
and T cells, and it is highly associated with the Th22/Th17 pathway
[206]. Cell death related to ferroptosis has also been activated in
psoriatic skin lesions, as reported [22]. For instance, acyl-CoA
synthetase long-chain family member 4 (ACSL4), prostaglandin-
endoperoxide synthase 2 (PTGS2), and transferrin receptor (TFRC)
are highly expressed in psoriatic skin lesions, while GPX4, ferritin
light chain (FTL), and ferritin heavy chain 1 (FTH1) expression is
lower compared to healthy skin lesions. Ferroptosis not only
promotes cell death but also triggers inflammation in psoriatic
keratinocytes. Research has shown that ferroptosis triggers and
amplifies multiple inflammatory responses, enhances inflamma-
tion by releasing damage-associated molecular patterns, further
activates immune cells, and significantly stimulates the expression
of inflammatory cytokines, thus forming complex connections
between inflammation and ferroptosis in psoriatic skin lesions
[207]. Overexpression of ACSL4 in psoriasis enhances inflamma-
tion by activating ferroptosis [208]. In terms of iron metabolism,
activation of ferroptosis due to iron overload may be a novel
mechanism underlying the formation of skin lesions in psoriasis
patients. Increased levels of lipid reactive oxygen species (ROS)
and ferrous iron were observed in lesional epidermis of psoriasis
vulgaris (PV) patients. Transmission electron microscopy
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confirmed the activation of ferroptosis in the epidermis of PV
individuals, both in PV patients and in a psoriasis-like mouse
model. Intradermal injection of the ferroptosis inducer RSL3 in
psoriasis-like mice significantly promoted and aggravated psoriasi-
form dermatitis, and serum transferrin levels were elevated in PV
samples. Furthermore, abnormal expression of certain iron
metabolism-related genes was confirmed in the epidermis of PV
cases, among which Cyb561d2 was found to promote ferrous iron
overload and lipid peroxidation accumulation in HaCaT cells [209].
Additionally, Fer-1, an effective lipid peroxidation inhibitor, can
inhibit ferroptosis-related changes in erastin-treated keratinocytes
and block inflammation both in vitro and in vivo, reducing
cytokine production, and alleviating psoriasiform dermatitis in the
imiquimod-induced model [207]. However, how Fer-1 blocks the
inflammatory response remains unclear, and identifying key
pathogenic mediators in this process may provide new and more
specific therapeutic targets for psoriasis.

Atopic dermatitis, vitiligo, systemic sclerosis-related interstitial lung
disease. Vitiligo is an autoimmune skin disorder with a global
prevalence of 1–2%. Patients with vitiligo experience depigmenta-
tion due to the autoimmune attack of melanocytes by T cells,
resulting in the formation of white patches on the skin. This
disease significantly impacts the physical appearance of patients,
affecting their social confidence and imposing psychological
stress [210]. Increasing evidence has revealed the crucial role of
IFN-γ-CXCL9/10-CXCR3 pathway-related proteins in epidermal
recruitment and CD8+ T lymphocyte-mediated melanocyte
destruction during the progression of vitiligo [211–213]. Among
various hypotheses proposed for the pathogenesis of vitiligo, the
oxidative stress-induced immune response leading to melanocyte
death remains widely accepted. Elevated levels of ROS due to
oxidative stress can disrupt molecular and organelle functions,
triggering further immune responses and eventually resulting in
melanocyte apoptosis [214]. In the skin, melanocytes possess
higher levels of biologically available iron compared to keratino-
cytes. Under external oxidative stimulation, increased oxidation of
unsaturated fatty acids occurs concurrently with Fe2+ in
melanocytes, significantly enhancing their susceptibility to ferrop-
tosis [215]. Studies have shown iron deficiency in the blood of
vitiligo patients. Erastin reduces cell viability, leading to oxidative
stress, iron overload, and accumulation of lipid peroxides in
human epidermal melanocytes. Erastin induces the expression
changes in ferroptosis markers and inhibits melanin synthesis in
melanocytes, which can be attenuated by N-acetyl-L-cysteine
(NAC) pretreatment or post-treatment in vitro. Overall, ferroptosis
may play a role in the progression of vitiligo. Erastin can induce
ferroptosis in human epidermal melanocytes, while NAC can
protect melanocytes from ferroptosis in vitro [216]. Another study
found that IFN-γ downregulates melanin regulators (DCT, KITLG,
FZD5), leading to decreased melanin production in melanocytes,
and promotes lipid peroxidation (ROS) and ferroptosis in primary
melanocytes derived from patients. However, treatment with the
fully human monoclonal IFN-γ antibody EI-001 (experimental code
2A6Q) at a concentration of 10 μg/ml alleviates the inhibitory
effect of IFN-γ on melanocyte viability, increases melanin
production, reverses IFN-γ-induced ROS accumulation and ferrop-
tosis, and significantly reduces melanocyte apoptosis as detected
by flow cytometry. This study provides strong evidence that
treatment with the fully human monoclonal IFN-γ antibody EI-001
alone effectively inhibits IFN-γ-induced melanocyte damage,
restores melanin production, and holds great potential for vitiligo
therapy [217]. In terms of pharmacological intervention, it has
been found that treatment with baicalein significantly alleviates
RSL3-induced damage. Additionally, baicalein upregulates GPX1
and reduces TFRC levels in melanocytes treated with RSL4+ FAC.
By upregulating GPX4, baicalein protects melanocytes from
ferroptosis [218, 219]. Ferroptosis may be widely present in the

occurrence and development of vitiligo and could be proposed as
a potential therapeutic target.

Myositis/Dermatomyositis. Idiopathic inflammatory myositis (IIM)
is an inflammatory disease characterized primarily by muscle
weakness, and the underlying pathological mechanisms are still
unclear. The classification proposed by Bohan/Peter in 1975
categorizes IIM into dermatomyositis (DM), polymyositis (PM), and
inclusion-body myositis [220]. Clinical manifestations of IIM
include muscle weakness, myalgia, characteristic skin rashes,
elevated serum creatine kinase (CK) levels, muscle fiber degenera-
tion and regeneration, chronic mononuclear cell infiltration, and
perifascicular atrophy in muscle biopsies [220]. The exact
mechanisms of IIM pathogenesis remain unknown, but it is widely
believed to result from the interplay of genetic, environmental,
immune, and non-immune factors (endoplasmic reticulum stress,
oxidative stress, abnormal autophagy regulation, hypoxia, and
angiogenesis) [221]. IMNM, currently considered the most
common type of IIM, may occur following viral infections. It is
characterized by severe acute or subacute proximal muscle
weakness, typically presenting with elevated CK levels, minimal
inflammatory infiltrates, and significant muscle necrosis in muscle
biopsies [222]. Ferritin serves as a major intracellular iron storage,
and its increased levels indicate iron accumulation in muscle
inflammation patients [223, 224]. Several population-based studies
focusing on PM/DM have found an association between the
severity and prognosis of PM/DM and hyperferritinemia, along
with its complications such as interstitial lung disease [225, 226].
Additionally, mitochondrial dysfunction, as a hallmark event that
terminates ferroptosis and leads to ROS accumulation, has
previously been reported as a critical pathogenic mechanism in
IIM [227, 228]. Ma et al. found that p53 may contribute to the
pathogenesis of IIM by upregulating the expression of SAT1 and
subsequently inducing the overexpression of ALOX15. The over-
expression of p53, SAT1, ALOX15 proteins, and iron accumulation
may lead to ferroptosis in cells, and higher expression levels of
p53, SAT1, and ALOX15 proteins could be associated with more
severe muscle inflammatory lesions and increased muscle damage
[229]. Deng et al. suggested that ROS mediated by NOX2 and
NOX4 in NADPH oxidases may participate in the pathogenesis of
IIM through the ferroptosis pathway. They proposed that NOX2
and NOX4 play a crucial role in the development of IIM, possibly
by depleting NADPH to generate excessive ROS, leading to
oxidative damage to tissue cells and inducing ferroptosis. NADPH,
NOX2, NOX4, and ROS have the potential to serve as new
indicators for evaluating the extent of muscle tissue damage in IIM
[230]. In terms of the oxidative stress-induced ferroptosis pathway,
Liu et al. found that the Nrf2/ARE pathway can inhibit the
inflammatory infiltration of macrophages in autoimmune myositis
rats [231].
Vitamin E and selenium are important antioxidants that can

prevent lipid peroxidation and exhibit a protective effect against
ferroptosis [232–234]. It has been found that patients with chronic
malabsorption and selective IgA deficiency, who are deficient in
vitamin E and selenium, develop PM when treated with iron
dextran, which is believed to be related to lipid peroxidation
induced by free radicals activated by free iron [235]. Therefore, it
can be observed that ferroptosis is involved in the occurrence and
progression of IIM, and further exploration is needed to elucidate
the exact role of ferroptosis in IIM.

Systemic sclerosis (SSc). SSc is an autoimmune disease character-
ized by localized or diffuse skin thickening and fibrosis. It is
associated with vascular abnormalities, skin and organ fibrosis,
immune dysfunction, and excessive deposition of extracellular
matrix, affecting multiple organs including the skin, lungs,
stomach, and kidneys. SSc has a worldwide distribution, with an
average onset age between 30 and 50, and a higher prevalence in
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females than males [236]. The pathogenesis of SSc remains
unclear, but it is believed to be influenced by genetic and
environmental factors. Immune dysfunction, vascular damage,
multiple organ fibrosis, and their interactions are the main factors
contributing to the development of SSc [24]. Recent studies have
demonstrated the presence of ferroptosis in skin and lung tissues
of SSc mice with enhanced ACSL4 expression. Inhibiting ACSL4
effectively prevents fibrosis progression and provides protection
against the inflammatory environment. Additionally, a positive
regulatory relationship between LPS-induced macrophage activity
and ferroptosis sensitivity has been observed. Knocking down
calpain reduces both the sensitivity of inflammatory macrophages
to ferroptosis and ACSL4 expression, while its overexpression
leads to ACSL4 activation. Furthermore, pharmacological inhibi-
tion of calpain reduces ferroptosis and fibrotic capacity in mice
[237]. In terms of biomarkers, studies have found that ferroptosis is
upregulated in SSc patients and is involved in the modulation of
cell proliferation, differentiation, and migration. IL-6 and CYBB are
key ferroptosis-related genes in SSc. Ferroptosis and related genes
may serve as promising targets for the treatment of SSc [238].
Pulmonary fibrosis (PF), as the end-stage clinical phenotype of
systemic sclerosis-associated interstitial lung disease (ILD), is often
triggered by alveolar injury, and ferroptosis has been identified as
a key aggravating factor in this disease. UHRF1 mediates
ferroptosis in type II alveolar epithelial cells (AEC2) through the
epigenetic repression of GPX4 and FSP1 genes [239]. In terms of
intervention, a study found that curcumin oil alleviates bleomycin-
induced pulmonary fibrosis in mice by inhibiting ferroptosis [240].
Moreover, it is important for future researchers to focus on the
mechanisms of ferroptosis in systemic sclerosis-associated inter-
stitial lung disease.

Autoimmune disease hepatitis
Autoimmune liver diseases are common clinical conditions,
encompassing autoimmune hepatitis (AIH), primary biliary cho-
langitis (PBC), and primary sclerosing cholangitis (PSC). These
diseases are primarily characterized by immune-mediated inflam-
matory liver lesions. The pathogenesis involves both innate and
adaptive immune responses targeting bile duct cells and various
extrahepatic tissues [241–243].
AIH is an immune-mediated chronic progressive liver disease.

As a prototypical autoimmune disorder, AIH can occur at any age
and in any ethnic group, with a female predominance in a ratio of
4:1 compared to males [244]. The histological features of the
disease include moderate to severe interface hepatitis and
lymphocyte infiltration, while serum markers consist of the
presence of self-antibodies and elevated levels of IgG [245]. The
pathogenesis of AIH is characterized by T lymphocyte activation,
release of pro-inflammatory cytokines, infiltration, and destruction
of hepatic parenchyma, resulting in sustained immune-mediated
liver injury and functional impairment [246].
Liver cell injury plays a central role in the progression of AIH

[246]. Guang et al. has demonstrated the involvement of ferroptosis
in Con A-induced liver cell injury, accompanied by increased ROS
generation, accumulation of labile iron, and elevated levels of lipid
peroxidation marker MDA. Additionally, they found a significant
reduction in GPX4 and xCT proteins in mice treated with Con A.
Pre-treatment with the ferroptosis inhibitor fer-1 significantly
attenuated liver cell injury in AIH. Furthermore, in Con A-treated
mice, the expression of caveolin-1 (Cav-1) was prominently
suppressed, while fer-1, the ferroptosis inhibitor, could rescue
Cav-1 expression and inhibit the generation of reactive nitrogen
species (RNS). Therefore, the study suggests that RNS-mediated
ferroptosis downstream of Cav-1 is a crucial step driving acute
immune-mediated liver injury [247]. Ting Zeng et al. investigated
ferroptosis-related markers in the Con A-induced AIH mouse model
and identified the crucial role of indoleamine 2,3-dioxygenase 1
(IDO1)-dependent ferroptosis and RNS in the AIH mouse model.

IDO1 is an intracellular heme enzyme induced by pro-inflammatory
cytokines, such as interferon-gamma (IFN-γ), and other immune
mediators, which helps to suppress T cells and NK cells. Previous
studies have shown that IDO1 is typically expressed in inflamma-
tory cells and tissues, promoting an increase in NO and hydrogen
peroxide. However, studies have not reported on whether IDO1-
mediated immunosuppression plays a key regulatory role in
autoimmune diseases. The authors reported that IDO1 induces
ferroptosis by exacerbating nitrosative stress, promoting ferritin
degradation, and accumulation of labile iron. Therefore, under-
standing the molecular mechanisms and signaling pathways of
ferroptosis may provide new diagnostic and therapeutic
approaches for regulating liver cell survival and death in AIH
[248]. Jiang et al. found a simultaneous occurrence of ferroptosis in
liver cells and a protective increase in FGF4 during Con A-induced
AIH liver injury. In addition, liver-specific FGF4 knockout mice were
more prone to accumulate lipid peroxides and free iron, leading to
more severe liver damage and inflammation. Conversely, treatment
with non-mitogenic recombinant FGF4 (rFGF4) alleviated liver
injury and liver cell ferroptosis. This study suggests that FGF4 can
play an immunoregulatory role in the progression of AIH [249]. In
the liver-specific antigen S100-induced AIH mouse model, Zhu et al.
observed an upregulation of cyclooxygenase 2 (COX2) and ACSL4,
and downregulation of GPX4 and ferritin heavy chain 1 (FTH1)
levels. Supplementation with ferrostatin-1 (fer-1) restored the
aforementioned phenotype. Furthermore, when adenovirus-
mediated silencing of hepatic GPX4 expression was employed,
COX2 and ACSL4 levels were significantly upregulated in the AIH
model mice, exacerbating liver injury. The authors also demon-
strated the critical role of the Nrf2/HO-1 signaling pathway in
inhibiting ferroptosis. These results contribute to our understanding
of molecular interactions in AIH and provide directions for
developing new therapeutic strategies [250]. Yang Liu et al.
identified the dysregulated miRNAs in the Con A-induced AIH
mouse model using microarray chips. A total of 49 miRNAs were
screened (31 upregulated and 18 downregulated), resulting in the
prediction of 959 target genes. These target genes were annotated
in 47 signaling pathways, including “Wnt signaling pathway,”
“Hippo signaling pathway,” “ferroptosis pathway,” and “mitogen-
activated protein kinase (MAPK) signaling pathway,” suggesting
that ferroptosis may serve as a potential novel target for AIH
therapy [248]. A study revealed the preventive role of FGF4 in the
progression of AIH. Treatment with rFGF4 inhibits ferroptosis in
liver cells by increasing CISD3 levels and activating the Nrf2/HO-
1 signaling pathway [251].
In summary, it is evident that ferroptosis, as a new form of cell

death, is involved in the development and progression of liver
inflammation, fibrosis, and carcinogenesis. It may become an
important target for the treatment of chronic liver diseases.
However, its translation into clinical therapeutic strategies still
requires time. Future research should address the following
challenges: 1) the interaction between abnormal cytokines and
autoantibodies in AIH patients and key regulatory proteins of
ferroptosis needs to be clarified to determine core regulatory
targets; 2) it is unclear whether ferroptosis inhibitors exert their
effects by inhibiting liver cell ferroptosis or by impacting immune
regulatory cell ferroptosis; 3) whether immune cells also modulate
the occurrence and progression of AIH through the regulation of
ferroptosis remains to be investigated. Therefore, further investi-
gation into the key role of ferroptosis in AIH and elucidation of the
molecular mechanisms of this novel form of cell death are
necessary. This will allow for the precise control of disease
progression at the cellular and organelle levels while minimizing
damage to surrounding normal tissues.

Sjogren’s syndrome (SS)
SS is a chronic inflammatory autoimmune disease characterized
by lymphocyte proliferation and progressive exocrine gland
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damage. Clinical manifestations include impaired salivary and
lacrimal gland function, as well as systemic involvement of
multiple organs. Autoantibodies and hypergammaglobulinemia
can be detected in the serum [252]. SS is classified into two types
based on the presence or absence of other connective tissue
diseases: secondary SS and primary SS (pSS), with the former
commonly associated with systemic lupus erythematosus, rheu-
matoid arthritis, etc. pSS is a global disease with an estimated
prevalence of 0.3%-0.7% in China, predominantly affecting
females. The male-to-female ratio ranges from 1:9 to 1:20, and
the onset age is typically between 40 and 50, although it can also
occur in children [253]. The exact etiology and pathogenesis of
pSS remain unclear, with current evidence suggesting a combina-
tion of genetic factors, viral infections, and hormonal abnormal-
ities leading to immune dysfunction [254]. A study identified that
a combination of six ferroptosis-related genes, including TBK1,
SLC1A4, PIK3CA, ENO3, EGR1, and ATG5, could serve as optimal
markers for diagnosing pSS. The analysis of these six genes in
combination accurately diagnosed pSS occurrence [255]. Further-
more, Peng et al. [256]. utilized proteomic analysis to examine
plasma exosomes from pSS patients, revealing the presence of 24
differentially expressed proteins (DEPs). These proteins are
involved in primary biological processes and signaling pathways
associated with ferroptosis. Notably, copper-binding protein (CP)
and transferrin (TF) were representative among the enriched DEPs.
Additional findings include the presence of epithelial cell-derived
proteins associated with ferroptosis in plasma exosomes from pSS
patients, the potential involvement of complement C5 and C9 in
ferroptosis, and variations in the levels of ferroptosis-related
proteins in the exosomes being more reflective of epithelial cell
pathology compared to plasma. Increased levels of IFN-γ in SS
lead to salivary gland epithelial cell (SGEC) death. In a recent study
[257], ferroptosis was found to play a role in SS-related SGEC death
and SS pathogenesis. Inducing ferroptosis or treating with IFN-γ in
Institute of Cancer Research (ICR) mice exacerbates the symptoms
of SS, while inhibition of ferroptosis or the IFN-γ signaling pathway
in non-obese diabetic (NOD) mice models alleviates both
ferroptosis in the salivary gland and SS symptoms. IFN-γ activates
STAT1 phosphorylation and downregulates solute carrier family 3
member 2 (SLC3A2), glutathione, and GPX4, thereby triggering
ferroptosis in SGEC. Inhibition of JAK or STAT1 in SGEC rescues the
downregulation of SLC3A2 and GPX4 induced by IFN-γ, as well as
IFN-γ-induced cell death.
In terms of interventions [258], treatment with exosomes

derived from stem cells obtained from human exfoliated
deciduous teeth (SHED-exos) promotes salivary flow rate in NOD
mice while reducing caspase-3 levels and the number of apoptotic
cells in the submandibular glands (SMGs). SHED-exos inhibit the
expression of markers associated with damage to the glands, such
as autophagy, pyroptosis, NETosis, ferroptosis, necroptosis, and
oxidative apoptosis. Overall, SHED-exos suppress epithelial cell
death, which is responsible for promoting salivary secretion. The
inhibition of inflammation-induced epithelial cell apoptosis by
SHED-exos is correlated with the suppression of p-ERK1/2
activation.

Inflammatory bowel disease (IBD)
IBD refers to a group of chronic nonspecific gastrointestinal
inflammatory disorders, including Crohn’s disease (CD) and
ulcerative colitis (UC) [259, 260]. As a complex disease involving
multiple factors and genetic interactions, the etiology and
pathogenesis of IBD remain unclear, but it is generally believed
to be associated with environmental factors, genetic susceptibility,
gut microbiota, and immune responses [260]. Ferroptosis plays an
important role in the pathogenesis of IBD intestinal mucosal barrier
[261]. Research has found morphological changes in ferroptosis
cells, such as mitochondrial shrinkage and reduced mitochondrial
cristae, in the intestinal epithelial cells of UC patients and

experimental colitis mice. It has also been observed that the
ferroptosis biomarker prostaglandin G/H synthase 2 (PTGS2) is
increased in the intestinal epithelial cells [262]. Markers of ROS,
COX2, and ACSL4 are highly expressed at tissue, mRNA, and
protein levels [263–265], while superoxide dismutase (SOD), an
enzyme that inhibits ROS production, is downregulated [265]. As
previously mentioned, iron accumulation, glutathione (GSH)
depletion, GPx4 inactivation, and lipid peroxidation (LPO) are key
features of ferroptosis, and these characteristics are also observed
in the intestinal epithelial cells of IBD patients and mice. Iron
overload can induce colitis by modulating ferroptosis and
disrupting the gut microbiota [266]. Ferroptosis mediated by
ACSF2 is associated with ulcerative colitis [267]. SLC6A14 promotes
epithelial cell ferroptosis through the C/EBPβ-PAK6 axis in
ulcerative colitis [268]. The metabolic pathways of ferroptosis are
divided into exogenous (transporter-dependent pathways) and
endogenous (enzyme-regulated pathways). Ferroptosis occurrence
is influenced by the exogenous pathway (iron metabolism, amino
acid-GSH/GPx4) and the endogenous pathway (endoplasmic
reticulum stress, Nrf2/HO-1 signaling pathway, AKT/IKK/P65, and
ERK/IKK/P65 signaling pathway cascades), thereby regulating IBD.
In terms of iron metabolism, studies have found increased iron
content in IBD intestinal tissues, higher levels of Fe2+ involved in
the Fenton reaction of cellular ferroptosis, and significantly
elevated mRNA and protein levels of FTL and FTH1. FTH1-
positive signals are mainly observed in the intestinal epithelial
cells, indicating that ferroptosis mainly occurs in epithelial cells.
Additionally, DFO reduces ferroptosis and counteracts colitis by
chelating excess free iron [262]. Hereditary hemochromatosis,
characterized by a recessive mutation in the hemochromatosis
(Hfe) gene, has been shown to elevate malondialdehyde (MDA)
levels in colonic tissues of Hfe gene knockout mice, suggesting
that iron overload promotes oxidative damage to intestinal cells.
Furthermore, colonic mucosal damage in mice is associated with
increased susceptibility to colitis, indicating the significant role of
iron overload in the pathogenesis of colitis. Iron overload in the
intestines leads to ROS accumulation and cell ferroptosis, which
may be a pathogenic mechanism in colitis [269]. Iron deficiency is a
common cause of anemia in IBD patients, and oral iron
supplements are commonly used in clinical management of iron-
deficiency anemia [270]. However, animal studies have shown that
oral iron supplementation can alter the composition and
metabolism of gut microbiota, worsening intestinal inflammation
[271, 272]. A clinical study found that as the intake of iron
supplements increased (categorized as low, moderate, and high
iron dose groups with intakes of 2.99 and 3.6mg/4,184 kJ), the
odds ratio for developing UC increased, indicating an increased
disease risk with higher iron intake [273]. Inappropriate iron
supplementation or excessive intake of iron supplements often
leads to ROS accumulation through the Fenton and Haber-Weiss
reactions, triggering oxidative stress, LPO, damage to intestinal
epithelial cells, and even cell death, which disrupts the intestinal
mucosal barrier function. Therefore, intravenous iron supplementa-
tion is recommended as the initial treatment for clinically active
UC, severe anemia, and patients who are intolerant to oral iron.
Glycyrrhizin, known for its antioxidant and anti-inflammatory
activities, holds promise as an effective drug for IBD [274]. Recent
studies have found that supplementing glycyrrhizin in colitis mice
upregulates ferritin expression, increases cellular iron storage,
lowers cellular iron levels, and further inhibits ferroptosis in the
colitis model epithelial cells [275]. Currently, there is limited
research on how iron overload exacerbates intestinal mucosal
damage and inflammation through ferroptosis. Exploring the
relationship between iron metabolism and IBD, as well as related
targets, may provide new directions and insights for modulating
cellular ferroptosis and alleviating intestinal mucosal damage.
In terms of the GSH/GPx4 pathway, both UC and CD patients

show reduced GPx4 activity in the intestinal epithelial cells during
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active disease, suggesting a close association between IBD and
ferroptosis [262, 276]. Further research has found that in intestinal
epithelial cells with reduced or deficient GPx4, ACSL4 induces the
release of interleukin 6 (IL6) and chemokine (C-X-C motif) ligand 1
(CXCL1) by regulating PUFA, especially Aa, leading to inflamma-
tion. Additionally, ACSL4 restricts the production of anti-
inflammatory Aa metabolites (such as epoxyeicosatrienoic acids,
EETs). Animal studies have shown that mice lacking GPx4 are more
susceptible to colitis compared to wild-type mice, highlighting the
important role of GPx4 in protecting the intestine from LPO
damage and maintaining intestinal homeostasis [276]. Recent
studies have found that Pannexin plays a significant role in this
process [277]. It has been found that curculigoside improves the
sensitivity of intestinal epithelial cell GPx4 to selenium, promotes
GPx4 expression, and alleviates histological damage of the colon
in UC mice induced by dextran sulfate sodium (DSS) [278].
Similarly, clinical studies have shown that appropriate selenium
supplementation in selenium-deficient individuals enhances GPx4
activity, prevents cell ferroptosis, and thus prevents the occur-
rence of IBD [278]. The ferroptosis inhibitor Liproxstatin-1 (Lip-1)
enhances the expression of the anti-ferroptosis system by
inhibiting LPO, increasing GSH and FSP1 concentrations, and
restoring GPx4 to normal levels [279]. It has also been demon-
strated to improve symptoms in colitis patients and DSS-induced
colitis in mice [264]. Recent studies have found that the traditional
Chinese medicine formula Shao Yao Tang, by activating GPx4,
inhibits ferroptosis in colonic epithelial cells, alleviates colitis,
inhibits inflammation, and restores intestinal barrier function,
providing a scientific basis for the clinical efficacy of Chinese
medicine formulas in treating IBD [280]. Moreover, increasing
evidence suggests that Nrf2 is involved in the occurrence of
ferroptosis and can regulate the expression of antioxidant
response elements such as GPx4 [281]. In intestinal epithelial cells
of DSS-induced colitis mice, downregulation of the Nrf2-GPx4
signaling pathway promotes ferroptosis, while Furin protease can
inhibit ferroptosis and protect intestinal epithelial cells by
activating the Nrf2-GPx4 signaling pathway [282, 283]. It has been
found that sulfasalazine inhibits cellular ferroptosis by suppressing
the activity of the heterodimeric xc- that transports GSH
precursors [284]. Sulfasalazine is a commonly used drug in the
clinical treatment of IBD, and it exerts its anti-inflammatory effects
by affecting the synthesis of prostaglandins. Further investigation
of the concentration of sulfasalazine and its effects on intestinal
epithelial cells in IBD, balancing the relationship between
inflammation inhibition and ferroptosis, may contribute to
improving the efficacy of the drug through animal and clinical
experiments.
Research suggests that endoplasmic reticulum (ER) stress not

only promotes the development of UC but is also involved in the
occurrence of ferroptosis [285]. Protein kinase R-like ER kinase
(PERK) is the main sensor of ER stress. RSL3 is an inhibitor of GPx4,
and studies have found that the PERK inhibitor GSK414 not only
suppresses the expression of the ER stress signaling pathway
eIF2α/ATF4/CHOP induced by RSL3 but also reduces cellular
ferroptosis, improving experimental colitis in mice. This indicates
that ferroptosis regulates UC through ER stress-mediated intestinal
epithelial cell death [262]. Further research has found that the
interaction between phosphorylated nuclear factor κB (NF-κB) p65
and its regulator eIF2α inhibits ER stress-mediated intestinal
epithelial cell ferroptosis, suggesting that NF-κB p65 may be a
potential therapeutic target for UC [286].
In terms of the Nrf2/HO-1 signaling pathway, Nrf2 not only inhibits

ferroptosis and protects intestinal epithelial cells through the Nrf2-
GPx4 signaling pathway but also promotes ferroptosis through the
Nrf2/HO-1 pathway. On the one hand, Nrf2 and HO-1 are significantly
upregulated in mouse colitis, exerting anti-inflammatory and
antioxidant effects [264, 287]. Astragalus polysaccharide (APS) can
prevent experimental colitis in mice and ferroptosis in human Caco-2

cells by inhibiting this signaling pathway [155], suggesting that
ferroptosis may be regulated by the Nrf2/HO-1 signaling pathway in
DSS-induced UC. On the other hand, the excessive activation of Nrf2/
HO-1 disrupts the balance of iron ion metabolism, leading to
ferroptosis [288, 289]. Ferroptosis suppressor protein 1 (Fer1) down-
regulates the expression of Nrf2/HO-1, chelates unstable Fe2+ in the
iron pool, decreases free iron concentration, and inhibits ferroptosis,
improving symptoms in colitis patients and DSS-induced colitis in
mice [264, 290]. The specific mechanism of the Nrf2/HO-1 signaling
pathway in regulating ferroptosis is still unclear and requires further
investigation.
In the AKT/IKK/P65 and ERK/IKK/P65 signaling pathways, studies

have found that the expression of MELK is elevated in colitis
patients and mouse models. The MELK inhibitor OTSSP167
protects intestinal epithelial cells by maintaining a normal
composition of gut microbiota and balancing gut microbiota
distribution, inhibiting ferroptosis, reducing the expression of pro-
inflammatory factors in intestinal tissues, and suppressing the
AKT/IKK/P65 and ERK/IKK/P65 signaling cascades in vitro and
in vivo, thereby exerting a protective effect on the intestinal
tissues of colitis mice [291, 292]. Ferroptosis may be regulated in
IBD intestinal epithelial cells by phosphorylated AKT, ERK, IKK, and
P65, providing new perspectives and strategies for the treatment
of IBD, with MELK potentially being an effective target for IBD
therapy. Previous studies have proposed a correlation between
increased incidence of IBD and PUFA (such as Aa) intake in the
diet [293]. Large-scale prospective clinical trials conducted in CD
patients have found that supplementation with PUFA may worsen
IBD symptoms, indicating disrupted gut homeostasis [294]. α-
tocopherol, a potent active hydrolysis product of vitamin E, can
prevent PUFA-induced lipid peroxidation, cytokine production,
and neutrophil infiltration, to some extent, inhibiting cell
ferroptosis [276]. Additionally, direct supplementation of mono-
unsaturated fatty acids (MUFAs) in the diet to replace PUFA, which
is prone to lipid peroxidation on cell membranes, can prevent the
accumulation of lipid ROS and the occurrence of ferroptosis [295].
Moreover, CoQ10H2, a lipophilic free radical scavenger, can
counteract lipid ROS, thereby inhibiting ferroptosis. A recent
randomized controlled trial found that CoQ10 supplementation,
which is reduced to CoQ10H2 under the action of FSP1, effectively
alleviates inflammation in mild to moderate UC patients during
remission [296]. At present, there is limited direct clinical research
on the relationship between ferroptosis and IBD, but a series of
studies have proposed a hypothesis that a more balanced diet
(with balanced iron, selenium, CoQ10, and fatty acids) may be a
better choice for improving IBD symptoms, maintaining gastro-
intestinal health, and preventing the occurrence of IBD. These
viewpoints require extensive animal experiments and clinical
studies to confirm.
In terms of interventions, Delarose mitigates DSS-induced colitis

in mice by inhibiting ferroptosis and improving gut microbiota
composition [297]. A high-fat diet alleviates colitis by inhibiting
ferroptosis through the solute carrier SLC7A11 [298]. Inhibition of
aryl hydrocarbon receptor prevents oxidative stress and ferropto-
sis in intestinal epithelial lymphocytes [299]. AMPK activation
relieves sodium dextran sulfate-induced colitis by inhibiting
ferroptosis [300]. In terms of antioxidant stress, α-lipoic acid
alleviates sodium dextran sulfate-induced ulcerative colitis by
regulating the Keap1-Nrf2 signaling pathway and inhibiting
ferroptosis [301]. In the field of biological therapies, human
umbilical cord-derived mesenchymal stem cell-derived exosomes
shuttle miR-129-5p to mitigate inflammatory bowel diseases by
inhibiting ferroptosis. Xue-Jie-San restricts Crohn’s disease ferrop-
tosis by inhibiting the FGL1/NF-κB/STAT3 positive feedback loop
[302]. MSC therapy improves the severity of DSS-induced colitis by
modulating gut microbiota, immune responses, and the ferropto-
sis pathway [303]. In the realm of natural compounds, ellagic acid
alleviates glucosamine-sulfate-induced ulcerative colitis in mice by
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modulating gut microbiota and inhibiting ferroptosis [304].
Rehmannioside attenuates sodium dextran sulfate-induced colitis
in mice by modulating gut microbiota and inhibiting ferroptosis
[305]. Kumatakenin suppresses ferroptosis in colitis mouse
epithelial cells by regulating the Eno3-IRP1 axis [306].
β-caryophyllene serves as an inhibitor of ferroptosis, improving
experimental colitis [274]. Inhibition of Prdx6-induced ferroptosis
in epithelial cells contributes to the alleviation of colitis by
glycyrrhizin [307].

Ocular autoimmune diseases
Ocular autoimmune diseases refer to conditions where the body
loses tolerance to self-antigens, leading the immune system to
attack ocular tissues causing damage [308]. Common triggers for
ocular autoimmune diseases include genetic, environmental, and
gender factors. Examples of these diseases include uveitis,
glaucoma, thyroid eye disease, sympathetic ophthalmia, immune
keratitis, dry eye syndrome, optic neuritis, and rheumatologic
associated dry eye [309]. The cornea of the eye harbors a rich array
of immune cells and nerve fibers, making it susceptible to
characteristic changes induced by systemic autoimmune and
vasculitic diseases, resulting in corneal manifestations like immune
cell infiltration, alterations in nerve fibers leading to changes in
corneal mucosal tissues, decreased tear secretion, modifications in
meibomian gland structure and function manifesting as symp-
toms and signs of dry eye syndrome, posing challenges in
treatment [310]. Recent research highlights the critical role of iron
in ocular inflammation by promoting the generation of reactive
oxygen species, wherein intraocular iron injections trigger
oxidative stress, subsequent development of geographic atrophy,
and sympathetic ophthalmia [311]. Currently, ferroptosis has been
found to be closely associated with various biological conditions
of autoimmune-related ocular diseases [312].

Uveitis. Uveitis is a complex ocular inflammatory disease that,
without timely and thorough pharmacological treatment, can
severely impact vision due to recurrences and associated
complications [313]. Oxidative stress plays a crucial role in the
pathogenesis of uveitis; during peak inflammation, excessive
expression of iNOS leads to uncontrolled elevation of NO levels,
disrupting the blood-aqueous barrier, exacerbating inflammation.
The excess production of ROS triggers lipid peroxidation in iris
epithelial cell membranes and photoreceptor mitochondria,
resulting in inflammation cell chemotaxis and irreversible retinal
damage [314, 315]. Ferroptosis, induced by lipid peroxidation, is
dependent on metabolites ROS, phospholipids containing poly-
unsaturated fatty acid chains (PUFA-PL), and the transition metal
iron. Intracellular and extracellular signals and environmental
stress can modulate ferroptosis by regulating cell metabolism and
ROS levels [316]. ROS and lipid ROS play pivotal roles in
ferroptosis; studies report increased SOD can inhibit ROS levels.
Intracellularly, iron accumulation inhibits antioxidant systems; iron
can directly generate excess ROS via Fenton reaction, leading to
oxidative damage [317]. Recent research indicates that iron
chelation is a widely safe and effective strategy for treating
uveitis by inhibiting ferroptosis. Arora et al. found that DIBI, a
polymer hydroxypyridinone iron chelator, reduces ocular inflam-
mation in endotoxin-induced uveitis by decreasing local and
systemic endotoxin-induced ocular inflammation. Treatment with
DIBI in endotoxin-induced uveitis (EIU) reduced leukocyte activa-
tion and improved functional capillary density (FCD) of iris
microcirculation [318]. Toxicity studies indicate acute and chronic
administration of DIBI has no adverse effects on the eyes. In a local
EIU model, DIBI demonstrated reduced leukocyte activation and
restoration of FCD/DCD ratio, providing evidence for its anti-
inflammatory properties. Regarding iron metabolism, the iron
chelator deferoxamine mesylate can treat experimental uveitis in
Lewis rats, resulting in a significant reduction in choroidal

inflammation and retinal damage [319]. These findings suggest
that in experimental uveitis, the severity of ocular inflammation
and tissue damage may be mediated by hydroxyl radicals
catalyzed by iron, thus deferoxamine mesylate can serve as an
anti-inflammatory agent.

Glaucoma. Glaucoma is the leading global irreversible blinding
eye disease, affecting individuals of all age groups. Clinically
manifested as progressive visual field defects and optic nerve
damage, the selective and irreversible loss of retinal ganglion cells
(RGCs), the central input neurons of the retina, forms the basis of
glaucomatous pathology [320]. Recent research has revealed that
glaucoma is essentially an autoimmune disease, with the patient’s
own T cells being the culprits behind the optic nerve degenera-
tion in glaucoma [321]. Yang et al. have found that ferroptosis may
not only be associated with RGC and optic nerve degeneration in
glaucoma models but may also affect axon survival. Therefore, its
contribution to RGC damage and optic nerve degeneration should
not be overlooked [322]. Pathological high intraocular pressure
(ph-IOP) is a critical feature in the development of glaucoma and a
major factor leading to RGC loss [323]. Lowering ph-IOP through
medical or surgical interventions is currently the only effective
treatment for glaucoma in clinical practice. A recent study has
reported the interplay between ferroptosis and glaucoma,
unveiling a novel mechanism where ph-IOP induces retinal iron
metabolism disruption and promotes RGC ferroptosis. They
elucidated the functional characteristics of ferroptosis in glaucoma
and emphasized how ph-IOP can disrupt iron homeostasis,
leading to significant accumulation of free iron in the retina
post-injury [324]. This iron accumulation disrupts the intracellular
redox system, triggering RGC ferroptosis. NCOA4-mediated
degradation of FTH1 is one of the reasons for intracellular iron
accumulation post ph-IOP; knocking out NCOA4 inhibits FTH1
degradation, thereby alleviating iron accumulation. Oral adminis-
tration of DFP can penetrate the blood-retinal barrier, effectively
chelating excess free iron in the retina and ultimately preventing
RGC ferroptosis. Additionally, DFP treatment provides significant
morphological and functional protection for RGCs. These findings
indicate that ferroptosis is a novel therapeutic target for treating
glaucoma, especially in addressing the ongoing RGC loss following
ph-IOP control [324].
In summary, ferroptosis, as a newly discovered mode of cell

death, is a hot topic in current research, and numerous studies
have demonstrated its close association with IBD. This section
summarizes the potential signaling pathways involved in ferrop-
tosis regulation in IBD. By exploring the mechanisms and relevant
targets of ferroptosis, the occurrence of cellular ferroptosis can be
regulated, effectively alleviating the progression of experimental
animal IBD to a certain extent. However, there are still many
questions waiting to be answered: What are the specific
mechanisms of endogenous metabolic pathways in ferroptosis
in IBD? How to control the dosage of iron intake? ROS is widely
present in many cells, so how can intervention be conducted
specifically? Besides intestinal epithelial cells, do intestinal
immune cells also experience ferroptosis? Currently, drug therapy
for IBD primarily focuses on immunosuppression, which cannot
completely resolve the occurrence of intestinal inflammation.
Therefore, further in-depth research elucidating the specific
mechanisms and regulatory factors of ferroptosis is expected to
provide new insights into potential therapeutic targets for IBD.

TREATMENT AND MECHANISM RESEARCH ON AUTOIMMUNE
DISEASES–INHIBITORS AND INDUCERS OF FERROPTOSIS
Ferroptosis-related inducers
Precision drug interventions can be accomplished in the future by
targeting pathogenic cells in autoimmune diseases, such as
plasmacytoid dendritic cells involved in innate immune responses,
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inflammatory macrophages, and other cells responsible for
secreting autoantibodies in the adaptive immune response
pathways, as well as pathogenic cells in target organs such as
synovial cells and fibroblasts. Achieving this precision drug
intervention could involve employing ferroptosis inducers. Current
research findings indicate that any substance, such as enzymes or
proteins, capable of activating or deactivating key genes in the
ferroptosis regulatory pathway (including genes related to iron
metabolism, glutathione transport system, or regulation of lipid
peroxidation) can play a role in regulating cell ferroptosis (Table 1).
For instance, Erastin, a small molecule anticancer drug, functions
by directly inhibiting System Xc and disrupting cellular antioxidant
processes, thereby inducing tumor cell death. It was the first
identified inducer of ferroptosis. Conversely, deferoxamine (DFO),
an iron chelator, was the earliest compound discovered to inhibit
erastin-induced cell ferroptosis. Several inducers and inhibitors of
ferroptosis have been identified, primarily acting through the
following mechanisms: 1) inhibition of System Xc-; 2) inhibition of
GPX4/GSH; 3) induction of iron production; and 4) induction of
cellular lipid peroxidation (Table 1).

Ferroptosis-related inhibitors
In the future, precise drug interventions targeting normal
functioning cells within target organ tissues in autoimmune
diseases, such as podocytes in lupus nephritis, can be achieved
using ferroptosis inhibitors. Current research has revealed that
ferroptosis inhibitors primarily work by reducing intracellular free
iron levels or enhancing cellular antioxidant capacity to improve
cell ferroptosis (Table 2). Further research is necessary to delve
into the specific regulatory mechanisms of ferroptosis inhibitors
and inducers on cell ferroptosis, as well as their effects on
autoimmune diseases. The key time points for the discovery of
inhibitors and inducers of ferroptosis is shown in Fig. 10.

PROSPECTS
In recent years, numerous studies have commenced exploring the
interplay between ferroptosis, immune cells, and autoimmune
diseases, accentuating the dual role of ferroptosis in pathology.
Nevertheless, several queries necessitate further investigation.
Primarily, unraveling the precise mechanisms governing iron-

dependent cell demise in specific immune cells lacking Gpx4
remains elusive. Delving into the energy metabolism profiles of
diverse immune cell types and the Gpx4-independent antioxidant
pathways assumes importance in guiding the therapeutic strategies
for associated conditions [325]. Secondly, why does cellular
immunogenicity peak during early stages of cell ferroptosis, whereas
both early and late stages of cell demise like apoptosis and necrosis
exhibit robust immunogenicity [326, 327]? The diminishing immu-
nogenicity observed in the later phase of ferroptosis poses a
persistent enigma. It challenges the established notion of heigh-
tened immunogenic potential post late-stage cell demise, tradition-
ally attributed to a surge in inflammatory mediators upon cell
rupture. Unraveling the molecular underpinnings dictating the
immunogenicity of cell ferroptosis warrants further elucidation.
Thirdly, Macrophages secrete factors such as TGF-β1, while
CD8+ T cells release IFNγ, influencing cell ferroptosis. Moreover,
an array of immune factors can engage in the realm of ferroptosis
research. Furthermore, evaluating the susceptibility of various
bacterial strains to ferroptosis stands as an engaging pursuit.
Fourthly, dissecting the mechanisms through which neutrophil
extracellular traps (NETs) induce cell ferroptosis necessitates deeper
scrutiny. NETs, characterized by fibrous structures measuring 15–17
nanometers and harboring spherical elements like histones H2, H3,
and H4, elastase, myeloperoxidase, lactoferrin, and gelatinase [328],
warrants attention. Although myeloperoxidase (MPO) in neutrophils
can instigate cell ferroptosis, confirming whether MPO serves as the
primary entity enabling METs to induce cell ferroptosis remains
pending. Additionally, exploring the route through which MPO
penetrates the parenchymal functional cells of target organs in
autoimmune disorders via the cell membrane necessitates in-depth
exploration. Fifthly, elucidating how ferroptosis impacts autoim-
mune diseases may unveil prospective targets for future therapeu-
tics or diagnostics. For instance, the development of inhibitors
targeting DAMPs and pertinent nanomaterial-based drugs could
prove instrumental [328].
Moreover, the involvement of ferroptosis in autoimmune

disorders is still a subject of ongoing investigation, marked by
numerous outstanding queries. Primarily, the precise mechan-
isms governing ferroptosis remain enigmatic. Despite indications
from various studies suggesting that ferroptosis assessment can
hinge on iron levels, ROS, GPX4 expression, and cell viability, the

Table 1. Ferroptosis-related inducers.

Mechanisms Ferroptosis-related inducers Functions Reference.

Inhibit GPX4/GSH Ras-selective Lethal Small Molecule 3
(RSL3)

Inhibit GPX4 [341]

DMOCPTL GPX4 ubiquitination [331]

FINO2 Indirectly inhibits GPX4, directly oxidizes iron [332]

L-buthionine (S,R)-Sulfoximine (BSO) Reduce glutathione-dependent peroxidase
activity

[333]

Legumain Inhibit GPX4 [334]

APR-246 Deactivate SLC7A11 or GPX4 [334]

FIN56 Promote GPX4 degradation [335]

Artesunate (ART) Inhibit GPX4 [336]

ML210/ ML162/JKE-1674/ Inhibit GPX4 [337]

Increase intracellular iron and induce
lipid peroxidation

Lipopolysaccharide (LPS) Inhibits GPX4 and induces ferroautophagy [338]

High-glucose Increase MDA levels, ROS levels and
intracellular iron ion levels

[339]

EF24 Increase MDA levels, ROS levels and
intracellular iron ion levels

[340]

Angiotensin II (Ang II) Increase ROS levels and inhibit GSH levels [341]

Oxidized-low density lipoprotein (ox-
LDL)

Increase ROS, intracellular iron ion levels, and
induce lipid peroxidation

[342]
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absence of a definitive biomarker specific to ferroptosis looms
large [329]. It becomes imperative for upcoming research to
pinpoint distinct markers exclusive to ferroptosis to comprehen-
sively interrogate this process. While aberrations in iron
metabolism and lipid peroxidation may pave the path for
ferroptotic processes under pathological states, the underlying
intricacies necessitate deeper exploration. Notably, the modula-
tion of iron metabolism regulatory elements like TfR1, DMT1,
and transferrin protein 1 can potentially sway the onset and
intensity of ferroptosis. Yet, the query persists regarding
whether these proteins possess the capacity to impact
alternative signal cascades and if metals beyond iron can
instigate ferroptosis through distinct molecular pathways.
Recent investigations have unearthed a novel player in the
ferroptosis domain, MBOAT2, functioning autonomously of GPX4

and FSP1, overseeing ferroptosis surveillance through phospho-
lipid remodeling and proficiently impeding ferroptotic pro-
cesses. Consequently, forthcoming explorations should unravel
other autonomous routes instrumental in mediating ferroptosis.
Furthermore, specific iron chelators (such as deferoxamine,
deferiprone), chloroquine and its derivatives, antioxidants (e.g.,
vitamin E, alpha-lipoic acid, selenium), chloroquine analogs like
Fer-1, and calreticulin have showcased therapeutic promise in
preclinical trials for autoimmune ailments. Nevertheless, the
efficacy of these interventions necessitates validation through
multicenter randomized controlled clinical trials. Subsequent
investigations will pivot towards the feasibility of manipulating
factors linked with ferroptosis, proffering pivotal pathways for
the scrutiny and advancement of treatments geared towards
autoimmune diseases.

Table 2. Ferroptosis-related inhibitors.

Mechanisms Ferroptosis-related
inhibitors

Functions Reference.

Iron chelators Deferoxamine (DFO) Reacts with Fe3+ to induce GPX4, xCT and glutathione
expression

[343, 344]

Deferasirox (DFX) Binds Fe3+ to inhibit ROS generation [345, 346]

Ciclopirox Binding Fe3+ [330]

Deferiprone Reduce iron levels, improve mitochondrial function, and
reduce reactive oxygen species levels

[347]

BMS536924 bound iron ions [348]

Lipid peroxidation inhibitor or
glutathione transport system
activator

Liproxstatin-1 (Lip-1) Inhibit mitochondrial lipid peroxidation and restore the
expression of GSH, GPX4 and ferroptosis inhibitory
protein 1

[349]

ferrostatin-1 (Fer-1) Induces GPX4 protein expression and reduces lipid ROS [350]

Quercetin (QCT) Reduce MDA and lipid ROS levels and increase GSH levels [351]

Lapatinib Restoring GPX4 expression [352]

SREBF2 Induces transferrin (TF) transcription and reduces
intracellular iron pools, reactive oxygen species, and lipid
peroxidation levels

[352]

SRS 16-86 Upregulate the expression of GPX4, GSH and xCT and
inhibit lipid peroxidation

[353]

N-acetylcysteine (NAC) Induces GPX4 expression [354]

Zileuton Reduce ROS levels, lipoxygenase inhibitors [355]

CMS121 Reduce inflammation and lipid peroxidation [356]

Vitamin E Reduce lipid peroxidation [357]

Fig. 10 The key time points for the discovery of inhibitors and inducers of ferroptosis. Since 2003, many inhibitors and inducers of
ferroptosis have been discovered. ACSL4 acyl-CoA synthetase long-chain family member 4, CoQ10 coenzyme Q10, GPX4 glutathione
peroxidase 4.
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In summary, research on the role of ferroptosis in autoimmune
diseases and its underlying molecular mechanisms is still in its
early stages. Current data mainly come from cell and animal
models, highlighting the need for clinical studies in autoimmune
disease patients. The development of drugs targeting ferroptosis
in autoimmune diseases is an important research direction. In-
depth understanding of the mechanisms of ferroptosis provides
molecular targets for suppressing inflammation and excessive
immune responses in autoimmune diseases. However, during the
onset and progression of autoimmune diseases, immune cells and
parenchymal cells in target organs may undergo various types of
programmed cell death, including pyroptosis, autophagy, necrosis,
and apoptosis. Key questions include which types of programmed
cell death to focus on, whether combination therapies targeting
multiple forms of programmed cell death are necessary, and when

to intervene. These issues require further basic and clinical
research to be resolved (Fig. 11 and Fig. 12).

DATA AVAILABILITY
All data generated or analyzed during this study are included in this published article.

REFERENCES
1. Bieber K, Hundt JE, Yu X, Ehlers M, Petersen F, Karsten CM, et al. Autoimmune

pre-disease. Autoimmun Rev. 2023;22:103236. https://doi.org/10.1016/
j.autrev.2022.103236

2. Conrad N, Misra S, Verbakel JY, Verbeke G, Molenberghs G, Taylor PN, et al.
Incidence, prevalence, and co-occurrence of autoimmune disorders over time
and by age, sex, and socioeconomic status: a population-based cohort study of

Fig. 11 Prospects on ferroptosis in various autoimmune diseases. Summary of the potential mechanisms of ferroptosis in various
autoimmune diseases. GPX4 glutathione peroxidase 4, ROS reactive oxygen species, AD autoimmune diseases.

Fig. 12 Ferroptosis and autoimmune diseases. Ferroptosis is involved in a variety of autoimmune diseases. PUFA polyunsaturated fatty acid,
GPX4 glutathione peroxidase 4, GSH glutathione, FSP1 ferroptosis inhibitor protein 1.

L. Zeng et al.

24

Cell Death and Disease          (2024) 15:481 

https://doi.org/10.1016/j.autrev.2022.103236
https://doi.org/10.1016/j.autrev.2022.103236


22 million individuals in the UK. Lancet. 2023;401:1878. https://doi.org/10.1016/
S0140-6736(23)00457-9

3. Cao F, He YS, Wang Y, Zha CK, Lu JM, Tao LM, et al. Global burden and cross-
country inequalities in autoimmune diseases from 1990 to 2019. Autoimmun
Rev. 2023;22:103326. https://doi.org/10.1016/j.autrev.2023.103326

4. Shaheen WA, Quraishi MN, Iqbal TH. Gut microbiome and autoimmune dis-
orders. Clin Exp Immunol. 2022;209:161–74. https://doi.org/10.1093/cei/uxac057

5. Hahn J, Cook NR, Alexander EK, Friedman S, Walter J, Bubes V, et al. Vitamin D
and marine omega 3 fatty acid supplementation and incident autoimmune
disease: VITAL randomized controlled trial. BMJ. 2022;376:e066452. https://
doi.org/10.1136/bmj-2021-066452

6. Cao F, Liu YC, Ni QY, Chen Y, Wan CH, Liu SY, et al. Temporal trends in the
prevalence of autoimmune diseases from 1990 to 2019. Autoimmun Rev.
2023;22:103359. https://doi.org/10.1016/j.autrev.2023.103359

7. You R, He X, Zeng Z, Zhan Y, Xiao Y, Xiao R. Pyroptosis and Its Role in Auto-
immune Disease: A Potential Therapeutic Target. Front Immunol.
2022;13:841732. https://doi.org/10.3389/fimmu.2022.841732

8. Shakerian L, Kolahdooz H, Garousi M, Keyvani V, Kamal Kheder R, Abdulsattar
Faraj T. et al.IL-33/ST2 axis in autoimmune disease. Cytokine.2022;158:156015.

9. Zeng L, Yang K, Zhang T, Zhu X, Hao W, Chen H, et al. Research progress of
single-cell transcriptome sequencing in autoimmune diseases and autoin-
flammatory disease: A review. J Autoimmun. 2022;133:102919. https://doi.org/
10.1016/j.jaut.2022.102919

10. Wigerblad G, Kaplan MJ. Neutrophil extracellular traps in systemic autoimmune
and autoinflammatory diseases. Nat Rev Immunol. 2023;23:274–88. https://
doi.org/10.1038/s41577-022-00787-0

11. Zhang D, Li Y, Du C, Sang L, Liu L, Li Y, et al. Evidence of pyroptosis and
ferroptosis extensively involved in autoimmune diseases at the single-cell
transcriptome level. J Transl Med. 2022;20:363. https://doi.org/10.1186/s12967-
022-03566-6

12. Lai B, Wu CH, Wu CY, Luo SF, Lai JH. Ferroptosis and Autoimmune Diseases.
Front Immunol. 2022;13:916664. https://doi.org/10.3389/fimmu.2022.916664

13. Shen L, Wang X, Zhai C, Chen Y. Ferroptosis: A potential therapeutic target in
autoimmune disease (Review). Exp Ther Med. 2023;26:368. https://doi.org/
10.3892/etm.2023.12067

14. Tang D, Chen X, Kang R, Kroemer G. Ferroptosis: molecular mechanisms and
health implications. Cell Res. 2021;31:107–25. https://doi.org/10.1038/s41422-
020-00441-1

15. Jiang X, Stockwell BR, Conrad M. Ferroptosis: mechanisms, biology and role in
disease. Nat Rev Mol Cell Biol. 2021;22:266–82. https://doi.org/10.1038/s41580-
020-00324-8

16. Zheng J, Conrad M. The Metabolic Underpinnings of Ferroptosis. Cell Metab.
2020;32:920–37. https://doi.org/10.1016/j.cmet.2020.10.011

17. Qiu Y, Cao Y, Cao W, Jia Y, Lu N. The Application of Ferroptosis in Diseases.
Pharm Res. 2020;159:104919 https://doi.org/10.1016/j.phrs.2020.104919

18. Fang X, Ardehali H, Min J, Wang F. The molecular and metabolic landscape of
iron and ferroptosis in cardiovascular disease. Nat Rev Cardiol. 2023;20:7–23.
https://doi.org/10.1038/s41569-022-00735-4

19. Liang D, Minikes AM, Jiang X. Ferroptosis at the intersection of lipid metabolism
and cellular signaling. Mol Cell. 2022;82:2215–27. https://doi.org/10.1016/
j.molcel.2022.03.022

20. Lei G, Zhuang L, Gan B. Targeting ferroptosis as a vulnerability in cancer. Nat Rev
Cancer. 2022;22:381–96. https://doi.org/10.1038/s41568-022-00459-0

21. Yang K, Zeng L, Zeng J, Deng Y, Wang S, Xu H, et al. Research progress in the
molecular mechanism of ferroptosis in Parkinson’s disease and regulation by
natural plant products. Ageing Res Rev. 2023;91:102063. https://doi.org/
10.1016/j.arr.2023.102063

22. Chen X, Kang R, Kroemer G, Tang D. Ferroptosis in infection, inflammation, and
immunity. J Exp Med. 2021;218:e20210518. https://doi.org/10.1084/
jem.20210518

23. Han X, Zhao S, Song H, Xu T, Fang Q, Hu G, et al. Kaempferol alleviates LD-
mitochondrial damage by promoting autophagy: Implications in Parkinson’s
disease. Redox Biol. 2021;41:101911. https://doi.org/10.1016/
j.redox.2021.101911

24. Cao D, Zheng J, Li Z, Yu Y, Chen Z, Wang Q. ACSL4 inhibition prevents mac-
rophage ferroptosis and alleviates fibrosis in bleomycin-induced systemic
sclerosis model. Arthritis Res Ther. 2023;25:212. https://doi.org/10.1186/s13075-
023-03190-9

25. Gao X, Song Y, Wu J, Lu S, Min X, Liu L, et al. Iron-dependent epigenetic
modulation promotes pathogenic T cell differentiation in lupus. J Clin Invest.
2022;132:e152345. https://doi.org/10.1172/JCI152345

26. Li P, Jiang M, Li K, Li H, Zhou Y, Xiao X, et al. Glutathione peroxidase 4-regulated
neutrophil ferroptosis induces systemic autoimmunity. Nat Immunol.
2021;22:1107–17. https://doi.org/10.1038/s41590-021-00993-3

27. Kopeina GS, Zhivotovsky B. Programmed cell death: Past, present and future.
Biochem BiophysRes Commun. 2022;633:55–8.

28. Liu L, Li H, Hu D, Wang Y, Shao W, Zhong J, et al. Insights into N6-
methyladenosine and programmed cell death in cancer. Mol Cancer. 2022;21:32
https://doi.org/10.1186/s12943-022-01508-w

29. Liu T, Zhu C, Chen X, Guan G, Zou C, Shen S, et al. Ferroptosis, as the most
enriched programmed cell death process in glioma, induces immunosuppres-
sion and immunotherapy resistance. Neuro Oncol. 2022;24:1113–25. https://
doi.org/10.1093/neuonc/noac033

30. Riegman M, Sagie L, Galed C, Levin T, Steinberg N, Dixon SJ, et al. Ferroptosis
occurs through an osmotic mechanism and propagates independently of cell
rupture. Nat Cell Biol. 2020;22:1042–8. https://doi.org/10.1038/s41556-020-0565-1

31. Kerschbaumer A, Sepriano A, Bergstra SA, Smolen JS, van der Heijde D, Caporali
R, et al. Efficacy of synthetic and biological DMARDs: a systematic literature
review informing the 2022 update of the EULAR recommendations for the
management of rheumatoid arthritis. Ann Rheum Dis. 2023;82:95–106. https://
doi.org/10.1136/ard-2022-223365

32. Yang Y, Wang Y, Guo L, Gao W, Tang TL, Yan M. Interaction between macro-
phages and ferroptosis. Cell Death Dis. 2022;13:355 https://doi.org/10.1038/
s41419-022-04775-z

33. Liu J, Kang R, Tang D. Signaling pathways and defense mechanisms of ferrop-
tosis. FEBS J. 2022;289:7038–50. https://doi.org/10.1111/febs.16059

34. Niu B, Liao K, Zhou Y, Wen T, Quan G, Pan X, et al. Application of glutathione
depletion in cancer therapy: Enhanced ROS-based therapy, ferroptosis, and
chemotherapy. Biomaterials. 2021;277:121110 https://doi.org/10.1016/
j.biomaterials.2021.121110

35. Dolma S, Lessnick SL, Hahn WC, Stockwell BR. Identification of genotype-
selective antitumor agents using synthetic lethal chemical screening in engi-
neered human tumor cells. Cancer Cell. 2003;3:285–96. https://doi.org/10.1016/
s1535-6108(03)00050-3

36. Chen L, Li X, Liu L, Yu B, Xue Y, Liu Y. Erastin sensitizes glioblastoma cells to
temozolomide by restraining xCT and cystathionine-γ-lyase function. Oncol Rep.
2015;33:1465–74. https://doi.org/10.3892/or.2015.3712

37. Yagoda N, von Rechenberg M, Zaganjor E, Bauer AJ, Yang WS, Fridman DJ, et al.
RAS-RAF-MEK-dependent oxidative cell death involving voltage-dependent
anion channels. Nature. 2007;447:864–8. https://doi.org/10.1038/nature05859

38. Yang WS, SriRamaratnam R, Welsch ME, Shimada K, Skouta R, Viswanathan VS,
et al. Regulation of ferroptotic cancer cell death by GPX4. Cell. 2014;156:317–31.
https://doi.org/10.1016/j.cell.2013.12.010

39. Xie Y, Zhu S, Song X, Sun X, Fan Y, Liu J, et al. The Tumor Suppressor p53 Limits
Ferroptosis by Blocking DPP4 Activity. Cell Rep. 2017;20:1692–704. https://
doi.org/10.1016/j.celrep.2017.07.055

40. Zhang Y, Koppula P, Gan B. Regulation of H2A ubiquitination and SLC7A11
expression by BAP1 and PRC1. Cell Cycle. 2019;18:773–83. https://doi.org/
10.1080/15384101.2019.1597506

41. Chen D, Tavana O, Chu B, Erber L, Chen Y, Baer R, et al. NRF2 Is a Major Target of
ARF in p53-Independent Tumor Suppression. Mol Cell. 2017;68:224–232.e4.
https://doi.org/10.1016/j.molcel.2017.09.009

42. Yang WS, Kim KJ, Gaschler MM, Patel M, Shchepinov MS, Stockwell BR. Perox-
idation of polyunsaturated fatty acids by lipoxygenases drives ferroptosis. Proc
Natl Acad Sci USA. 2016;113:E4966–75. https://doi.org/10.1073/
pnas.1603244113

43. Doll S, Proneth B, Tyurina YY, Panzilius E, Kobayashi S, Ingold I, et al. ACSL4
dictates ferroptosis sensitivity by shaping cellular lipid composition. Nat Chem
Biol. 2017;13:91–98. https://doi.org/10.1038/nchembio.2239

44. Feng H, Stockwell BR. Unsolved mysteries: How does lipid peroxidation cause
ferroptosis? PLoS Biol. 2018;16:e2006203. https://doi.org/10.1371/
journal.pbio.2006203

45. Chu B, Kon N, Chen D, Li T, Liu T, Jiang L, et al. ALOX12 is required for p53-
mediated tumour suppression through a distinct ferroptosis pathway. Nat Cell
Biol. 2019;21:579–91. https://doi.org/10.1038/s41556-019-0305-6

46. Ou Y, Wang SJ, Li D, Chu B, Gu W. Activation of SAT1 engages polyamine
metabolism with p53-mediated ferroptotic responses. Proc Natl Acad Sci USA.
2016;113:E6806–E6812. https://doi.org/10.1073/pnas.1607152113

47. Bayır H, Dixon SJ, Tyurina YY, Kellum JA, Kagan VE. Ferroptotic mechanisms and
therapeutic targeting of iron metabolism and lipid peroxidation in the kidney.
Nat Rev Nephrol. 2023;19:315–36. https://doi.org/10.1038/s41581-023-00689-x

48. Gao M, Monian P, Quadri N, Ramasamy R, Jiang X. Glutaminolysis and Trans-
ferrin Regulate Ferroptosis. Mol Cell. 2015;59:298–308. https://doi.org/10.1016/
j.molcel.2015.06.011

49. Yu H, Yang C, Jian L, Guo S, Chen R, Li K, et al. Sulfasalazine induced ferroptosis
in breast cancer cells is reduced by the inhibitory effect of estrogen receptor on
the transferrin receptor. Oncol Rep. 2019;42:826–38. https://doi.org/10.3892/
or.2019.7189

L. Zeng et al.

25

Cell Death and Disease          (2024) 15:481 

https://doi.org/10.1016/S0140-6736(23)00457-9
https://doi.org/10.1016/S0140-6736(23)00457-9
https://doi.org/10.1016/j.autrev.2023.103326
https://doi.org/10.1093/cei/uxac057
https://doi.org/10.1136/bmj-2021-066452
https://doi.org/10.1136/bmj-2021-066452
https://doi.org/10.1016/j.autrev.2023.103359
https://doi.org/10.3389/fimmu.2022.841732
https://doi.org/10.1016/j.jaut.2022.102919
https://doi.org/10.1016/j.jaut.2022.102919
https://doi.org/10.1038/s41577-022-00787-0
https://doi.org/10.1038/s41577-022-00787-0
https://doi.org/10.1186/s12967-022-03566-6
https://doi.org/10.1186/s12967-022-03566-6
https://doi.org/10.3389/fimmu.2022.916664
https://doi.org/10.3892/etm.2023.12067
https://doi.org/10.3892/etm.2023.12067
https://doi.org/10.1038/s41422-020-00441-1
https://doi.org/10.1038/s41422-020-00441-1
https://doi.org/10.1038/s41580-020-00324-8
https://doi.org/10.1038/s41580-020-00324-8
https://doi.org/10.1016/j.cmet.2020.10.011
https://doi.org/10.1016/j.phrs.2020.104919
https://doi.org/10.1038/s41569-022-00735-4
https://doi.org/10.1016/j.molcel.2022.03.022
https://doi.org/10.1016/j.molcel.2022.03.022
https://doi.org/10.1038/s41568-022-00459-0
https://doi.org/10.1016/j.arr.2023.102063
https://doi.org/10.1016/j.arr.2023.102063
https://doi.org/10.1084/jem.20210518
https://doi.org/10.1084/jem.20210518
https://doi.org/10.1016/j.redox.2021.101911
https://doi.org/10.1016/j.redox.2021.101911
https://doi.org/10.1186/s13075-023-03190-9
https://doi.org/10.1186/s13075-023-03190-9
https://doi.org/10.1172/JCI152345
https://doi.org/10.1038/s41590-021-00993-3
https://doi.org/10.1186/s12943-022-01508-w
https://doi.org/10.1093/neuonc/noac033
https://doi.org/10.1093/neuonc/noac033
https://doi.org/10.1038/s41556-020-0565-1
https://doi.org/10.1136/ard-2022-223365
https://doi.org/10.1136/ard-2022-223365
https://doi.org/10.1038/s41419-022-04775-z
https://doi.org/10.1038/s41419-022-04775-z
https://doi.org/10.1111/febs.16059
https://doi.org/10.1016/j.biomaterials.2021.121110
https://doi.org/10.1016/j.biomaterials.2021.121110
https://doi.org/10.1016/s1535-6108(03)00050-3
https://doi.org/10.1016/s1535-6108(03)00050-3
https://doi.org/10.3892/or.2015.3712
https://doi.org/10.1038/nature05859
https://doi.org/10.1016/j.cell.2013.12.010
https://doi.org/10.1016/j.celrep.2017.07.055
https://doi.org/10.1016/j.celrep.2017.07.055
https://doi.org/10.1080/15384101.2019.1597506
https://doi.org/10.1080/15384101.2019.1597506
https://doi.org/10.1016/j.molcel.2017.09.009
https://doi.org/10.1073/pnas.1603244113
https://doi.org/10.1073/pnas.1603244113
https://doi.org/10.1038/nchembio.2239
https://doi.org/10.1371/journal.pbio.2006203
https://doi.org/10.1371/journal.pbio.2006203
https://doi.org/10.1038/s41556-019-0305-6
https://doi.org/10.1073/pnas.1607152113
https://doi.org/10.1038/s41581-023-00689-x
https://doi.org/10.1016/j.molcel.2015.06.011
https://doi.org/10.1016/j.molcel.2015.06.011
https://doi.org/10.3892/or.2019.7189
https://doi.org/10.3892/or.2019.7189


50. Torti SV, Torti FM. Iron and cancer: more ore to be mined. Nat Rev Cancer.
2013;13:342–55. https://doi.org/10.1038/nrc3495

51. Song J, Liu T, Yin Y, Zhao W, Lin Z, Yin Y, et al. The deubiquitinase OTUD1
enhances iron transport and potentiates host antitumor immunity. EMBO Rep.
2021;22:e51162. https://doi.org/10.15252/embr.202051162

52. Wang H, An P, Xie E, Wu Q, Fang X, Gao H, et al. Characterization of ferroptosis in
murine models of hemochromatosis. Hepatology. 2017;66:449–65. https://
doi.org/10.1002/hep.29117

53. Kumfu S, Chattipakorn SC, Fucharoen S, Chattipakorn N. Effects of iron overload
condition on liver toxicity and hepcidin/ferroportin expression in thalassemic
mice. Life Sci. 2016;150:15–23. https://doi.org/10.1016/j.lfs.2016.02.082

54. Bersuker K, Hendricks JM, Li Z, Magtanong L, Ford B, Tang PH, et al. The CoQ
oxidoreductase FSP1 acts parallel to GPX4 to inhibit ferroptosis. Nature.
2019;575:688–92. https://doi.org/10.1038/s41586-019-1705-2

55. Guo X, Liu F, Deng J, Dai P, Qin Y, Li Z, et al. Electron-Accepting Micelles Deplete
Reduced Nicotinamide Adenine Dinucleotide Phosphate and Impair Two Anti-
oxidant Cascades for Ferroptosis-Induced Tumor Eradication. ACS Nano.
2020;14:14715–30. https://doi.org/10.1021/acsnano.0c00764

56. Chen X, Xu S, Zhao C, Liu B. Role of TLR4/NADPH oxidase 4 pathway in pro-
moting cell death through autophagy and ferroptosis during heart failure.
Biochem Biophys Res Commun. 2019;516:37–43. https://doi.org/10.1016/
j.bbrc.2019.06.015

57. Alim I, Caulfield JT, Chen Y, Swarup V, Geschwind DH, Ivanova E, et al. Sele-
nium Drives a Transcriptional Adaptive Program to Block Ferroptosis and
Treat Stroke. Cell. 2019;177:1262–1279.e25. https://doi.org/10.1016/
j.cell.2019.03.032

58. Chen X, Kang R, Kroemer G, Tang D. Broadening horizons: the role of ferroptosis
in cancer. Nat Rev Clin Oncol. 2021;18:280–96. https://doi.org/10.1038/s41571-
020-00462-0

59. Imai H, Matsuoka M, Kumagai T, Sakamoto T, Koumura T. Lipid Peroxidation-
Dependent Cell Death Regulated by GPx4 and Ferroptosis. Curr Top Microbiol
Immunol. 2017;403:143–70. https://doi.org/10.1007/82_2016_508

60. Jiang L, Kon N, Li T, Wang SJ, Su T, Hibshoosh H, et al. Ferroptosis as a p53-
mediated activity during tumour suppression. Nature. 2015;520:57–62. https://
doi.org/10.1038/nature14344

61. Sun X, Ou Z, Chen R, Niu X, Chen D, Kang R, et al. Activation of the p62-Keap1-
NRF2 pathway protects against ferroptosis in hepatocellular carcinoma cells.
Hepatology. 2016;63:173–84. https://doi.org/10.1002/hep.28251

62. Mishima E, Ito J, Wu Z, Nakamura T, Wahida A, Doll S, et al. A non-canonical
vitamin K cycle is a potent ferroptosis suppressor. Nature. 2022;608:778–83.
https://doi.org/10.1038/s41586-022-05022-3

63. Feinberg AP, Levchenko A. Epigenetics as a mediator of plasticity in cancer.
Science. 2023;379:eaaw3835. https://doi.org/10.1126/science.aaw3835

64. Sui S, Zhang J, Xu S, Wang Q, Wang P, Pang D. Ferritinophagy is required for the
induction of ferroptosis by the bromodomain protein BRD4 inhibitor (+)-JQ1 in
cancer cells. Cell Death Dis. 2019;10:331. https://doi.org/10.1038/s41419-019-
1564-7

65. Gomaa A, Peng D, Chen Z, Soutto M, Abouelezz K, Corvalan A, et al. Epigenetic
regulation of AURKA by miR-4715-3p in upper gastrointestinal cancers. Sci Rep.
2019;9:16970. https://doi.org/10.1038/s41598-019-53174-6

66. Zhang X, Sui S, Wang L, Li H, Zhang L, Xu S, et al. Inhibition of tumor propellant
glutathione peroxidase 4 induces ferroptosis in cancer cells and enhances
anticancer effect of cisplatin. J Cell Physiol. 2020;235:3425–37. https://doi.org/
10.1002/jcp.29232

67. Liu T, Jiang L, Tavana O, Gu W. The Deubiquitylase OTUB1 Mediates Ferroptosis
via Stabilization of SLC7A11. Cancer Res. 2019;79:1913–24. https://doi.org/
10.1158/0008-5472.CAN-18-3037

68. Wang Y, Yang L, Zhang X, Cui W, Liu Y, Sun QR, et al. Epigenetic regulation of
ferroptosis by H2B monoubiquitination and p53. EMBO Rep. 2019;20:e47563
https://doi.org/10.15252/embr.201847563

69. Lee J, You JH, Kim MS, Roh JL. Epigenetic reprogramming of epithelial-
mesenchymal transition promotes ferroptosis of head and neck cancer. Redox
Biol. 2020;37:101697 https://doi.org/10.1016/j.redox.2020.101697

70. Wang Y, Zhao Y, Wang H, Zhang C, Wang M, Yang Y, et al. Histone demethylase
KDM3B protects against ferroptosis by upregulating SLC7A11. FEBS Open Bio.
2020;10:637–43. https://doi.org/10.1002/2211-5463.12823

71. Zhang Y, Shi J, Liu X, Feng L, Gong Z, Koppula P, et al. BAP1 links metabolic
regulation of ferroptosis to tumour suppression. Nat Cell Biol. 2018;20:1181–92.
https://doi.org/10.1038/s41556-018-0178-0

72. Chen F, Li X, Aquadro E, Haigh S, Zhou J, Stepp DW, et al. Inhibition of histone
deacetylase reduces transcription of NADPH oxidases and ROS production and
ameliorates pulmonary arterial hypertension. Free Radic Biol Med.
2016;99:167–78. https://doi.org/10.1016/j.freeradbiomed.2016.08.003

73. Pandey D, Patel A, Patel V, Chen F, Qian J, Wang Y, et al. Expression and
functional significance of NADPH oxidase 5 (Nox5) and its splice variants in

human blood vessels. Am J Physiol Heart Circ Physiol. 2012;302:H1919–28.
https://doi.org/10.1152/ajpheart.00910.2011

74. Shen M, Li Y, Wang Y, Shao J, Zhang F, Yin G, et al. N6-methyladenosine
modification regulates ferroptosis through autophagy signaling pathway in
hepatic stellate cells. Redox Biol. 2021;47:102151. https://doi.org/10.1016/
j.redox.2021.102151

75. Zhang H, Deng T, Liu R, Ning T, Yang H, Liu D, et al. CAF secreted miR-522
suppresses ferroptosis and promotes acquired chemo-resistance in gastric
cancer. Mol Cancer. 2020;19:43 https://doi.org/10.1186/s12943-020-01168-8

76. Qi W, Li Z, Xia L, Dai J, Zhang Q, Wu C, et al. LncRNA GABPB1-AS1 and GABPB1
regulate oxidative stress during erastin-induced ferroptosis in HepG2 hepato-
cellular carcinoma cells. Sci Rep. 2019;9:16185 https://doi.org/10.1038/s41598-
019-52837-8

77. Wang Z, Chen X, Liu N, Shi Y, Liu Y, Ouyang L, et al. A Nuclear Long Non-Coding
RNA LINC00618 Accelerates Ferroptosis in a Manner Dependent upon Apop-
tosis. Mol Ther. 2021;29:263–74. https://doi.org/10.1016/j.ymthe.2020.09.024

78. Wang M, Mao C, Ouyang L, Liu Y, Lai W, Liu N, et al. Long noncoding RNA
LINC00336 inhibits ferroptosis in lung cancer by functioning as a competing
endogenous RNA. Cell Death Differ. 2019;26:2329–43. https://doi.org/10.1038/
s41418-019-0304-y

79. Xie Y, Kang R, Klionsky DJ, Tang D. GPX4 in cell death, autophagy, and disease.
Autophagy. 2023;19:2621–38. https://doi.org/10.1080/15548627.2023.2218764

80. Kandarakov O, Belyavsky A, Semenova E. Bone Marrow Niches of Hematopoietic
Stem and Progenitor Cells. Int J Mol Sci. 2022;23:4462. https://doi.org/10.3390/
ijms23084462

81. Zhao J, Jia Y, Mahmut D, Deik AA, Jeanfavre S, Clish CB, et al. Human hema-
topoietic stem cell vulnerability to ferroptosis. Cell. 2023;186:732–747.e16.
https://doi.org/10.1016/j.cell.2023.01.020

82. Matsushita M, Freigang S, Schneider C, Conrad M, Bornkamm GW, Kopf M. T cell
lipid peroxidation induces ferroptosis and prevents immunity to infection. J Exp
Med. 2015;212:555–68. https://doi.org/10.1084/jem.20140857

83. Hogan T, Gossel G, Yates AJ, Seddon B. Temporal fate mapping reveals age-
linked heterogeneity in naive T lymphocytes in mice. Proc Natl Acad Sci USA.
2015;112:E6917–26. https://doi.org/10.1073/pnas.1517246112

84. Dessalles R, Pan Y, Xia M, Maestrini D, D’Orsogna MR, Chou T. How Naive T-Cell
Clone Counts Are Shaped By Heterogeneous Thymic Output and Homeostatic
Proliferation. Front Immunol. 2022;12:735135. https://doi.org/10.3389/
fimmu.2021.735135

85. Yue T, Zhan X, Zhang D, Jain R, Wang KW, Choi JH, et al. SLFN2 protection of
tRNAs from stress-induced cleavage is essential for T cell-mediated immunity.
Science. 2021;372:eaba4220. https://doi.org/10.1126/science.aba4220

86. Yao Y, Chen Z, Zhang H, Chen C, Zeng M, Yunis J, et al. Selenium-GPX4 axis
protects follicular helper T cells from ferroptosis. Nat Immunol. 2021;22:1127–39.
https://doi.org/10.1038/s41590-021-00996-0

87. van der Windt GJ, Everts B, Chang CH, Curtis JD, Freitas TC, Amiel E, et al.
Mitochondrial respiratory capacity is a critical regulator of CD8+ T cell memory
development. Immunity. 2012;36:68–78. https://doi.org/10.1016/
j.immuni.2011.12.007

88. Wang Y, Tian Q, Hao Y, Yao W, Lu J, Chen C, et al. The kinase complex mTORC2
promotes the longevity of virus-specific memory CD4+ T cells by preventing
ferroptosis. Nat Immunol. 2022;23:303–17. https://doi.org/10.1038/s41590-021-
01090-1

89. Li J, Wang T, Liu P, Yang F, Wang X, Zheng W, et al. Hesperetin ameliorates
hepatic oxidative stress and inflammation via the PI3K/AKT-Nrf2-ARE pathway in
oleic acid-induced HepG2 cells and a rat model of high-fat diet-induced NAFLD.
Food Funct. 2021;12:3898–918. https://doi.org/10.1039/d0fo02736g

90. Mougiakakos D, Johansson CC, Jitschin R, Böttcher M, Kiessling R. Increased
thioredoxin-1 production in human naturally occurring regulatory T cells confers
enhanced tolerance to oxidative stress. Blood. 2011;117:857–61. https://doi.org/
10.1182/blood-2010-09-307041

91. Togashi Y, Shitara K, Nishikawa H. Regulatory T cells in cancer immunosup-
pression - implications for anticancer therapy. Nat Rev Clin Oncol.
2019;16:356–71. https://doi.org/10.1038/s41571-019-0175-7

92. Baumgarth N. B-1 Cell Heterogeneity and the Regulation of Natural and
Antigen-Induced IgM Production. Front Immunol. 2016;7:324. https://doi.org/
10.3389/fimmu.2016.00324

93. Muri J, Thut H, Bornkamm GW, Kopf M. B1 and Marginal Zone B Cells but Not
Follicular B2 Cells Require Gpx4 to Prevent Lipid Peroxidation and Ferroptosis.
Cell Rep. 2019;29:2731–44.e4. https://doi.org/10.1016/j.celrep.2019.10.070

94. Piattini F, Matsushita M, Muri J, Bretscher P, Feng X, Freigang S, et al. Differential
sensitivity of inflammatory macrophages and alternatively activated macro-
phages to ferroptosis. Eur J Immunol. 2021;51:2417–29. https://doi.org/10.1002/
eji.202049114

95. Murao A, Aziz M, Wang H, Brenner M, Wang P. Release mechanisms of major
DAMPs. Apoptosis. 2021;26:152–62. https://doi.org/10.1007/s10495-021-01663-3

L. Zeng et al.

26

Cell Death and Disease          (2024) 15:481 

https://doi.org/10.1038/nrc3495
https://doi.org/10.15252/embr.202051162
https://doi.org/10.1002/hep.29117
https://doi.org/10.1002/hep.29117
https://doi.org/10.1016/j.lfs.2016.02.082
https://doi.org/10.1038/s41586-019-1705-2
https://doi.org/10.1021/acsnano.0c00764
https://doi.org/10.1016/j.bbrc.2019.06.015
https://doi.org/10.1016/j.bbrc.2019.06.015
https://doi.org/10.1016/j.cell.2019.03.032
https://doi.org/10.1016/j.cell.2019.03.032
https://doi.org/10.1038/s41571-020-00462-0
https://doi.org/10.1038/s41571-020-00462-0
https://doi.org/10.1007/82_2016_508
https://doi.org/10.1038/nature14344
https://doi.org/10.1038/nature14344
https://doi.org/10.1002/hep.28251
https://doi.org/10.1038/s41586-022-05022-3
https://doi.org/10.1126/science.aaw3835
https://doi.org/10.1038/s41419-019-1564-7
https://doi.org/10.1038/s41419-019-1564-7
https://doi.org/10.1038/s41598-019-53174-6
https://doi.org/10.1002/jcp.29232
https://doi.org/10.1002/jcp.29232
https://doi.org/10.1158/0008-5472.CAN-18-3037
https://doi.org/10.1158/0008-5472.CAN-18-3037
https://doi.org/10.15252/embr.201847563
https://doi.org/10.1016/j.redox.2020.101697
https://doi.org/10.1002/2211-5463.12823
https://doi.org/10.1038/s41556-018-0178-0
https://doi.org/10.1016/j.freeradbiomed.2016.08.003
https://doi.org/10.1152/ajpheart.00910.2011
https://doi.org/10.1016/j.redox.2021.102151
https://doi.org/10.1016/j.redox.2021.102151
https://doi.org/10.1186/s12943-020-01168-8
https://doi.org/10.1038/s41598-019-52837-8
https://doi.org/10.1038/s41598-019-52837-8
https://doi.org/10.1016/j.ymthe.2020.09.024
https://doi.org/10.1038/s41418-019-0304-y
https://doi.org/10.1038/s41418-019-0304-y
https://doi.org/10.1080/15548627.2023.2218764
https://doi.org/10.3390/ijms23084462
https://doi.org/10.3390/ijms23084462
https://doi.org/10.1016/j.cell.2023.01.020
https://doi.org/10.1084/jem.20140857
https://doi.org/10.1073/pnas.1517246112
https://doi.org/10.3389/fimmu.2021.735135
https://doi.org/10.3389/fimmu.2021.735135
https://doi.org/10.1126/science.aba4220
https://doi.org/10.1038/s41590-021-00996-0
https://doi.org/10.1016/j.immuni.2011.12.007
https://doi.org/10.1016/j.immuni.2011.12.007
https://doi.org/10.1038/s41590-021-01090-1
https://doi.org/10.1038/s41590-021-01090-1
https://doi.org/10.1039/d0fo02736g
https://doi.org/10.1182/blood-2010-09-307041
https://doi.org/10.1182/blood-2010-09-307041
https://doi.org/10.1038/s41571-019-0175-7
https://doi.org/10.3389/fimmu.2016.00324
https://doi.org/10.3389/fimmu.2016.00324
https://doi.org/10.1016/j.celrep.2019.10.070
https://doi.org/10.1002/eji.202049114
https://doi.org/10.1002/eji.202049114
https://doi.org/10.1007/s10495-021-01663-3


96. Efimova I, Catanzaro E, Van der Meeren L, Turubanova VD, Hammad H, Mis-
hchenko TA, et al. Vaccination with early ferroptotic cancer cells induces effi-
cient antitumor immunity. J Immunother Cancer. 2020;8:e001369. https://
doi.org/10.1136/jitc-2020-001369

97. Liu J, Zhang Z, Yang Y, Di T, Wu Y, Bian T. NCOA4-Mediated Ferroptosis in
Bronchial Epithelial Cells Promotes Macrophage M2 Polarization in COPD
Emphysema. Int J Chron Obstruct Pulmon Dis. 2022;17:667–81. https://doi.org/
10.2147/COPD.S354896

98. Hou W, Xie Y, Song X, Sun X, Lotze MT, Zeh HJ 3rd, et al. Autophagy promotes
ferroptosis by degradation of ferritin. Autophagy 2016;12:1425–8. https://
doi.org/10.1080/15548627.2016.1187366

99. Wen Q, Liu J, Kang R, Zhou B, Tang D. The release and activity of HMGB1 in
ferroptosis. Biochem Biophys Res Commun. 2019;510:278–83. https://doi.org/
10.1016/j.bbrc.2019.01.090

100. Ye F, Chai W, Xie M, Yang M, Yu Y, Cao L, et al. HMGB1 regulates erastin-induced
ferroptosis via RAS-JNK/p38 signaling in HL-60/NRASQ61L cells. Am J Cancer
Res. 2019;9:730–9.

101. Liu J, Zhu S, Zeng L, Li J, Klionsky DJ, Kroemer G, et al. DCN released from
ferroptotic cells ignites AGER-dependent immune responses. Autophagy.
2022;18:2036–49. https://doi.org/10.1080/15548627.2021.2008692

102. Li W, Feng G, Gauthier JM, Lokshina I, Higashikubo R, Evans S, et al. Ferroptotic
cell death and TLR4/Trif signaling initiate neutrophil recruitment after heart
transplantation. J Clin Invest. 2019;129:2293–304. https://doi.org/10.1172/
JCI126428

103. Kagan VE, Mao G, Qu F, Angeli JP, Doll S, Croix CS, et al. Oxidized arachidonic
and adrenic PEs navigate cells to ferroptosis. Nat Chem Biol. 2017;13:81–90.
https://doi.org/10.1038/nchembio.2238

104. Luo X, Gong HB, Gao HY, Wu YP, Sun WY, Li ZQ, et al. Oxygenated phosphati-
dylethanolamine navigates phagocytosis of ferroptotic cells by interacting with
TLR2. Cell Death Differ. 2021;28:1971–89. https://doi.org/10.1038/s41418-020-
00719-2

105. Tyurin VA, Balasubramanian K, Winnica D, Tyurina YY, Vikulina AS, He RR, et al.
Oxidatively modified phosphatidylserines on the surface of apoptotic cells are
essential phagocytic ‘eat-me’ signals: cleavage and inhibition of phagocytosis by
Lp-PLA2. Cell Death Differ. 2014;21:825–35. https://doi.org/10.1038/cdd.2014.1

106. Ma R, Fang L, Chen L, Wang X, Jiang J, Gao L. Ferroptotic stress promotes
macrophages against intracellular bacteria. Theranostics. 2022;12:2266–89.
https://doi.org/10.7150/thno.66663

107. Kweider N, Wruck CJ, Rath W. New Insights into the Pathogenesis of Preeclampsia -
The Role of Nrf2 Activators and their Potential Therapeutic Impact. Geburtshilfe
Frauenheilkd. 2013;73:1236–40. https://doi.org/10.1055/s-0033-1360133

108. Dai E, Han L, Liu J, Xie Y, Kroemer G, Klionsky DJ, et al. Autophagy-dependent
ferroptosis drives tumor-associated macrophage polarization via release and
uptake of oncogenic KRAS protein. Autophagy. 2020;16:2069–83. https://
doi.org/10.1080/15548627.2020.1714209

109. Wang W, Green M, Choi JE, Gijón M, Kennedy PD, Johnson JK, et al. CD8+ T cells
regulate tumour ferroptosis during cancer immunotherapy. Nature.
2019;569:270–4. https://doi.org/10.1038/s41586-019-1170-y

110. Liao P, Wang W, Wang W, Kryczek I, Li X, Bian Y, et al. CD8+ T cells and fatty
acids orchestrate tumor ferroptosis and immunity via ACSL4. Cancer Cell.
2022;40:365–78.e6. https://doi.org/10.1016/j.ccell.2022.02.003

111. Shintoku R, Takigawa Y, Yamada K, Kubota C, Yoshimoto Y, Takeuchi T, et al.
Lipoxygenase-mediated generation of lipid peroxides enhances ferroptosis
induced by erastin and RSL3. Cancer Sci. 2017;108:2187–94. https://doi.org/
10.1111/cas.13380

112. Aqbi HF, Wallace M, Sappal S, Payne KK, Manjili MH. IFN-γ orchestrates tumor
elimination, tumor dormancy, tumor escape, and progression. J Leukoc Biol.
2018. https://doi.org/10.1002/JLB.5MIR0917-351R

113. Kapralov AA, Yang Q, Dar HH, Tyurina YY, Anthonymuthu TS, Kim R, et al. Redox
lipid reprogramming commands susceptibility of macrophages and microglia to
ferroptotic death. Nat Chem Biol. 2020;16:278–90. https://doi.org/10.1038/
s41589-019-0462-8

114. Dar HH, Anthonymuthu TS, Ponomareva LA, Souryavong AB, Shurin GV,
Kapralov AO, et al. A new thiol-independent mechanism of epithelial host
defense against Pseudomonas aeruginosa: iNOS/NO• sabotage of theft-
ferroptosis. Redox Biol. 2021;45:102045. https://doi.org/10.1016/
j.redox.2021.102045

115. Mikulska-Ruminska K, Anthonymuthu TS, Levkina A, Shrivastava IH, Kapralov AA,
Bayır H, et al. NO● Represses the Oxygenation of Arachidonoyl PE by 15LOX/
PEBP1: Mechanism and Role in Ferroptosis. Int J Mol Sci. 2021;22:5253. https://
doi.org/10.3390/ijms22105253

116. Zhao X, Si L, Bian J, Pan C, Guo W, Qin P, et al. Adipose tissue macrophage-
derived exosomes induce ferroptosis via glutathione synthesis inhibition by
targeting SLC7A11 in obesity-induced cardiac injury. Free Radic Biol Med.
2022;182:232–45. https://doi.org/10.1016/j.freeradbiomed.2022.02.033

117. He R, Liu B, Xiong R, Geng B, Meng H, Lin W, et al. Itaconate inhibits ferroptosis
of macrophage via Nrf2 pathways against sepsis-induced acute lung injury. Cell
Death Discov. 2022;8:43. https://doi.org/10.1038/s41420-021-00807-3

118. Qu C, Dai E, Lai T, Cao G, Liu J, Kang R, et al. Itaconic acid induces ferroptosis by
activating ferritinophagy. Biochem Biophys Res Commun. 2021;583:56–62.
https://doi.org/10.1016/j.bbrc.2021.10.054

119. Wu S, Yang J, Sun G, Hu J, Zhang Q, Cai J, et al. Macrophage extracellular traps
aggravate iron overload-related liver ischaemia/reperfusion injury. Br J Pharm.
2021;178:3783–96. https://doi.org/10.1111/bph.15518

120. Li H, Yang P, Wang J, Zhang J, Ma Q, Jiang Y, et al. HLF regulates ferroptosis,
development and chemoresistance of triple-negative breast cancer by activat-
ing tumor cell-macrophage crosstalk. J Hematol Oncol. 2022;15:2. https://
doi.org/10.1186/s13045-021-01223-x

121. Kim DH, Kim WD, Kim SK, Moon DH, Lee SJ. TGF-β1-mediated repression of
SLC7A11 drives vulnerability to GPX4 inhibition in hepatocellular carcinoma
cells. Cell Death Dis. 2020;11:406. https://doi.org/10.1038/s41419-020-2618-6

122. Xiao Z, Shen D, Lan T, Wei C, Wu W, Sun Q, et al. Reduction of lactoferrin
aggravates neuronal ferroptosis after intracerebral hemorrhagic stroke in
hyperglycemic mice. Redox Biol. 2022;50:102256. https://doi.org/10.1016/
j.redox.2022.102256

123. Yee PP, Wei Y, Kim SY, Lu T, Chih SY, Lawson C, et al. Neutrophil-induced
ferroptosis promotes tumor necrosis in glioblastoma progression. Nat Commun.
2020;11:5424. https://doi.org/10.1038/s41467-020-19193-y

124. Kiriakidou M, Ching CL. Systemic Lupus Erythematosus. Ann Intern Med.
2020;172:ITC81–ITC96. https://doi.org/10.7326/AITC202006020

125. Voss K, Sewell AE, Krystofiak ES, Gibson-Corley KN, Young AC, Basham JH, et al.
Elevated transferrin receptor impairs T cell metabolism and function in systemic
lupus erythematosus. Sci Immunol. 2023;8:eabq0178. https://doi.org/10.1126/
sciimmunol.abq0178

126. Pan Z, Naowarojna N, Wang Y, Hu M, Zou Y. Neutrophil ferroptotic death pro-
motes autoimmune pathogenesis. Sci China Life Sci. 2022;65:846–8. https://
doi.org/10.1007/s11427-021-2014-4

127. Kaneko M, Jackson SW. Recent advances in immunotherapies for lupus
nephritis. Pediatr Nephrol. 2023;38:1001–12. https://doi.org/10.1007/s00467-
022-05670-7

128. Mejia-Vilet JM, Malvar A, Arazi A, Rovin BH. The lupus nephritis management
renaissance. Kidney Int. 2022;101:242–55. https://doi.org/10.1016/
j.kint.2021.09.012

129. Yu C, Li P, Dang X, Zhang X, Mao Y, Chen X. Lupus nephritis: new progress in
diagnosis and treatment. J Autoimmun. 2022;132:102871. https://doi.org/
10.1016/j.jaut.2022.102871

130. Hu B, Ma K, Wang W, Han Z, Chi M, Nasser MI, et al. Research Progress of
Pyroptosis in Renal Diseases. Curr Med Chem. 2023. https://doi.org/10.2174/
0109298673255656231003111621.

131. Cheng Q, Mou L, Su W, Chen X, Zhang T, Xie Y, et al. Ferroptosis of CD163
tissue-infiltrating macrophages and CD10 PC epithelial cells in lupus
nephritis. Front Immunol. 2023;14:1171318. https://doi.org/10.3389/
fimmu.2023.1171318

132. Hu W, Chen X. Identification of hub ferroptosis-related genes and immune
infiltration in lupus nephritis using bioinformatics. Sci Rep. 2022;12:18826.
https://doi.org/10.1038/s41598-022-23730-8

133. Alli AA, Desai D, Elshika A, Conrad M, Proneth B, Clapp W, et al. Kidney tubular
epithelial cell ferroptosis links glomerular injury to tubulointerstitial pathology
in lupus nephritis. Clin Immunol. 2023;248:109213. https://doi.org/10.1016/
j.clim.2022.109213

134. Wang W, Lin Z, Feng J, Liang Q, Zhao J, Zhang G, et al. Identification of
ferroptosis-related molecular markers in glomeruli and tubulointerstitium of
lupus nephritis. Lupus. 2022;31:985–97. https://doi.org/10.1177/
09612033221102076

135. Wang Z, Shen J, Ye K, Zhao J, Huang S, He S, et al. Neutrophil-Derived IL-6
Potentially Drives Ferroptosis Resistance in B Cells in Lupus Kidney. Mediators
Inflamm. 2023;2023:9810733. https://doi.org/10.1155/2023/9810733

136. Zhang DME, Jiang Z, Zhang LL, Zhu TT. Transcription activation factor 3 can
serve as a biomarker for ferroptosis in lupus nephritis: a study based on
bioinformatics analysis. West China Med. 2023;38:1006–13. https://doi.org/
10.7507/1002-0179.202305094

137. Wu Y, Lin Y, Wang R, Huang M, Xu L, Zhang J, et al. Identification of ferroptosis-
related genes as diagnostic biomarkers for lupus nephritis. Right River Med.
2023;51:6–14. https://doi.org/10.3969/j.issn.1003-1383.2023.01.002

138. Song Y. Study on the role of SLC7A11 in the abnormal activation of CD4~+
T cells in systemic lupus erythematosus. Cent South Univ. 2022;10.27661/
d.cnki.gzhnu.2022.005823.

139. Gao S. Study on the mechanism of miR-21/BDH2/Fe2+ regulatory axis in Tfh cell
differentiation and the pathogenesis of systemic lupus erythematosus. Cent
South Univ. 2022. https://doi.org/10.27661/d.cnki.gzhnu.2022.000414

L. Zeng et al.

27

Cell Death and Disease          (2024) 15:481 

https://doi.org/10.1136/jitc-2020-001369
https://doi.org/10.1136/jitc-2020-001369
https://doi.org/10.2147/COPD.S354896
https://doi.org/10.2147/COPD.S354896
https://doi.org/10.1080/15548627.2016.1187366
https://doi.org/10.1080/15548627.2016.1187366
https://doi.org/10.1016/j.bbrc.2019.01.090
https://doi.org/10.1016/j.bbrc.2019.01.090
https://doi.org/10.1080/15548627.2021.2008692
https://doi.org/10.1172/JCI126428
https://doi.org/10.1172/JCI126428
https://doi.org/10.1038/nchembio.2238
https://doi.org/10.1038/s41418-020-00719-2
https://doi.org/10.1038/s41418-020-00719-2
https://doi.org/10.1038/cdd.2014.1
https://doi.org/10.7150/thno.66663
https://doi.org/10.1055/s-0033-1360133
https://doi.org/10.1080/15548627.2020.1714209
https://doi.org/10.1080/15548627.2020.1714209
https://doi.org/10.1038/s41586-019-1170-y
https://doi.org/10.1016/j.ccell.2022.02.003
https://doi.org/10.1111/cas.13380
https://doi.org/10.1111/cas.13380
https://doi.org/10.1002/JLB.5MIR0917-351R
https://doi.org/10.1038/s41589-019-0462-8
https://doi.org/10.1038/s41589-019-0462-8
https://doi.org/10.1016/j.redox.2021.102045
https://doi.org/10.1016/j.redox.2021.102045
https://doi.org/10.3390/ijms22105253
https://doi.org/10.3390/ijms22105253
https://doi.org/10.1016/j.freeradbiomed.2022.02.033
https://doi.org/10.1038/s41420-021-00807-3
https://doi.org/10.1016/j.bbrc.2021.10.054
https://doi.org/10.1111/bph.15518
https://doi.org/10.1186/s13045-021-01223-x
https://doi.org/10.1186/s13045-021-01223-x
https://doi.org/10.1038/s41419-020-2618-6
https://doi.org/10.1016/j.redox.2022.102256
https://doi.org/10.1016/j.redox.2022.102256
https://doi.org/10.1038/s41467-020-19193-y
https://doi.org/10.7326/AITC202006020
https://doi.org/10.1126/sciimmunol.abq0178
https://doi.org/10.1126/sciimmunol.abq0178
https://doi.org/10.1007/s11427-021-2014-4
https://doi.org/10.1007/s11427-021-2014-4
https://doi.org/10.1007/s00467-022-05670-7
https://doi.org/10.1007/s00467-022-05670-7
https://doi.org/10.1016/j.kint.2021.09.012
https://doi.org/10.1016/j.kint.2021.09.012
https://doi.org/10.1016/j.jaut.2022.102871
https://doi.org/10.1016/j.jaut.2022.102871
https://doi.org/10.2174/0109298673255656231003111621
https://doi.org/10.2174/0109298673255656231003111621
https://doi.org/10.3389/fimmu.2023.1171318
https://doi.org/10.3389/fimmu.2023.1171318
https://doi.org/10.1038/s41598-022-23730-8
https://doi.org/10.1016/j.clim.2022.109213
https://doi.org/10.1016/j.clim.2022.109213
https://doi.org/10.1177/09612033221102076
https://doi.org/10.1177/09612033221102076
https://doi.org/10.1155/2023/9810733
https://doi.org/10.7507/1002-0179.202305094
https://doi.org/10.7507/1002-0179.202305094
https://doi.org/10.3969/j.issn.1003-1383.2023.01.002
https://doi.org/10.27661/d.cnki.gzhnu.2022.000414


140. Marks ES, Bonnemaison ML, Brusnahan SK, Zhang W, Fan W, Garrison JC, et al. Renal
iron accumulation occurs in lupus nephritis and iron chelation delays the onset of
albuminuria. Sci Rep. 2017;7:12821. https://doi.org/10.1038/s41598-017-13029-4

141. Scindia Y, Wlazlo E, Ghias E, Cechova S, Loi V, Leeds J, et al. Modulation of iron
homeostasis with hepcidin ameliorates spontaneous murine lupus nephritis.
Kidney Int. 2020;98:100–15. https://doi.org/10.1016/j.kint.2020.01.025

142. Gravallese EM, Firestein GS. Rheumatoid Arthritis - Common Origins, Divergent
Mechanisms. N. Engl J Med. 2023;388:529–42. https://doi.org/10.1056/
NEJMra2103726

143. Mueller AL, Payandeh Z, Mohammadkhani N, Mubarak SMH, Zakeri A, Alaghe-
band Bahrami A, et al. Recent Advances in Understanding the Pathogenesis of
Rheumatoid Arthritis: New Treatment Strategies. Cells. 2021;10:3017. https://
doi.org/10.3390/cells10113017

144. Smith MH, Berman JR. What Is Rheumatoid Arthritis? JAMA. 2022;327:1194.
https://doi.org/10.1001/jama.2022.0786

145. Xia T, Li B, Xiao F. Construction of CeRNA network of genes characteristic of
ferroptosis in rheumatoid arthritis and its immune expression. Chin Tissue Eng
Res. 2024;28:2561–7.

146. Mateen S, Moin S, Khan AQ, Zafar A, Fatima N. Increased Reactive Oxygen
Species Formation and Oxidative Stress in Rheumatoid Arthritis. PLoS One.
2016;11:e0152925. https://doi.org/10.1371/journal.pone.0152925

147. Cen WJ, Feng Y, Li SS, Huang LW, Zhang T, Zhang W, et al. Iron overload induces
G1 phase arrest and autophagy in murine preosteoblast cells. J Cell Physiol.
2018;233:6779–89. https://doi.org/10.1002/jcp.26405

148. Su LJ, Zhang JH, Gomez H, Murugan R, Hong X, Xu D, et al. Reactive Oxygen
Species-Induced Lipid Peroxidation in Apoptosis, Autophagy, and Ferroptosis.
Oxid Med Cell Longev. 2019;2019:5080843. https://doi.org/10.1155/2019/
5080843

149. Xiao W, Beibei F, Guangsi S, Yu J, Wen Z, Xi H, et al. Iron overload increases
osteoclastogenesis and aggravates the effects of ovariectomy on bone mass. J
Endocrinol. 2015;226:121–34. https://doi.org/10.1530/JOE-14-0657

150. Hakobyan N, Kazarian T, Jabbar AA, Jabbar KJ, Valentino LA. Pathobiology of
hemophilic synovitis I: overexpression of mdm2 oncogene. Blood.
2004;104:2060–4. https://doi.org/10.1182/blood-2003-12-4231

151. Sareila O, Kelkka T, Pizzolla A, Hultqvist M, Holmdahl R. NOX2 complex-derived
ROS as immune regulators. Antioxid Redox Signal. 2011;15:2197–208. https://
doi.org/10.1089/ars.2010.3635

152. Lee K, Won HY, Bae MA, Hong JH, Hwang ES. Spontaneous and aging-
dependent development of arthritis in NADPH oxidase 2 deficiency through
altered differentiation of CD11b+ and Th/Treg cells. Proc Natl Acad Sci USA.
2011;108:9548–53. https://doi.org/10.1073/pnas.1012645108

153. Zhou R, Chen Y, Li S, Wei X, Hu W, Tang S, et al. TRPM7 channel inhibition
attenuates rheumatoid arthritis articular chondrocyte ferroptosis by suppression
of the PKCα-NOX4 axis. Redox Biol. 2022;55:102411. https://doi.org/10.1016/
j.redox.2022.102411

154. Kaur G, Sharma A, Bhatnagar A. Role of oxidative stress in pathophysiology of
rheumatoid arthritis: insights into NRF2-KEAP1 signalling. Autoimmunity.
2021;54:385–97. https://doi.org/10.1080/08916934.2021.1963959

155. Chang LC, Chiang SK, Chen SE, Yu YL, Chou RH, Chang WC. Heme oxygenase-1
mediates BAY 11-7085 induced ferroptosis. Cancer Lett. 2018;416:124–37.
https://doi.org/10.1016/j.canlet.2017.12.025

156. Luo H, Zhang R. Icariin enhances cell survival in lipopolysaccharide-induced
synoviocytes by suppressing ferroptosis via the Xc-/GPX4 axis. Exp Ther Med.
2021;21:72. https://doi.org/10.3892/etm.2020.9504

157. Xie Y, Mai CT, Zheng DC, He YF, Feng SL, Li YZ, et al. Wutouoction ameliorates
experimental rheumatoid arthritis via regulating NF-kB and Nrf2: Integrating
efficacy-oriented compatibility of traditional Chinese medicine. Phytomedicine.
2021;85:153522. https://doi.org/10.1016/j.phymed.2021.153522

158. Wu J, Feng Z, Chen L, Li Y, Bian H, Geng J, et al. TNF antagonist sensitizes
synovial fibroblasts to ferroptotic cell death in collagen-induced arthritis mouse
models. Nat Commun. 2022;13:676. https://doi.org/10.1038/s41467-021-27948-4

159. Cheng Q, Chen M, Liu M, Chen X, Zhu L, Xu J, et al. Semaphorin 5A suppresses
ferroptosis through activation of PI3K-AKT-mTOR signaling in rheumatoid
arthritis. Cell Death Dis. 2022;13:608. https://doi.org/10.1038/s41419-022-05065-
4

160. Ling H, Li M, Yang C, Sun S, Zhang W, Zhao L, et al. Glycine increased ferroptosis
via SAM-mediated GPX4 promoter methylation in rheumatoid arthritis. Rheu-
matol (Oxf). 2022;61:4521–34. https://doi.org/10.1093/rheumatology/keac069

161. Zhan Y, Yang Z, Zhan F, Huang Y, Lin S. SIRT1 is transcriptionally repressed by
YY1 and suppresses ferroptosis in rheumatoid arthritis. Adv Rheumatol.
2023;63:9 https://doi.org/10.1186/s42358-023-00289-0

162. Xiang J, Chen H, Lin Z, Chen J, Luo L. Identification and experimental validation
of ferroptosis-related gene SLC2A3 is involved in rheumatoid arthritis. Eur J
Pharm. 2023;943:175568 https://doi.org/10.1016/j.ejphar.2023.175568

163. Yao X, Sun K, Yu S, Luo J, Guo J, Lin J, et al. Chondrocyte ferroptosis contribute
to the progression of osteoarthritis. J Orthop Transl. 2020;27:33–43. https://
doi.org/10.1016/j.jot.2020.09.006

164. Zhou S, Yang W, Zeng L, Cao C, Yuan S, Rong X. Emodin alleviates joint
inflammation and bone erosion in rats with collagen-induced arthritis by inhi-
biting ferroptosis and degrading matrix metalloproteinases]. Nan Fang Yi Ke Da
Xue Xue Bao. 2023;43:1776–81. https://doi.org/10.12122/j.issn.1673-
4254.2023.10.16

165. Gong Z, Wang Y, Li L, Li X, Qiu B, Hu Y. Cardamonin alleviates chondrocytes
inflammation and cartilage degradation of osteoarthritis by inhibiting ferrop-
tosis via p53 pathway. Food Chem Toxicol. 2023;174:113644 https://doi.org/
10.1016/j.fct.2023.113644

166. Wan Y, Shen K, Yu H, Fan W. Baicalein limits osteoarthritis development by
inhibiting chondrocyte ferroptosis. Free Radic Biol Med. 2023;196:108–20.
https://doi.org/10.1016/j.freeradbiomed.2023.01.006

167. Zhou MJ, Tan W, Hasimu HM, Xu L, Gu ZY, Zhao J. Total triterpenes of
Euphorbium alleviates rheumatoid arthritis via Nrf2/HO-1/GPX4 pathway].
Zhongguo Zhong Yao Za Zhi. 2023;48:4834–42. https://doi.org/10.19540/
j.cnki.cjcmm.20230601.704

168. Hang G. Improvement and mechanism of action of bitter ginseng and SRI on RA
model mice based on ferroptosis[D]. Liaoning Univ Traditional Chin Med. 2023.
https://doi.org/10.27213/d.cnki.glnzc.2023.000638

169. Schwartz M, Zkowska A. Neurological Disease as a Failure of Brain-Immune
Crosstalk: The Multiple Faces of Neuroinflammation. Trends Immunol.
2016;37:668–79. https://doi.org/10.1016/j.it.2016.08.001

170. Soltani Khaboushan A, Yazdanpanah N, Rezaei N. Neuroinflammation and
Proinflammatory Cytokines in Epileptogenesis. Mol Neurobiol. 2022;59:1724–43.
https://doi.org/10.1007/s12035-022-02725-6

171. Tobore TO. Oxidative/Nitroxidative Stress and Multiple Sclerosis. J Mol Neurosci.
2021;71:506–14. https://doi.org/10.1007/s12031-020-01672-y

172. Hollen C, Neilson LE, Barajas RF Jr, Greenhouse I, Spain RI. Oxidative stress in
multiple sclerosis-Emerging imaging techniques. Front Neurol.
2023;13:1025659. https://doi.org/10.3389/fneur.2022.1025659

173. Morris G, Reiche EMV, Murru A, Carvalho AF, Maes M, Berk M, et al. Multiple
Immune-Inflammatory and Oxidative and Nitrosative Stress Pathways Explain
the Frequent Presence of Depression in Multiple Sclerosis. Mol Neurobiol.
2018;55:6282–306. https://doi.org/10.1007/s12035-017-0843-5

174. Teleanu DM, Niculescu AG, Lungu II, Radu CI, Vladâcenco O, Roza E, et al. An
Overview of Oxidative Stress, Neuroinflammation, and Neurodegenerative Dis-
eases. Int J Mol Sci. 2022;23:5938. https://doi.org/10.3390/ijms23115938

175. Li X, Chu Y, Ma R, Dou M, Li S, Song Y, et al. Ferroptosis as a mechanism of
oligodendrocyte loss and demyelination in experimental autoimmune ence-
phalomyelitis. J Neuroimmunol. 2022;373:577995. https://doi.org/10.1016/
j.jneuroim.2022.577995

176. Tian R, Abarientos A, Hong J, Hashemi SH, Yan R, Dräger N, et al. Genome-wide
CRISPRi/a screens in human neurons link lysosomal failure to ferroptosis. Nat
Neurosci. 2021;24:1020–34. https://doi.org/10.1038/s41593-021-00862-0

177. Merighi S, Nigro M, Travagli A, Gessi S. Microglia and Alzheimer’s Disease. Int J
Mol Sci. 2022;23:12990. https://doi.org/10.3390/ijms232112990

178. Li Y, Xiao D, Wang X. The emerging roles of ferroptosis in cells of the central
nervous system. Front Neurosci. 2022;16:1032140. https://doi.org/10.3389/
fnins.2022.1032140

179. Liu S, Gao X, Zhou S. New Target for Prevention and Treatment of Neuroin-
flammation: Microglia Iron Accumulation and Ferroptosis. ASN Neuro.
2022;14:17590914221133236. https://doi.org/10.1177/17590914221133236

180. Yong VW. Microglia in multiple sclerosis: Protectors turn destroyers. Neuron.
2022;110:3534–48. https://doi.org/10.1016/j.neuron.2022.06.023

181. Fernández-Mendívil C, Luengo E, Trigo-Alonso P, García-Magro N, Negredo P,
López MG. Protective role of microglial HO-1 blockade in aging: Implication of
iron metabolism. Redox Biol. 2021;38:101789. https://doi.org/10.1016/
j.redox.2020.101789

182. Mukherjee C, Kling T, Russo B, Miebach K, Kess E, Schifferer M, et al. Oligo-
dendrocytes Provide Antioxidant Defense Function for Neurons by Secreting
Ferritin Heavy Chain. Cell Metab. 2020;32:259–272.e10. https://doi.org/10.1016/
j.cmet.2020.05.019

183. Zhang HY, Song N, Jiang H, Bi MX, Xie JX. Brain-derived neurotrophic factor and
glial cell line-derived neurotrophic factor inhibit ferrous iron influx via divalent
metal transporter 1 and iron regulatory protein 1 regulation in ventral mesen-
cephalic neurons. Biochim Biophys Acta. 2014;1843:2967–75. https://doi.org/
10.1016/j.bbamcr.2014.09.010

184. Wu T, Liang X, Liu X, Li Y, Wang Y, Kong L, et al. Induction of ferroptosis in
response to graphene quantum dots through mitochondrial oxidative stress in
microglia. Part Fibre Toxicol. 2020;17:30 https://doi.org/10.1186/s12989-020-
00363-1

L. Zeng et al.

28

Cell Death and Disease          (2024) 15:481 

https://doi.org/10.1038/s41598-017-13029-4
https://doi.org/10.1016/j.kint.2020.01.025
https://doi.org/10.1056/NEJMra2103726
https://doi.org/10.1056/NEJMra2103726
https://doi.org/10.3390/cells10113017
https://doi.org/10.3390/cells10113017
https://doi.org/10.1001/jama.2022.0786
https://doi.org/10.1371/journal.pone.0152925
https://doi.org/10.1002/jcp.26405
https://doi.org/10.1155/2019/5080843
https://doi.org/10.1155/2019/5080843
https://doi.org/10.1530/JOE-14-0657
https://doi.org/10.1182/blood-2003-12-4231
https://doi.org/10.1089/ars.2010.3635
https://doi.org/10.1089/ars.2010.3635
https://doi.org/10.1073/pnas.1012645108
https://doi.org/10.1016/j.redox.2022.102411
https://doi.org/10.1016/j.redox.2022.102411
https://doi.org/10.1080/08916934.2021.1963959
https://doi.org/10.1016/j.canlet.2017.12.025
https://doi.org/10.3892/etm.2020.9504
https://doi.org/10.1016/j.phymed.2021.153522
https://doi.org/10.1038/s41467-021-27948-4
https://doi.org/10.1038/s41419-022-05065-4
https://doi.org/10.1038/s41419-022-05065-4
https://doi.org/10.1093/rheumatology/keac069
https://doi.org/10.1186/s42358-023-00289-0
https://doi.org/10.1016/j.ejphar.2023.175568
https://doi.org/10.1016/j.jot.2020.09.006
https://doi.org/10.1016/j.jot.2020.09.006
https://doi.org/10.12122/j.issn.1673-4254.2023.10.16
https://doi.org/10.12122/j.issn.1673-4254.2023.10.16
https://doi.org/10.1016/j.fct.2023.113644
https://doi.org/10.1016/j.fct.2023.113644
https://doi.org/10.1016/j.freeradbiomed.2023.01.006
https://doi.org/10.19540/j.cnki.cjcmm.20230601.704
https://doi.org/10.19540/j.cnki.cjcmm.20230601.704
https://doi.org/10.27213/d.cnki.glnzc.2023.000638
https://doi.org/10.1016/j.it.2016.08.001
https://doi.org/10.1007/s12035-022-02725-6
https://doi.org/10.1007/s12031-020-01672-y
https://doi.org/10.3389/fneur.2022.1025659
https://doi.org/10.1007/s12035-017-0843-5
https://doi.org/10.3390/ijms23115938
https://doi.org/10.1016/j.jneuroim.2022.577995
https://doi.org/10.1016/j.jneuroim.2022.577995
https://doi.org/10.1038/s41593-021-00862-0
https://doi.org/10.3390/ijms232112990
https://doi.org/10.3389/fnins.2022.1032140
https://doi.org/10.3389/fnins.2022.1032140
https://doi.org/10.1177/17590914221133236
https://doi.org/10.1016/j.neuron.2022.06.023
https://doi.org/10.1016/j.redox.2020.101789
https://doi.org/10.1016/j.redox.2020.101789
https://doi.org/10.1016/j.cmet.2020.05.019
https://doi.org/10.1016/j.cmet.2020.05.019
https://doi.org/10.1016/j.bbamcr.2014.09.010
https://doi.org/10.1016/j.bbamcr.2014.09.010
https://doi.org/10.1186/s12989-020-00363-1
https://doi.org/10.1186/s12989-020-00363-1


185. Dal-Bianco A, Grabner G, Kronnerwetter C, Weber M, Kornek B, Kasprian G, et al.
Long-term evolution of multiple sclerosis iron rim lesions in 7 T MRI. Brain.
2021;144:833–47. https://doi.org/10.1093/brain/awaa436

186. Dal-Bianco A, Grabner G, Kronnerwetter C, Weber M, Höftberger R, Berger T,
et al. Slow expansion of multiple sclerosis iron rim lesions: pathology and 7 T
magnetic resonance imaging. Acta Neuropathol. 2017;133:25–42. https://
doi.org/10.1007/s00401-016-1636-z

187. Stankiewicz JM, Neema M, Ceccarelli A. Iron and multiple sclerosis. Neurobiol
Aging. 2014;35:S51–8. https://doi.org/10.1016/j.neurobiolaging.2014.03.039

188. Song X, Wang Z, Tian Z, Wu M, Zhou Y, Zhang J. Identification of Key
Ferroptosis-Related Genes in the Peripheral Blood of Patients with Relapsing-
Remitting Multiple Sclerosis and Its Diagnostic Value. Int J Mol Sci. 2023;24:6399
https://doi.org/10.3390/ijms24076399

189. Luoqian J, Yang W, Ding X, Tuo QZ, Xiang Z, Zheng Z, et al. Ferroptosis pro-
motes T-cell activation-induced neurodegeneration in multiple sclerosis. Cell
Mol Immunol. 2022;19:913–24. https://doi.org/10.1038/s41423-022-00883-0

190. D’Herde K, Krysko DV. Ferroptosis: Oxidized PEs trigger death. Nat Chem Biol.
2017;13:4–5. https://doi.org/10.1038/nchembio.2261

191. Stockwell BR, Jiang X. A Physiological Function for Ferroptosis in Tumor Sup-
pression by the Immune System. Cell Metab. 2019;30:14–15. https://doi.org/
10.1016/j.cmet.2019.06.012

192. Manouchehri N, Salinas VH, Hussain RZ, Stüve O. Distinctive transcriptomic and
epigenomic signatures of bone marrow-derived myeloid cells and microglia in
CNS autoimmunity. Proc Natl Acad Sci USA. 2023;120:e2212696120. https://
doi.org/10.1073/pnas.2212696120

193. Rothammer N, Woo MS, Bauer S, Binkle-Ladisch L, Di Liberto G, Egervari K, et al.
G9a dictates neuronal vulnerability to inflammatory stress via transcriptional
control of ferroptosis. Sci Adv. 2022;8:eabm5500. https://doi.org/10.1126/
sciadv.abm5500

194. Jhelum P, Zandee S, Ryan F, Zarruk JG, Michalke B, Venkataramani V, et al.
Ferroptosis induces detrimental effects in chronic EAE and its implications for
progressive MS. Acta Neuropathol Commun. 2023;11:121. https://doi.org/
10.1186/s40478-023-01617-7

195. Li H, Zeng Y, Luo S, Li Z, Huang F, Liu Z. GPX4 aggravates experimental auto-
immune encephalomyelitis by inhibiting the functions of CD4 T cells. Biochem
Biophys Res Commun. 2023;642:57–65. https://doi.org/10.1016/j.bbrc.2022.12.034

196. Jhelum P, Santos-Nogueira E, Teo W, Haumont A, Lenoël I, Stys PK, et al. Fer-
roptosis Mediates Cuprizone-Induced Loss of Oligodendrocytes and Demyeli-
nation. J Neurosci. 2020;40:9327–41. https://doi.org/10.1523/JNEUROSCI.1749-
20.2020

197. Van San E, Debruyne AC, Veeckmans G, Tyurina YY, Tyurin VA, Zheng H, et al.
Ferroptosis contributes to multiple sclerosis and its pharmacological targeting
suppresses experimental disease progression. Cell Death Differ.
2023;30:2092–103. https://doi.org/10.1038/s41418-023-01195-0

198. Yn N, Xu Z, Qu C, Zhang J. Dimethyl fumarate improves cognitive deficits in
chronic cerebral hypoperfusion rats by alleviating inflammation, oxidative
stress, and ferroptosis via NRF2/ARE/NF-κB signal pathway. Int Immuno-
pharmacol. 2021;98:107844. https://doi.org/10.1016/j.intimp.2021.107844

199. Rayatpour A, Foolad F, Heibatollahi M, Khajeh K, Javan M. Ferroptosis inhibition
by deferiprone, attenuates myelin damage and promotes neuroprotection in
demyelinated optic nerve. Sci Rep. 2022;12:19630. https://doi.org/10.1038/
s41598-022-24152-2

200. Fan J, Han Y, Sun H, Sun S, Wang Y, Guo R, et al. Mesenchymal stem cell-derived
exosomal microRNA-367-3p alleviates experimental autoimmune encephalo-
myelitis via inhibition of microglial ferroptosis by targeting EZH2. Biomed
Pharmacother. 2023;162:114593. https://doi.org/10.1016/j.biopha.2023.114593

201. Ryan GE, Harris JE, Richmond JM. Resident Memory T Cells in Autoimmune Skin
Diseases. Front Immunol. 2021;12:652191. https://doi.org/10.3389/
fimmu.2021.652191

202. Nakabo S, Romo-Tena J, Kaplan MJ. Neutrophils as Drivers of Immune Dysre-
gulation in Autoimmune Diseases with Skin Manifestations. J Invest Dermatol.
2022;142:823–33. https://doi.org/10.1016/j.jid.2021.04.014

203. Fetter T, Niebel D, Braegelmann C, Wenzel J. Skin-Associated B Cells in the
Pathogenesis ofCutaneous Autoimmune Diseases-Implications for Therapeutic
Approaches.Cells. 2020; 9:2627. 10.3390/cells9122627.

204. Griffiths CEM, Armstrong AW, Gudjonsson JE, Barker JNWN. Psoriasis. Lancet.
2021;397:1301–15. https://doi.org/10.1016/S0140-6736(20)32549-6

205. Mao J, Ma X. Bioinformatics Identification of Ferroptosis-Associated Biomarkers
and Therapeutic Compounds in Psoriasis. J Oncol. 2022;2022:3818216. https://
doi.org/10.1155/2022/3818216

206. Shou Y, Yang L, Yang Y, Xu J. Inhibition of keratinocyte ferroptosis suppresses
psoriatic inflammation. Cell Death Dis. 2021;12:1009. https://doi.org/10.1038/
s41419-021-04284-5

207. Liu L, Kang XX. ACSL4 is overexpressed in psoriasis and enhances inflammatory
responses by activating ferroptosis. Biochem Biophys Res Commun.
2022;623:1–8. https://doi.org/10.1016/j.bbrc.2022.07.041

208. Li S, Luo X, Zhang S, Su Y, Deng M, Zhu Y, et al. Ferroptosis Activation Con-
tributes to the Formation of Skin Lesions in Psoriasis Vulgaris. Antioxid (Basel).
2023;12:310. https://doi.org/10.3390/antiox12020310

209. Feng Y, Lu Y. Advances in vitiligo: Update on therapeutic targets. Front
Immunol. 2022;13:986918. https://doi.org/10.3389/fimmu.2022.986918

210. Boniface K, Jacquemin C, Darrigade AS, Dessarthe B, Martins C, Boukhedouni N,
et al. Vitiligo Skin Is Imprinted with Resident Memory CD8 T Cells Expressing
CXCR3. J Invest Dermatol. 2018;138:355–64. https://doi.org/10.1016/
j.jid.2017.08.038

211. Xu Z, Chen D, Hu Y, Jiang K, Huang H, Du Y, et al. Anatomically distinct fibroblast
subsets determine skin autoimmune patterns. Nature. 2022;601:118–24. https://
doi.org/10.1038/s41586-021-04221-8

212. Rashighi M, Harris JE. Interfering with the IFN-γ/CXCL10 pathway to develop
new targeted treatments for vitiligo. Ann Transl Med. 2015;3:343. https://
doi.org/10.3978/j.issn.2305-5839.2015.11.36

213. Xuan Y, Yang Y, Xiang L, Zhang C. The Role of Oxidative Stress in the Patho-
genesis of Vitiligo: A Culprit for Melanocyte Death. Oxid Med Cell Longev.
2022;2022:8498472. https://doi.org/10.1155/2022/8498472

214. Wu X, Yang Y, Xiang L, Zhang C. The fate of melanocyte: Mechanisms of cell
death in vitiligo. Pigment Cell Melanoma Res. 2021;34:256–67. https://doi.org/
10.1111/pcmr.12955

215. Wu X, Jin S, Yang Y, Lu X, Dai X, Xu Z, et al. Altered expression of ferroptosis
markers and iron metabolism reveals a potential role of ferroptosis in vitiligo.
Pigment Cell Melanoma Res. 2022;35:328–41. https://doi.org/10.1111/
pcmr.13032

216. Ng CY, Chan YP, Chiu YC, Shih HP, Lin YN, Chung PH, et al. Targeting the
elevated IFN-γ in vitiligo patients by human anti- IFN-γ monoclonal antibody
hampers direct cytotoxicity in melanocyte. J Dermatol Sci. 2023;110:78–88.
https://doi.org/10.1016/j.jdermsci.2023.04.006

217. Yang M, Li X, Li H, Zhang X, Liu X, Song Y. Baicalein inhibits RLS3-induced
ferroptosis in melanocytes. Biochem Biophys Res Commun. 2021;561:65–72.
https://doi.org/10.1016/j.bbrc.2021.05.010

218. Wen RJ, Dong X, Zhuang HW, Pang FX, Ding SC, Li N, et al. Baicalin induces
ferroptosis in osteosarcomas through a novel Nrf2/xCT/GPX4 regulatory axis.
Phytomedicine. 2023;116:154881. https://doi.org/10.1016/
j.phymed.2023.154881.

219. Lundberg IE, Fujimoto M, Vencovsky J, Aggarwal R, Holmqvist M, Christopher-
Stine L, et al. Idiopathic inflammatory myopathies. Nat Rev Dis Prim. 2021;7:86.
https://doi.org/10.1038/s41572-021-00321-x

220. Ashton C, Paramalingam S, Stevenson B, Brusch A, Needham M. Idiopathic
inflammatory myopathies: a review. Intern Med J. 2021;51:845–52. https://
doi.org/10.1111/imj.15358

221. Lundberg IE, Miller FW, Tjärnlund A, Bottai M. Diagnosis and classification of
idiopathic inflammatory myopathies. J Intern Med. 2016;280:39–51. https://
doi.org/10.1111/joim.12524

222. Cook JD, Lipschitz DA, Miles LE, Finch CA. Serum ferritin as a measure of iron
stores in normal subjects. Am J Clin Nutr. 1974;27:681–7. https://doi.org/
10.1093/ajcn/27.7.681

223. Worwood M. The diagnostic value of serum ferritin determinations for assessing
iron status. Haematol (Budap). 1987;20:229–35.

224. Kawasumi H, Gono T, Kawaguchi Y, Kaneko H, Katsumata Y, Hanaoka M, et al. IL-
6, IL-8, and IL-10 are associated with hyperferritinemia in rapidly progressive
interstitial lung disease with polymyositis/dermatomyositis. Biomed Res Int.
2014;2014:815245. https://doi.org/10.1155/2014/815245

225. Ishizuka M, Watanabe R, Ishii T, Machiyama T, Akita K, Fujita Y, et al. Long-term
follow-up of 124 patients with polymyositis and dermatomyositis: Statistical
analysis of prognostic factors. Mod Rheumatol. 2016;26:115–20. https://doi.org/
10.3109/14397595.2015.1054081

226. Meyer A, Laverny G, Allenbach Y, Grelet E, Ueberschlag V, Echaniz-Laguna A,
et al. IFN-β-induced reactive oxygen species and mitochondrial damage con-
tribute to muscle impairment and inflammation maintenance in dermatomyo-
sitis. Acta Neuropathol. 2017;134:655–66. https://doi.org/10.1007/s00401-017-
1731-9

227. Boehler JF, Horn A, Novak JS, Li N, Ghimbovschi S, Lundberg IE, et al. Mito-
chondrial dysfunction and role of harakiri in the pathogenesis of myositis. J
Pathol. 2019;249:215–26. https://doi.org/10.1002/path.5309

228. Ma M. Expression and significance of P53/SAT1/ALOX15ferroptosis pathway
proteins in skeletal muscle tissues of an animal model of idiopathic inflamma-
tory myopathy [D]. Qinghai Univ. 2022. https://doi.org/10.27740/
d.cnki.gqhdx.2021.000298

L. Zeng et al.

29

Cell Death and Disease          (2024) 15:481 

https://doi.org/10.1093/brain/awaa436
https://doi.org/10.1007/s00401-016-1636-z
https://doi.org/10.1007/s00401-016-1636-z
https://doi.org/10.1016/j.neurobiolaging.2014.03.039
https://doi.org/10.3390/ijms24076399
https://doi.org/10.1038/s41423-022-00883-0
https://doi.org/10.1038/nchembio.2261
https://doi.org/10.1016/j.cmet.2019.06.012
https://doi.org/10.1016/j.cmet.2019.06.012
https://doi.org/10.1073/pnas.2212696120
https://doi.org/10.1073/pnas.2212696120
https://doi.org/10.1126/sciadv.abm5500
https://doi.org/10.1126/sciadv.abm5500
https://doi.org/10.1186/s40478-023-01617-7
https://doi.org/10.1186/s40478-023-01617-7
https://doi.org/10.1016/j.bbrc.2022.12.034
https://doi.org/10.1523/JNEUROSCI.1749-20.2020
https://doi.org/10.1523/JNEUROSCI.1749-20.2020
https://doi.org/10.1038/s41418-023-01195-0
https://doi.org/10.1016/j.intimp.2021.107844
https://doi.org/10.1038/s41598-022-24152-2
https://doi.org/10.1038/s41598-022-24152-2
https://doi.org/10.1016/j.biopha.2023.114593
https://doi.org/10.3389/fimmu.2021.652191
https://doi.org/10.3389/fimmu.2021.652191
https://doi.org/10.1016/j.jid.2021.04.014
https://doi.org/10.1016/S0140-6736(20)32549-6
https://doi.org/10.1155/2022/3818216
https://doi.org/10.1155/2022/3818216
https://doi.org/10.1038/s41419-021-04284-5
https://doi.org/10.1038/s41419-021-04284-5
https://doi.org/10.1016/j.bbrc.2022.07.041
https://doi.org/10.3390/antiox12020310
https://doi.org/10.3389/fimmu.2022.986918
https://doi.org/10.1016/j.jid.2017.08.038
https://doi.org/10.1016/j.jid.2017.08.038
https://doi.org/10.1038/s41586-021-04221-8
https://doi.org/10.1038/s41586-021-04221-8
https://doi.org/10.3978/j.issn.2305-5839.2015.11.36
https://doi.org/10.3978/j.issn.2305-5839.2015.11.36
https://doi.org/10.1155/2022/8498472
https://doi.org/10.1111/pcmr.12955
https://doi.org/10.1111/pcmr.12955
https://doi.org/10.1111/pcmr.13032
https://doi.org/10.1111/pcmr.13032
https://doi.org/10.1016/j.jdermsci.2023.04.006
https://doi.org/10.1016/j.bbrc.2021.05.010
https://doi.org/10.1016/j.phymed.2023.154881
https://doi.org/10.1016/j.phymed.2023.154881
https://doi.org/10.1038/s41572-021-00321-x
https://doi.org/10.1111/imj.15358
https://doi.org/10.1111/imj.15358
https://doi.org/10.1111/joim.12524
https://doi.org/10.1111/joim.12524
https://doi.org/10.1093/ajcn/27.7.681
https://doi.org/10.1093/ajcn/27.7.681
https://doi.org/10.1155/2014/815245
https://doi.org/10.3109/14397595.2015.1054081
https://doi.org/10.3109/14397595.2015.1054081
https://doi.org/10.1007/s00401-017-1731-9
https://doi.org/10.1007/s00401-017-1731-9
https://doi.org/10.1002/path.5309
https://doi.org/10.27740/d.cnki.gqhdx.2021.000298
https://doi.org/10.27740/d.cnki.gqhdx.2021.000298


229. Deng R. Expression and significance of NADPH oxidase-mediated ROS in skeletal
muscle tissues of an animal model of idiopathic inflammatory myopathy [D].
Qinghai Univ. 2022. https://doi.org/10.27740/d.cnki.gqhdx.2021.000143

230. Liu Y, Gao Y, Yang J, Shi C, Wang Y, Xu Y. Nrf2/ARE pathway inhibits inflam-
matory infiltration by macrophage in rats with autoimmune myositis. Mol
Immunol. 2019;105:165–72. https://doi.org/10.1016/j.molimm.2018.11.014

231. Conrad M, Proneth B. Selenium: Tracing Another Essential Element of Ferrop-
totic Cell Death. Cell Chem Biol. 2020;27:409–19. https://doi.org/10.1016/
j.chembiol.2020.03.012

232. Hu Q, Zhang Y, Lou H, Ou Z, Liu J, Duan W, et al. GPX4 and vitamin E coop-
eratively protect hematopoietic stem and progenitor cells from lipid peroxida-
tion and ferroptosis. Cell Death Dis. 2021;12:706. https://doi.org/10.1038/
s41419-021-04008-9

233. Tuo QZ, Masaldan S, Southon A, Mawal C, Ayton S, Bush AI, et al. Character-
ization of Selenium Compounds for Anti-ferroptotic Activity in Neuronal Cells
and After Cerebral Ischemia-Reperfusion Injury. Neurotherapeutics.
2021;18:2682–91. https://doi.org/10.1007/s13311-021-01111-9

234. Foulkes WD, Sewry C, Calam J, Hodgson HJ. Rhabdomyolysis after intramuscular
iron-dextran in malabsorption. Ann Rheum Dis. 1991;50:184–6. https://doi.org/
10.1136/ard.50.3.184

235. Volkmann ER, Andréasson K, Smith V. Systemic sclerosis. Lancet.
2023;401:304–18. https://doi.org/10.1016/S0140-6736(22)01692-0.

236. Bukiri H, Volkmann ER. Current advances in the treatment of systemic sclerosis.
Curr Opin Pharm. 2022;64:102211. https://doi.org/10.1016/j.coph.2022.102211

237. Wu C, Liu J, Chen Z, Wu Y, Gao F. Comprehensive analysis of ferroptosis-related
hub gene signatures as a potential pathogenesis and therapeutic target for
systemic sclerosis: A bioinformatics analysis. Int J Immunopathol Pharm.
2023;37:3946320231187783. https://doi.org/10.1177/03946320231187783

238. Liu Y, Cheng D, Wang Y, Xi S, Wang T, Sun W, et al. UHRF1-mediated ferroptosis
promotes pulmonary fibrosis via epigenetic repression of GPX4 and FSP1 genes.
Cell Death Dis. 2022;13:1070. https://doi.org/10.1038/s41419-022-05515-z

239. Wang Y, Wang C, Jia S, Yu W, Wang F. Mechanism of curcuma oil attenuating
bleomycin-induced pulmonary fibrosis in mice by inhibiting ferroptosis. Chin
Herb Med. 2023;54:5274–82. https://doi.org/10.7501/j.issn.0253-
2670.2023.16.016

240. Velmi C, Generali E, Gershwin ME. Rheumatic Manifestations in Autoimmune
Liver Disease. Rheum Dis Clin North Am. 2018;44:65–87. https://doi.org/10.1016/
j.rdc.2017.09.008

241. Wang CR, Tsai HW. Autoimmune liver diseases in systemic rheumatic diseases.
World J Gastroenterol. 2022;28:2527–45. https://doi.org/10.3748/
wjg.v28.i23.2527

242. Richardson N, Wootton GE, Bozward AG, Oo YH. Challenges and opportunities in
achieving effective regulatory T cell therapy in autoimmune liver disease. Semin
Immunopathol. 2022;44:461–74. https://doi.org/10.1007/s00281-022-00940-w

243. Sucher E, Sucher R, Gradistanac T, Brandacher G, Schneeberger S, Berg T.
Autoimmune Hepatitis-Immunologically Triggered Liver Pathogenesis-
Diagnostic and Therapeutic Strategies. J Immunol Res. 2019;2019:9437043.
https://doi.org/10.1155/2019/9437043

244. Komori A. Recent updates on the management of autoimmune hepatitis. Clin
Mol Hepatol. 2021;27:58–69. https://doi.org/10.3350/cmh.2020.0189

245. Covelli C, Sacchi D, Sarcognato S, Cazzagon N, Grillo F, Baciorri F, et al. Pathology
of autoimmune hepatitis. Pathologica. 2021;113:185–93. https://doi.org/
10.32074/1591-951X-241

246. Deng G, Li Y, Ma S, Gao Z, Zeng T, Chen L, et al. Caveolin-1 dictates ferroptosis in
the execution of acute immune-mediated hepatic damage by attenuating
nitrogen stress. Free Radic Biol Med. 2020;148:151–61. https://doi.org/10.1016/
j.freeradbiomed.2019.12.026

247. Zeng T, Deng G, Zhong W, Gao Z, Ma S, Mo C, et al. Indoleamine 2,
3-dioxygenase 1enhanceshepatocytes ferroptosis in acute immune hepatitis
associated with excess nitrative stress. Free Radic Biol Med. 2020;152:668–79.
https://doi.org/10.1016/j.freeradbiomed.2020.01.009

248. Jiang H, Fang Y, Wang Y, Li T, Lin H, Lin J, et al. FGF4 improves hepatocytes
ferroptosis in autoimmune hepatitis mice via activation of CISD3. Int Immuno-
pharmacol. 2023;116:109762. https://doi.org/10.1016/j.intimp.2023.109762

249. Zhu L, Chen D, Zhu Y, Pan T, Xia D, Cai T, et al. GPX4-Regulated Ferroptosis
Mediates S100-Induced Experimental Autoimmune Hepatitis Associated with
the Nrf2/HO-1 Signaling Pathway. Oxid Med Cell Longev. 2021;21:6551069.
https://doi.org/10.1155/2021/6551069

250. Liu Y, Chen H, Hao J, Li Z, Hou T, Hao H. Characterization and functional pre-
diction of the microRNAs differentially expressed in a mouse model of con-
canavalin A-induced autoimmune hepatitis. Int J Med Sci. 2020;17:2312–27.
https://doi.org/10.7150/ijms.47766

251. Negrini S, Emmi G, Greco M, Borro M, Sardanelli F, Murdaca G, et al. Sjögren’s
syndrome: a systemic autoimmune disease. Clin Exp Med. 2022;22:9–25. https://
doi.org/10.1007/s10238-021-00728-6

252. Zhan Q, Zhang J, Lin Y, Chen W, Fan X, Zhang D. Pathogenesis and treatment of
Sjogren’s syndrome: Review and update. Front Immunol. 2023;14:1127417.
https://doi.org/10.3389/fimmu.2023.1127417

253. Jonsson R. Disease mechanisms in Sjögren’s syndrome: What do we know?
Scand J Immunol. 2022;95:e13145. https://doi.org/10.1111/sji.13145

254. Yang H, Sun C, Wang X, Wang T, Xie C, Li Z Identification of ferroptosis-related
diagnostic markers in primary Sjögren’s syndrome based on machine learning.
Med Oral Patol Oral Cir Bucal. 2023:26190. https://doi.org/10.4317/
medoral.26190

255. Peng X, Hou L, Wu X, Liu Z, Wang Y, Zeng P, et al. The plasma exosomes from
patients with primary Sjögren’s syndrome contain epithelial cell-derived pro-
teins involved in ferroptosis. J Mol Med (Berl). 2023;101:1289–304. https://
doi.org/10.1007/s00109-023-02361-0

256. Cao T, Zhou J, Liu Q, Mao T, Chen B, Wu Q, et al. Interferon-γ induces salivary
gland epithelial cell ferroptosis in Sjogren’s syndrome via JAK/STAT1-mediated
inhibition of system Xc. Free Radic Biol Med. 2023;205:116–28. https://doi.org/
10.1016/j.freeradbiomed.2023.05.027

257. Chu WX, Ding C, Du ZH, Wei P, Wang YX, Ge XJ, et al. SHED-exos promote saliva
secretion by suppressing p-ERK1/2-mediated apoptosis in glandular cells. Oral
Dis. 2023. https://doi.org/10.1111/odi.14776.

258. Bisgaard TH, Allin KH, Keefer L, Ananthakrishnan AN, Jess T. Depression and
anxiety in inflammatory bowel disease: epidemiology, mechanisms and treat-
ment. Nat Rev Gastroenterol Hepatol. 2022;19:717–26. https://doi.org/10.1038/
s41575-022-00634-6

259. Massironi S, Viganò C, Palermo A, Pirola L, Mulinacci G, Allocca M, et al.
Inflammation and malnutrition in inflammatory bowel disease. Lancet Gastro-
enterol Hepatol. 2023;8:579–90. https://doi.org/10.1016/S2468-1253(23)00011-0

260. Kostic AD, Xavier RJ, Gevers D. The microbiome in inflammatory bowel disease:
current status and the future ahead. Gastroenterology. 2014;146:1489–99.
https://doi.org/10.1053/j.gastro.2014.02.009

261. Xu M, Tao J, Yang Y, Tan S, Liu H, Jiang J, et al. Ferroptosis involves in intestinal
epithelial cell death in ulcerative colitis. Cell Death Dis. 2020;11:86. https://
doi.org/10.1038/s41419-020-2299-1

262. Wang S, Liu W, Wang J, Bai X. Curculigoside inhibits ferroptosis in ulcerative
colitis through the induction of GPX4. Life Sci. 2020;259:118356. https://doi.org/
10.1016/j.lfs.2020.118356

263. Chen Y, Zhang P, Chen W, Chen G. Ferroptosis mediated DSS-induced ulcerative
colitis associated with Nrf2/HO-1 signaling pathway. Immunol Lett.
2020;225:9–15. https://doi.org/10.1016/j.imlet.2020.06.005

264. Chen X, Comish PB, Tang D, Kang R. Characteristics and Biomarkers of Ferrop-
tosis. Front Cell Dev Biol. 2021;9:637162. https://doi.org/10.3389/
fcell.2021.637162

265. Gu K, Wu A, Yu B, Zhang T, Lai X, Chen J, et al. Iron overload induces colitis by
modulating ferroptosis and interfering gut microbiota in mice. Sci Total Environ.
2023;905:167043. https://doi.org/10.1016/j.scitotenv.2023.167043

266. Luo L, Zhang S, Guo N, Li H, He S. ACSF2-mediated ferroptosis is involved in
ulcerative colitis. Life Sci. 2023;313:121272. https://doi.org/10.1016/
j.lfs.2022.121272

267. Chen Y, Yan W, Chen Y, Zhu J, Wang J, Jin H, et al. SLC6A14 facilitates epithelial
cell ferroptosis via the C/EBPβ-PAK6 axis in ulcerative colitis. Cell Mol Life Sci.
2022;79:563. https://doi.org/10.1007/s00018-022-04594-7

268. Zhou WX, Wu XR, Bennett AE, Shen B. Endoscopic and histologic abnormalities
of gastrointestinal tract in patients with hereditary hemochromatosis. J Clin
Gastroenterol. 2014;48:336–42. https://doi.org/10.1097/
MCG.0b013e3182a9be10

269. Lee TW, Kolber MR, Fedorak RN, van Zanten SV. Iron replacement therapy in
inflammatory bowel disease patients with iron deficiency anemia: a systematic
review and meta-analysis. J Crohns Colitis. 2012;6:267–75. https://doi.org/
10.1016/j.crohns.2011.09.010

270. Lee T, Clavel T, Smirnov K, Schmidt A, Lagkouvardos I, Walker A, et al. Oral versus
intravenous iron replacement therapy distinctly alters the gut microbiota and
metabolome in patients with IBD. Gut. 2017;66:863–71. https://doi.org/10.1136/
gutjnl-2015-309940

271. Qi X, Zhang Y, Guo H, Hai Y, Luo Y, Yue T. Mechanism and intervention measures
of iron side effects on the intestine. Crit Rev Food Sci Nutr. 2020;60:2113–25.
https://doi.org/10.1080/10408398.2019.1630599

272. Kobayashi Y, Ohfuji S, Kondo K, Fukushima W, Sasaki S, Kamata N, et al. Japa-
nese Case-Control Study Group for Ulcerative Colitis. Association between
dietary iron and zinc intake and development of ulcerative colitis: A case-control
study in Japan. J Gastroenterol Hepatol. 2019;34:1703–10. https://doi.org/
10.1111/jgh.14642

273. Yue SJ, Qin YF, Kang A, Tao HJ, Zhou GS, Chen YY, et al. Total Flavonoids of
Glycyrrhiza uralensis Alleviates Irinotecan-Induced Colitis via Modification of Gut
Microbiota and Fecal Metabolism. Front Immunol. 2021;12:628358. https://
doi.org/10.3389/fimmu.2021.628358

L. Zeng et al.

30

Cell Death and Disease          (2024) 15:481 

https://doi.org/10.27740/d.cnki.gqhdx.2021.000143
https://doi.org/10.1016/j.molimm.2018.11.014
https://doi.org/10.1016/j.chembiol.2020.03.012
https://doi.org/10.1016/j.chembiol.2020.03.012
https://doi.org/10.1038/s41419-021-04008-9
https://doi.org/10.1038/s41419-021-04008-9
https://doi.org/10.1007/s13311-021-01111-9
https://doi.org/10.1136/ard.50.3.184
https://doi.org/10.1136/ard.50.3.184
https://doi.org/10.1016/S0140-6736(22)01692-0
https://doi.org/10.1016/j.coph.2022.102211
https://doi.org/10.1177/03946320231187783
https://doi.org/10.1038/s41419-022-05515-z
https://doi.org/10.7501/j.issn.0253-2670.2023.16.016
https://doi.org/10.7501/j.issn.0253-2670.2023.16.016
https://doi.org/10.1016/j.rdc.2017.09.008
https://doi.org/10.1016/j.rdc.2017.09.008
https://doi.org/10.3748/wjg.v28.i23.2527
https://doi.org/10.3748/wjg.v28.i23.2527
https://doi.org/10.1007/s00281-022-00940-w
https://doi.org/10.1155/2019/9437043
https://doi.org/10.3350/cmh.2020.0189
https://doi.org/10.32074/1591-951X-241
https://doi.org/10.32074/1591-951X-241
https://doi.org/10.1016/j.freeradbiomed.2019.12.026
https://doi.org/10.1016/j.freeradbiomed.2019.12.026
https://doi.org/10.1016/j.freeradbiomed.2020.01.009
https://doi.org/10.1016/j.intimp.2023.109762
https://doi.org/10.1155/2021/6551069
https://doi.org/10.7150/ijms.47766
https://doi.org/10.1007/s10238-021-00728-6
https://doi.org/10.1007/s10238-021-00728-6
https://doi.org/10.3389/fimmu.2023.1127417
https://doi.org/10.1111/sji.13145
https://doi.org/10.4317/medoral.26190
https://doi.org/10.4317/medoral.26190
https://doi.org/10.1007/s00109-023-02361-0
https://doi.org/10.1007/s00109-023-02361-0
https://doi.org/10.1016/j.freeradbiomed.2023.05.027
https://doi.org/10.1016/j.freeradbiomed.2023.05.027
https://doi.org/10.1111/odi.14776
https://doi.org/10.1038/s41575-022-00634-6
https://doi.org/10.1038/s41575-022-00634-6
https://doi.org/10.1016/S2468-1253(23)00011-0
https://doi.org/10.1053/j.gastro.2014.02.009
https://doi.org/10.1038/s41419-020-2299-1
https://doi.org/10.1038/s41419-020-2299-1
https://doi.org/10.1016/j.lfs.2020.118356
https://doi.org/10.1016/j.lfs.2020.118356
https://doi.org/10.1016/j.imlet.2020.06.005
https://doi.org/10.3389/fcell.2021.637162
https://doi.org/10.3389/fcell.2021.637162
https://doi.org/10.1016/j.scitotenv.2023.167043
https://doi.org/10.1016/j.lfs.2022.121272
https://doi.org/10.1016/j.lfs.2022.121272
https://doi.org/10.1007/s00018-022-04594-7
https://doi.org/10.1097/MCG.0b013e3182a9be10
https://doi.org/10.1097/MCG.0b013e3182a9be10
https://doi.org/10.1016/j.crohns.2011.09.010
https://doi.org/10.1016/j.crohns.2011.09.010
https://doi.org/10.1136/gutjnl-2015-309940
https://doi.org/10.1136/gutjnl-2015-309940
https://doi.org/10.1080/10408398.2019.1630599
https://doi.org/10.1111/jgh.14642
https://doi.org/10.1111/jgh.14642
https://doi.org/10.3389/fimmu.2021.628358
https://doi.org/10.3389/fimmu.2021.628358


274. Liu J, Sun L, Chen D, Huo X, Tian X, Li J, et al. Prdx6-induced inhibition of
ferroptosis in epithelial cells contributes to liquiritin-exerted alleviation of colitis.
Food Funct. 2022;13:9470–80. https://doi.org/10.1039/d2fo00945e

275. Mayr L, Grabherr F, Schwärzler J, Reitmeier I, Sommer F, Gehmacher T, et al.
Dietary lipids fuel GPX4-restricted enteritis resembling Crohn’s disease. Nat
Commun. 2020;11:1775. https://doi.org/10.1038/s41467-020-15646-6

276. Grabherr F, Myer M, SchmitZ JJ, Schwrzler J, Mayr L, Philipp M et al. P085 Paneth
cells translate dietary lipid exposure into gut inflammation. J Crohns
Colitis,2022.16(Supplement_1):i184–185. https://doi.org/10.1093/ecco-jcc/
jjab232.214

277. Feng S, Tang D, Wang Y, Li X, Bao H, Tang C, et al. The mechanism of ferroptosis
and its related diseases. Mol Biomed. 2023;4:33. https://doi.org/10.1186/s43556-
023-00142-2

278. Fan BY, Pang YL, Li WX, Zhao CX, Zhang Y, Wang X, et al. Liproxstatin-1 is an
effective inhibitor of oligodendrocyte ferroptosis induced by inhibition of glu-
tathione peroxidase 4. Neural Regen Res. 2021;16:561–6. https://doi.org/
10.4103/1673-5374.293157

279. Li J, Tian X, Liu J, Mo Y, Guo X, Qiu Y, et al. Therapeutic material basis and
underling mechanisms of Shaoyaooction-exerted alleviation effects of colitis
based on GPX4-regulated ferroptosis in epithelial cells. Chin Med. 2022;17:96.
https://doi.org/10.1186/s13020-022-00652-1

280. Ito M, Tanaka T, Nangaku M. Nuclear factor erythroid 2-related factor 2 as a
treatment target of kidney diseases. Curr Opin Nephrol Hypertens.
2020;29:128–35. https://doi.org/10.1097/MNH.0000000000000556

281. Mei Y, Wang Z, Zhang Y, Wan T, Xue J, He W, et al. FA-97, a New Synthetic
Caffeic Acid Phenethyl Ester Derivative, Ameliorates DSS-Induced Colitis Against
Oxidative Stress by Activating Nrf2/HO-1 Pathway. Front Immunol.
2020;10:2969. https://doi.org/10.3389/fimmu.2019.02969

282. Dong S, Lu Y, Peng G, Li J, Li W, Li M, et al. Furin inhibits epithelial cell injury and
alleviates experimental colitis by activating the Nrf2-Gpx4 signaling pathway.
Dig Liver Dis. 2021;53:1276–85. https://doi.org/10.1016/j.dld.2021.02.011

283. Ahmed I, Manno FAM, Manno SHC, Liu Y, Zhang Y, Lau C. Detection of lithium in
breast milk and in situ elemental analysis of the mammary gland. Biomed Opt
Express. 2018;9:4184–95. https://doi.org/10.1364/BOE.9.004184

284. Park EJ, Park YJ, Lee SJ, Lee K, Yoon C. Whole cigarette smoke condensates
induce ferroptosis in human bronchial epithelial cells. Toxicol Lett.
2019;303:55–66. https://doi.org/10.1016/j.toxlet.2018.12.007

285. Chen J, Stark LA. Crosstalk between NF-κB and Nucleoli in the Regulation of
Cellular Homeostasis. Cells. 2018;7:157. https://doi.org/10.3390/cells7100157

286. Zhong W, Xia Z, Hinrichs D, Rosenbaum JT, Wegmann KW, Meyrowitz J, et al.
Hemin exerts multiple protective mechanisms and attenuates dextran sulfate
sodium-induced colitis. J Pediatr Gastroenterol Nutr. 2010;50:132–9. https://
doi.org/10.1097/MPG.0b013e3181c61591

287. Chen Y, Wang J, Li J, Zhu J, Wang R, Xi Q, et al. Astragalus polysaccharide
prevents ferroptosis in a murine model of experimental colitis and human Caco-
2 cells via inhibiting NRF2/HO-1 pathway. Eur J Pharm. 2021;911:174518. https://
doi.org/10.1016/j.ejphar.2021.174518

288. Adedoyin O, Boddu R, Traylor A, Lever JM, Bolisetty S, George JF, et al. Heme
oxygenase-1 mitigates ferroptosis in renal proximal tubule cells. Am J Physiol
Ren Physiol. 2018;314:F702–F714. https://doi.org/10.1152/ajprenal.00044.2017

289. Miotto G, Rossetto M, Di Paolo ML, Orian L, Venerando R, Roveri A, et al. Insight
into the mechanism of ferroptosis inhibition by ferrostatin-1. Redox Biol.
2020;28:101328. https://doi.org/10.1016/j.redox.2019.101328

290. Saito R, Nakauchi H, Watanabe S. Serine/threonine kinase, Melk, regulates
proliferation and glial differentiation of retinal progenitor cells. Cancer Sci.
2012;103:42–9. https://doi.org/10.1111/j.1349-7006.2011.02104.x

291. Tang B, Zhu J, Fang S, Wang Y, Vinothkumar R, Li M, et al. Pharmacological
inhibition of MELK restricts ferroptosis and the inflammatory response in colitis
and colitis-propelled carcinogenesis. Free Radic Biol Med. 2021;172:312–29.
https://doi.org/10.1016/j.freeradbiomed.2021.06.012

292. Patterson E, Wall R, Fitzgerald GF, Ross RP, Stanton C. Health implications of high
dietary omega-6 polyunsaturated Fatty acids. J Nutr Metab. 2012;2012:539426.
https://doi.org/10.1155/2012/539426

293. Irish A, Dogra G, Mori T, Beller E, Heritier S, Hawley C, et al. Preventing AVF
thrombosis: the rationale and design of the Omega-3 fatty acids (Fish Oils) and
Aspirin in Vascular access OUtcomes in REnal Disease (FAVOURED) study. BMC
Nephrol. 2009;10:1. https://doi.org/10.1186/1471-2369-10-1

294. Magtanong L, Ko PJ, To M, Cao JY, Forcina GC, Tarangelo A, et al. Exogenous
Monounsaturated Fatty Acids Promote a Ferroptosis-Resistant Cell State. Cell
Chem Biol. 2019;26:420–32.e9. https://doi.org/10.1016/j.chembiol.2018.11.016

295. Farsi F, Ebrahimi-Daryani N, Golab F, Akbari A, Janani L, Karimi MY, et al. A
randomized controlled trial on the coloprotective effect of coenzyme Q10 on
immune-inflammatory cytokines, oxidative status, antimicrobial peptides, and
microRNA-146a expression in patients with mild-to-moderate ulcerative colitis.
Eur J Nutr. 2021;60:3397–410. https://doi.org/10.1007/s00394-021-02514-2

296. Wu Y, Ran L, Yang Y, Gao X, Peng M, Liu S, et al. Deferasirox alleviates DSS-
induced ulcerative colitis in mice by inhibiting ferroptosis and improving
intestinal microbiota. Life Sci. 2023;314:121312. https://doi.org/10.1016/
j.lfs.2022.121312

297. Zhang X, Ma Y, Ji J, Zhao X, Yuan J, Wang H, et al. High-fat diet alleviates
colitis by inhibiting ferroptosis via solute carrier family seven member 11. J
Nutr Biochem. 2022;109:109106. https://doi.org/10.1016/
j.jnutbio.2022.109106

298. Panda SK, Peng V, Sudan R, Ulezko Antonova A, Di Luccia B, Ohara TE, et al.
Repression of the aryl-hydrocarbon receptor prevents oxidative stress and fer-
roptosis of intestinal intraepithelial lymphocytes. Immunity. 2023;56:797–812.e4.
https://doi.org/10.1016/j.immuni.2023.01.023

299. Sun SP, Lu YF, Li H, Weng CY, Chen JJ, Lou YJ, et al. AMPK activation alleviated
dextran sulfate sodium-induced colitis by inhibiting ferroptosis. J Dig Dis.
2023;24:213–23.

300. Jiang P, Zhai Z, Zhao L, Zhang K, Duan L. α-Lipoic acid alleviates dextran sulfate
sodium salt-induced ulcerative colitis via modulating the Keap1-Nrf2 signaling
pathway and inhibiting ferroptosis. J Sci Food Agric. 2024;104:1679–90. https://
doi.org/10.1002/jsfa.13053

301. Gao Y, Zhang Z, Du J, Yang X, Wang X, Wen K, et al. Xue-Jie-San restricts
ferroptosis in Crohn’s disease via inhibiting FGL1/NF-κB/STAT3 positive feed-
back loop. Front Pharm. 2023;14:1148770. https://doi.org/10.3389/
fphar.2023.1148770

302. Wang H, Sun Y, Xiao FJ, Zhao X, Zhang WY, Xia YJ, et al. Mesenchymal Stem Cells
Ameliorate DSS-Induced Experimental Colitis by Modulating the Gut Microbiota
and MUC-1 Pathway. J Inflamm Res. 2023;16:2023–39. https://doi.org/10.2147/
JIR.S402592

303. Yang X, Sun X, Zhou F, Xiao S, Zhong L, Hu S, et al. Protocatechuic Acid Alle-
viates Dextran-Sulfate-Sodium-Induced Ulcerative Colitis in Mice via the Reg-
ulation of Intestinal Flora and Ferroptosis. Molecules. 2023;28:3775. https://
doi.org/10.3390/molecules28093775

304. Cheng J, Liu D, Huang Y, Chen L, Li Y, Yang Z, et al. Phlorizin Mitigates Dextran
Sulfate Sodium-Induced Colitis in Mice by Modulating Gut Microbiota and
Inhibiting Ferroptosis. J Agric Food Chem. 2023;71:16043–56. https://doi.org/
10.1021/acs.jafc.3c01497

305. Arenbaoligao, Guo X, Xiong J, Zhang S, Yang Y, Chen D, et al. Kumatakenin
inhibited iron-ferroptosis in epithelial cells from colitis mice by regulating the
Eno3-IRP1-axis. Front Pharm. 2023;14:1127931. https://doi.org/10.3389/
fphar.2023.1127931

306. Wu YT, Zhong LS, Huang C, Guo YY, Jin FJ, Hu YZ, et al. β-Caryophyllene Acts as
a Ferroptosis Inhibitor to Ameliorate Experimental Colitis. Int J Mol Sci.
2022;23:16055. https://doi.org/10.3390/ijms232416055

307. Nieto-Aristizábal I, Mera JJ, Giraldo JD, Lopez-Arevalo H, Tobón GJ. From ocular
immune privilege to primary autoimmune diseases of the eye. Autoimmun Rev.
2022;21:103122. https://doi.org/10.1016/j.autrev.2022.103122

308. Turk MA, Hayworth JL, Nevskaya T, Pope JE. Ocular Manifestations in Rheu-
matoid Arthritis, Connective Tissue Disease, and Vasculitis: A Systematic Review
and Metaanalysis. J Rheumatol. 2021;48:25–34. https://doi.org/10.3899/
jrheum.190768

309. Wei Y, Li N, Zhao L, Yang C, Ma B, Li X, et al. MicroRNAs and Autoimmune-
Mediated Eye Diseases. Front Cell Dev Biol. 2020;8:818. https://doi.org/10.3389/
fcell.2020.00818

310. Liu Y, Bell BA, Song Y, Kim HJ, Sterling JK, Kim BJ, et al. Intraocular iron injection
induces oxidative stress followed by elements of geographic atrophy and
sympathetic ophthalmia. Aging Cell. 2021;20:e13490. https://doi.org/10.1111/
acel.13490

311. Chen J, Zhou J, Kelly M, Holbein BE, Lehmann C. Iron chelation for the treatment
of uveitis. Med Hypotheses. 2017;103:1–4. https://doi.org/10.1016/
j.mehy.2017.03.029

312. Willermain F, Rosenbaum JT, Bodaghi B, Rosenzweig HL, Childers S, Behrend T,
et al. Interplay between innate and adaptive immunity in the development of
non-infectious uveitis. Prog Retin Eye Res. 2012;31:182–94. https://doi.org/
10.1016/j.preteyeres.2011.11.004

313. Ung L, Pattamatta U, Carnt N, Wilkinson-Berka JL, Liew G, White AJR. Oxidative
stress and reactive oxygen species: a review of their role in ocular disease. Clin
Sci (Lond). 2017;131:2865–83. https://doi.org/10.1042/CS20171246

314. Dammak A, Pastrana C, Martin-Gil A, Carpena-Torres C, Peral Cerda A, Simovart
M, et al. Oxidative Stress in the Anterior Ocular Diseases: Diagnostic and
Treatment. Biomedicines. 2023;11:292. https://doi.org/10.3390/
biomedicines11020292

315. Lee S, Hwang N, Seok BG, Lee S, Lee SJ, Chung SW. Autophagy mediates an
amplification loop during ferroptosis. Cell Death Dis. 2023;14:464. https://
doi.org/10.1038/s41419-023-05978-8

316. Tan M, Yin Y, Ma X, Zhang J, Pan W, Tan M, et al. Glutathione system
enhancement for cardiac protection: pharmacological options against oxidative

L. Zeng et al.

31

Cell Death and Disease          (2024) 15:481 

https://doi.org/10.1039/d2fo00945e
https://doi.org/10.1038/s41467-020-15646-6
https://doi.org/10.1093/ecco-jcc/jjab232.214
https://doi.org/10.1093/ecco-jcc/jjab232.214
https://doi.org/10.1186/s43556-023-00142-2
https://doi.org/10.1186/s43556-023-00142-2
https://doi.org/10.4103/1673-5374.293157
https://doi.org/10.4103/1673-5374.293157
https://doi.org/10.1186/s13020-022-00652-1
https://doi.org/10.1097/MNH.0000000000000556
https://doi.org/10.3389/fimmu.2019.02969
https://doi.org/10.1016/j.dld.2021.02.011
https://doi.org/10.1364/BOE.9.004184
https://doi.org/10.1016/j.toxlet.2018.12.007
https://doi.org/10.3390/cells7100157
https://doi.org/10.1097/MPG.0b013e3181c61591
https://doi.org/10.1097/MPG.0b013e3181c61591
https://doi.org/10.1016/j.ejphar.2021.174518
https://doi.org/10.1016/j.ejphar.2021.174518
https://doi.org/10.1152/ajprenal.00044.2017
https://doi.org/10.1016/j.redox.2019.101328
https://doi.org/10.1111/j.1349-7006.2011.02104.x
https://doi.org/10.1016/j.freeradbiomed.2021.06.012
https://doi.org/10.1155/2012/539426
https://doi.org/10.1186/1471-2369-10-1
https://doi.org/10.1016/j.chembiol.2018.11.016
https://doi.org/10.1007/s00394-021-02514-2
https://doi.org/10.1016/j.lfs.2022.121312
https://doi.org/10.1016/j.lfs.2022.121312
https://doi.org/10.1016/j.jnutbio.2022.109106
https://doi.org/10.1016/j.jnutbio.2022.109106
https://doi.org/10.1016/j.immuni.2023.01.023
https://doi.org/10.1002/jsfa.13053
https://doi.org/10.1002/jsfa.13053
https://doi.org/10.3389/fphar.2023.1148770
https://doi.org/10.3389/fphar.2023.1148770
https://doi.org/10.2147/JIR.S402592
https://doi.org/10.2147/JIR.S402592
https://doi.org/10.3390/molecules28093775
https://doi.org/10.3390/molecules28093775
https://doi.org/10.1021/acs.jafc.3c01497
https://doi.org/10.1021/acs.jafc.3c01497
https://doi.org/10.3389/fphar.2023.1127931
https://doi.org/10.3389/fphar.2023.1127931
https://doi.org/10.3390/ijms232416055
https://doi.org/10.1016/j.autrev.2022.103122
https://doi.org/10.3899/jrheum.190768
https://doi.org/10.3899/jrheum.190768
https://doi.org/10.3389/fcell.2020.00818
https://doi.org/10.3389/fcell.2020.00818
https://doi.org/10.1111/acel.13490
https://doi.org/10.1111/acel.13490
https://doi.org/10.1016/j.mehy.2017.03.029
https://doi.org/10.1016/j.mehy.2017.03.029
https://doi.org/10.1016/j.preteyeres.2011.11.004
https://doi.org/10.1016/j.preteyeres.2011.11.004
https://doi.org/10.1042/CS20171246
https://doi.org/10.3390/biomedicines11020292
https://doi.org/10.3390/biomedicines11020292
https://doi.org/10.1038/s41419-023-05978-8
https://doi.org/10.1038/s41419-023-05978-8


stress and ferroptosis. Cell Death Dis. 2023;14:131. https://doi.org/10.1038/
s41419-023-05645-y

317. Arora N, Caldwell A, Wafa K, Szczesniak A, Caldwell M, Al-Banna N, et al. DIBI, a
polymeric hydroxypyridinone iron chelator, reduces ocular inflammation in local
and systemic endotoxin-induced uveitis. Clin Hemorheol Microcirc.
2018;69:153–64. https://doi.org/10.3233/CH-189109

318. Rao NA, Romero JL, Fernandez MA, Sevanian A, Marak GE Jr. Effect of iron
chelation on severity of ocular inflammation in an animal model. Arch Oph-
thalmol. 1986;104:1369–71.

319. Jayaram H, Kolko M, Friedman DS, Gazzard G. Glaucoma: now and beyond.
Lancet. 2023;402:1788–801. https://doi.org/10.1016/S0140-6736(23)01289-8

320. Chen H, Cho KS, Vu THK, Shen CH, Kaur M, Chen G, et al. Commensal microflora-
induced T cell responses mediate progressive neurodegeneration in glaucoma.
Nat Commun. 2018;9:3209. https://doi.org/10.1038/s41467-018-05681-9

321. Yang M, So KF, Lam WC, Yin Lo AC. Ferroptosis and glaucoma: implications in
retinal ganglion cell damage and optic nerve survival. Neural Regen Res.
2023;18:545–6. https://doi.org/10.4103/1673-5374.350196

322. Sun MT, Tran M, Singh K, Chang R, Wang H, Sun Y. Glaucoma and Myopia:
Diagnostic Challenges. Biomolecules. 2023;13:562. https://doi.org/10.3390/
biom13030562

323. Yao F, Peng J, Zhang E, Ji D, Gao Z, Tang Y, et al. Pathologically high intraocular
pressure disturbs normal iron homeostasis and leads to retinal ganglion cell
ferroptosis in glaucoma. Cell Death Differ. 2023;30:69–81. https://doi.org/
10.1038/s41418-022-01046-4

324. Du Y, Guo Z. Recent progress in ferroptosis: inducers and inhibitors. Cell Death
Discov. 2022;8:501. https://doi.org/10.1038/s41420-022-01297-7

325. Liu J, Hong M, Li Y, Chen D, Wu Y, Hu Y. Programmed Cell Death Tunes Tumor
Immunity. Front Immunol. 2022;13:847345. https://doi.org/10.3389/
fimmu.2022.847345

326. Kalus P, De Munck J, Vanbellingen S, Carreer L, Laeremans T, Broos K, et al.
Oncolytic Herpes Simplex Virus Type 1 Induces Immunogenic Cell Death
Resulting in Maturation of BDCA-1+ Myeloid Dendritic Cells. Int J Mol Sci.
2022;23:4865. https://doi.org/10.3390/ijms23094865

327. Weng W, Hu Z, Pan Y. Macrophage Extracellular Traps: Current Opinions and the
State of Research regarding Various Diseases. J Immunol Res.
2022;2022:7050807. https://doi.org/10.1155/2022/7050807

328. Cui S, Ghai A, Deng Y, Li S, Zhang R, Egbulefu C, et al. Identification of hyperoxidized
PRDX3 as a ferroptosis marker reveals ferroptotic damage in chronic liver diseases.
Mol Cell. 2023;83:3931–9.e5. https://doi.org/10.1016/j.molcel.2023.09.025

329. Liang D, Feng Y, Zandkarimi F, Wang H, Zhang Z, Kim J, et al. Ferroptosis
surveillance independent of GPX4 and differentially regulated by sex hormones.
Cell. 2023;186:2748–64.e22. https://doi.org/10.1016/j.cell.2023.05.003

330. Ding Y, Chen X, Liu C, Ge W, Wang Q, Hao X, et al. Identification of a small
molecule as inducer of ferroptosis and apoptosis through ubiquitination of
GPX4 in triple negative breast cancer cells. J Hematol Oncol. 2021;14:19.
https://doi.org/10.1186/s13045-020-01016-8

331. Gaschler MM, Andia AA, Liu H, Csuka JM, Hurlocker B, Vaiana CA, et al. FINO2
initiates ferroptosis through GPX4 inactivation and iron oxidation. Nat Chem
Biol. 2018;14:507–15. https://doi.org/10.1038/s41589-018-0031-6

332. Cotticelli MG, Xia S, Lin D, Lee T, Terrab L, Wipf P, et al. Ferroptosis as a Novel
Therapeutic Target for Friedreich’s Ataxia. J Pharm Exp Ther. 2019;369:47–54.
https://doi.org/10.1124/jpet.118.252759

333. Chen C, Wang D, Yu Y, Zhao T, Min N, Wu Y, et al. Legumain promotes tubular
ferroptosis by facilitating chaperone-mediated autophagy of GPX4 in AKI. Cell
Death Dis. 2021;12:65. https://doi.org/10.1038/s41419-020-03362-4

334. Birsen R, Larrue C, Decroocq J, Johnson N, Guiraud N, Gotanegre M, et al.
APR-246 induces early cell death by ferroptosis in acute myeloid leukemia.
Haematologica. 2022;107:403–16. https://doi.org/10.3324/
haematol.2020.259531

335. Dai C, Chen X, Li J, Comish P, Kang R, Tang D. Transcription factors in ferroptotic
cell death. Cancer Gene Ther. 2020;27:645–56. https://doi.org/10.1038/s41417-
020-0170-2

336. Eaton JK, Furst L, Ruberto RA, Moosmayer D, Hilpmann A, Ryan MJ, et al.
Selective covalent targeting of GPX4 using masked nitrile-oxide electrophiles.
Nat Chem Biol. 2020;16:497–506. https://doi.org/10.1038/s41589-020-0501-5

337. Li N, Wang W, Zhou H, Wu Q, Duan M, Liu C, et al. Ferritinophagy-mediated
ferroptosis is involved in sepsis-induced cardiac injury. Free Radic Biol Med.
2020;160:303–18. https://doi.org/10.1016/j.freeradbiomed.2020.08.009

338. Li S, Zheng L, Zhang J, Liu X, Wu Z. Inhibition of ferroptosis by up-regulating
Nrf2 delayed the progression of diabetic nephropathy. Free Radic Biol Med.
2021;162:435–49. https://doi.org/10.1016/j.freeradbiomed.2020.10.323

339. Mansour HM, F Mohamed A, Khattab MM, El-Khatib AS. Lapatinib ditosylate
rescues motor deficits in rotenone-intoxicated rats: Potential repurposing of
anti-cancer drug as a disease-modifying agent in Parkinson’s disease. Eur J
Pharm. 2023;954:175875. https://doi.org/10.1016/j.ejphar.2023.175875

340. Li S, Zhou C, Zhu Y, Chao Z, Sheng Z, Zhang Y, et al. Ferrostatin-1 alleviates
angiotensin II (Ang II)- induced inflammation and ferroptosis in astrocytes. Int
Immunopharmacol. 2021;90:107179. https://doi.org/10.1016/
j.intimp.2020.107179

341. Bai T, Li M, Liu Y, Qiao Z, Wang Z. Inhibition of ferroptosis alleviates athero-
sclerosis through attenuating lipid peroxidation and endothelial dysfunction in
mouse aortic endothelial cell. Free Radic Biol Med. 2020;160:92–102. https://
doi.org/10.1016/j.freeradbiomed.2020.07.026

342. Wang GL, Semenza GL. Desferrioxamine induces erythropoietin gene expression
and hypoxia-inducible factor 1 DNA-binding activity: implications for models of
hypoxia signal transduction. Blood. 1993;82:3610–5.

343. Yao X, Zhang Y, Hao J, Duan HQ, Zhao CX, Sun C, et al. Deferoxamine promotes
recovery of traumatic spinal cord injury by inhibiting ferroptosis. Neural Regen
Res. 2019;14:532–41. https://doi.org/10.4103/1673-5374.245480

344. Manabe E, Ito S, Ohno Y, Tanaka T, Naito Y, Sasaki N, et al. Reduced lifespan of
erythrocytes in Dahl/Salt sensitive rats is the cause of the renal proximal tubule
damage. Sci Rep. 2020;10:22023. https://doi.org/10.1038/s41598-020-79146-9

345. Imoto S, Kono M, Suzuki T, Shibuya Y, Sawamura T, Mizokoshi Y, et al. Haemin-
induced cell death in human monocytic cells is consistent with ferroptosis.
Transfus Apher Sci. 2018;57:524–31. https://doi.org/10.1016/j.transci.2018.05.028

346. Nobuta H, Yang N, Ng YH, Marro SG, Sabeur K, Chavali M, et al. Oligodendrocyte
Death in Pelizaeus-Merzbacher Disease Is Rescued by Iron Chelation. Cell Stem
Cell. 2019;25:531–41.e6. https://doi.org/10.1016/j.stem.2019.09.003

347. Dixon SJ, Olzmann JA. The cell biology of ferroptosis. Nat Rev Mol Cell Biol.
2024;25:424–42. https://doi.org/10.1038/s41580-024-00703-5

348. Kuganesan N, Dlamini S, McDaniel J, Tillekeratne VLM, Taylor WR. Identification
and initial characterization of a potent inhibitor of ferroptosis. J Cell Biochem.
2021;122:413–24. https://doi.org/10.1002/jcb.29870

349. Ou Z, Wen Q, Deng Y, Yu Y, Chen Z, Sun L. Cigarette smoking is associated with
high level of ferroptosis in seminal plasma and affects semen quality. Reprod
Biol Endocrinol. 2020;18:55 https://doi.org/10.1186/s12958-020-00615-x

350. Wang Y, Quan F, Cao Q, Lin Y, Yue C, Bi R, et al. Quercetin alleviates acute kidney
injury by inhibiting ferroptosis. J Adv Res. 2020;28:231–43. https://doi.org/
10.1016/j.jare.2020.07.007

351. Jia JN, Yin XX, Li Q, Guan QW, Yang N, Chen KN, et al. Neuroprotective Effects of
the Anti-cancer Drug Lapatinib Against Epileptic Seizures via Suppressing Glu-
tathione Peroxidase 4-Dependent Ferroptosis. Front Pharm. 2020;11:601572.
https://doi.org/10.3389/fphar.2020.601572

352. Hong X, Roh W, Sullivan RJ, Wong KHK, Wittner BS, Guo H, et al. The Lipogenic
Regulator SREBP2 Induces Transferrin in Circulating Melanoma Cells and Sup-
presses Ferroptosis. Cancer Discov. 2021;11:678–95. https://doi.org/10.1158/
2159-8290.CD-19-1500

353. Gupta G, Gliga A, Hedberg J, Serra A, Greco D, Odnevall Wallinder I, et al. Cobalt
nanoparticles trigger ferroptosis-like cell death (oxytosis) in neuronal cells:
Potential implications for neurodegenerative disease. FASEB J. 2020;34:5262–81.
https://doi.org/10.1096/fj.201902191RR

354. Liu Y, Wang W, Li Y, Xiao Y, Cheng J, Jia J. The 5-Lipoxygenase Inhibitor Zileuton
Confers Neuroprotection against Glutamate Oxidative Damage by Inhibiting Fer-
roptosis. Biol Pharm Bull. 2015;38:1234–9. https://doi.org/10.1248/bpb.b15-00048

355. Ates G, Goldberg J, Currais A, Maher P. CMS121, a fatty acid synthase inhibitor,
protects against excess lipid peroxidation and inflammation and alleviates
cognitive loss in a transgenic mouse model of Alzheimer’s disease. Redox Biol.
2020;36:101648. https://doi.org/10.1016/j.redox.2020.101648

356. Kang R, Zeng L, Zhu S, Xie Y, Liu J, Wen Q, et al. Lipid Peroxidation Drives
Gasdermin D-Mediated Pyroptosis in Lethal Polymicrobial Sepsis. Cell Host
Microbe. 2018;24:97–108.e4. https://doi.org/10.1016/j.chom.2018.05.009

357. Peng HY, Lucavs J, Ballard D, Das JK, Kumar A, Wang L, et al. Metabolic
Reprogramming and Reactive Oxygen Species in T Cell Immunity. Front
Immunol. 2021;12:652687. https://doi.org/10.3389/fimmu.2021.652687

ACKNOWLEDGEMENTS
The research is supported by the National Key Research and Development Program
of China (2020YFA0908200 and 2020YFA0710800), the Key Program of the National
Natural Science Foundation of China (81930043 and 82330055), the National Natural
Science Foundation of China (T2225003, 82001719, 52073060, and 61927805), the
Natural Science Foundation of Jiangsu (BE2018707), the Nanjing Medical Science and
Technique Development Foundation (ZKX21019) and the Clinical Trials from Nanjing
Drum Tower Hospital (2022-LCYI-ZD-01).

AUTHOR CONTRIBUTIONS
Liuting Zeng and Lingyun Sun are responsible for the study concept and design.
Liuting Zeng, Kailin Yang, Wensa Hao, Ganpeng Yu, Xiaofei Zhu, Anqi Ge, Junpeng

L. Zeng et al.

32

Cell Death and Disease          (2024) 15:481 

https://doi.org/10.1038/s41419-023-05645-y
https://doi.org/10.1038/s41419-023-05645-y
https://doi.org/10.3233/CH-189109
https://doi.org/10.1016/S0140-6736(23)01289-8
https://doi.org/10.1038/s41467-018-05681-9
https://doi.org/10.4103/1673-5374.350196
https://doi.org/10.3390/biom13030562
https://doi.org/10.3390/biom13030562
https://doi.org/10.1038/s41418-022-01046-4
https://doi.org/10.1038/s41418-022-01046-4
https://doi.org/10.1038/s41420-022-01297-7
https://doi.org/10.3389/fimmu.2022.847345
https://doi.org/10.3389/fimmu.2022.847345
https://doi.org/10.3390/ijms23094865
https://doi.org/10.1155/2022/7050807
https://doi.org/10.1016/j.molcel.2023.09.025
https://doi.org/10.1016/j.cell.2023.05.003
https://doi.org/10.1186/s13045-020-01016-8
https://doi.org/10.1038/s41589-018-0031-6
https://doi.org/10.1124/jpet.118.252759
https://doi.org/10.1038/s41419-020-03362-4
https://doi.org/10.3324/haematol.2020.259531
https://doi.org/10.3324/haematol.2020.259531
https://doi.org/10.1038/s41417-020-0170-2
https://doi.org/10.1038/s41417-020-0170-2
https://doi.org/10.1038/s41589-020-0501-5
https://doi.org/10.1016/j.freeradbiomed.2020.08.009
https://doi.org/10.1016/j.freeradbiomed.2020.10.323
https://doi.org/10.1016/j.ejphar.2023.175875
https://doi.org/10.1016/j.intimp.2020.107179
https://doi.org/10.1016/j.intimp.2020.107179
https://doi.org/10.1016/j.freeradbiomed.2020.07.026
https://doi.org/10.1016/j.freeradbiomed.2020.07.026
https://doi.org/10.4103/1673-5374.245480
https://doi.org/10.1038/s41598-020-79146-9
https://doi.org/10.1016/j.transci.2018.05.028
https://doi.org/10.1016/j.stem.2019.09.003
https://doi.org/10.1038/s41580-024-00703-5
https://doi.org/10.1002/jcb.29870
https://doi.org/10.1186/s12958-020-00615-x
https://doi.org/10.1016/j.jare.2020.07.007
https://doi.org/10.1016/j.jare.2020.07.007
https://doi.org/10.3389/fphar.2020.601572
https://doi.org/10.1158/2159-8290.CD-19-1500
https://doi.org/10.1158/2159-8290.CD-19-1500
https://doi.org/10.1096/fj.201902191RR
https://doi.org/10.1248/bpb.b15-00048
https://doi.org/10.1016/j.redox.2020.101648
https://doi.org/10.1016/j.chom.2018.05.009
https://doi.org/10.3389/fimmu.2021.652687


Chen, Lingyun Sun are responsible for the data collection, data analysis and
interpretation; Liuting Zeng and Kailin Yang drafted the paper; Lingyun Sun
supervised the study; all authors participated in the analysis and interpretation of
data and approved the final paper.

FUNDING
The National Key Research and Development Program of China (2020YFA0908200
and 2020YFA0710800), the Key Program of the National Natural Science Foundation
of China (81930043 and 82330055), the National Natural Science Foundation of China
(T2225003, 82001719, 52073060, and 61927805), the Natural Science Foundation of
Jiangsu (BE2018707), the Nanjing Medical Science and Technique Development
Foundation (ZKX21019) and the Clinical Trials from Nanjing Drum Tower Hospital
(2022-LCYI-ZD-01).

COMPETING INTERESTS
The authors declare no competing interests.

ADDITIONAL INFORMATION
Correspondence and requests for materials should be addressed to Liuting Zeng,
Kailin Yang, Junpeng Chen or Lingyun Sun.

Reprints and permission information is available at http://www.nature.com/
reprints

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

Open Access This article is licensed under a Creative Commons
Attribution 4.0 International License, which permits use, sharing,

adaptation, distribution and reproduction in anymedium or format, as long as you give
appropriate credit to the original author(s) and the source, provide a link to the Creative
Commons licence, and indicate if changes were made. The images or other third party
material in this article are included in the article’s Creative Commons licence, unless
indicated otherwise in a credit line to the material. If material is not included in the
article’s Creative Commons licence and your intended use is not permitted by statutory
regulation or exceeds the permitted use, you will need to obtain permission directly
from the copyright holder. To view a copy of this licence, visit http://
creativecommons.org/licenses/by/4.0/.

© The Author(s) 2024

L. Zeng et al.

33

Cell Death and Disease          (2024) 15:481 

http://www.nature.com/reprints
http://www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/

	Advances in research on immunocyte iron metabolism, ferroptosis, and their regulatory roles in autoimmune and autoinflammatory diseases
	Facts
	Open questions
	Introduction
	Ferroptosis and its characteristics
	Morphological characteristics of ferroptosis
	Biochemical characteristics of ferroptosis
	Molecular mechanism of ferroptosis
	Amino acid metabolism and ferroptosis
	Lipid metabolism and ferroptosis
	Iron metabolism and ferroptosis
	Other metabolic pathways and ferroptosis
	Molecular mechanism of epigenetic modification involved in the regulation of ferroptosis


	The role of ferroptosis key proteins on immune cells
	Effects of ferroptosis key proteins on CD4&#x0002B; and CD8&#x0002B;&#x02009;T cell subsets
	The role of ferroptosis key proteins on B cells
	The role of ferroptosis key proteins on macrophages

	Ferroptosis affects immune cell function
	Ferroptosis releases injury-associated molecular patterns and affects immune cell function
	Ferroptosis releases other molecules that affect immune cell function

	Immune cells affect ferroptosis
	CD8&#x0002B;&#x02009;T cells affect ferroptosis
	Macrophages affect ferroptosis
	Neutrophils affect ferroptosis

	Iron metabolism, ferroptosis in autoimmune diseases
	SLE
	Lupus nephritis (LN)
	Rheumatoid arthritis (RA)
	Neurological autoimmune diseases (NAD)
	Multiple sclerosis (MS)
	Autoimmune diseases of the skin system
	Psoriasis
	Atopic dermatitis, vitiligo, systemic sclerosis-related interstitial lung disease
	Myositis/Dermatomyositis
	Systemic sclerosis (SSc)

	Autoimmune disease hepatitis
	Sjogren&#x02019;s syndrome (SS)
	Inflammatory bowel disease (IBD)
	Ocular autoimmune diseases
	Uveitis
	Glaucoma


	Treatment and mechanism research on autoimmune diseases–inhibitors and inducers of ferroptosis
	Ferroptosis-related inducers
	Ferroptosis-related inhibitors

	Prospects
	References
	Acknowledgements
	ACKNOWLEDGMENTS
	Author contributions
	Funding
	Competing interests
	ADDITIONAL INFORMATION




