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Introduction
Ferroptosis, a unique form of regulated cell death, was 
first described by Stockwell and Dixon in 2012 [1]. This 
process is primarily triggered by an excess of iron and 
the abnormal metabolism of sugar, lipid, amino acid, 
etc, setting it apart from previously identified forms of 
cell death. Unlike apoptosis, necroptosis, and pyropto-
sis, which are considered active cell ‘suicides’, ferroptosis 
is characterized by a more passive cell ‘destruction’ [2, 
3]. The hallmark of ferroptosis is the buildup of phos-
pholipid peroxidation, particularly polyunsaturated 
fatty acids (PUFAs) and reactive oxygen species (ROS) 
[4–7]. The peroxidation of the plasma membrane trig-
gered by excessive iron loading changes the fluidity and 
integrity of the plasma membrane, resulting in rupture 
of the mitochondrial outer membrane, reduction in 
mitochondrial size, reduction in number or loss of cris-
tae, and ultimately loss of mitochondrial [8].Therefore, 
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Abstract
Ferroptosis is a novel form of programmed cell death caused by damage to lipid membranes due to the 
accumulation of lipid peroxides in response to various stimuli, such as high levels of iron, oxidative stress, metabolic 
disturbance, etc. Sugar, lipid, amino acid, and iron metabolism are crucial in regulating ferroptosis. The solute carrier 
transporters (SLCs) family, known as the “metabolic gating” of cells, is responsible for transporting intracellular 
nutrients and metabolites. Recent studies have highlighted the significant role of SLCs family members in 
ferroptosis by controlling the transport of various nutrients. Here, we summarized the function and mechanism of 
SLCs in ferroptosis regulated by ion, metabolic control of nutrients, and multiple signaling pathways, with a focus 
on SLC–related transporters that primarily transport five significant components: glucose, amino acid, lipid, trace 
metal ion, and other ion. Furthermore, the potential clinical applications of targeting SLCs with ferroptosis inducers 
for various diseases, including tumors, are discussed. Overall, this paper delves into the novel roles of the SLCs 
family in ferroptosis, aiming to enhance our understanding of the regulatory mechanisms of ferroptosis and identify 
new therapeutic targets for clinical applications.
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when ferroptosis occurs, the morphology of the cell 
undergoes necrotic changes, mainly characterized by 
cell membrane rupture, mitochondrial contraction, and 
increased density of the outer mitochondrial membrane. 
Dysregulation of ferroptosis has been implicated in vari-
ous diseases, including neurological, cardiovascular, liver, 
gastrointestinal, lung, kidney, and pancreatic disorders 
[4, 9–11]. Ferroptosis may also provide an effective strat-
egy to overcome tumor chemoresistance [12]. Various 
mechanisms of ferroptosis inhibition have been identi-
fied, with at least five cellular defense pathways known 
to counteract this process. These include the glutathi-
one peroxidase 4 (GPX4)–reduced glutathione (GSH), 
the ferroptosis suppressor protein1(FSP1)–ubiquinol 
(CoQH2), the guanosine triphosphate (GTP) cyclohy-
drolase 1 (GCH1)–tetrahydrobiopterin (BH4)–LPs axis, 
the dihydroorotate dehydrogenase (DHODH)–CoQH2 
regulatory system, and the recently discovered 7–DHC–
DHCR7–cholesterol pathway [13, 14]. The identification 
of the 7–DHC–DHCR7–distal cholesterol pathway fur-
ther suggests an important role of nutrient metabolism in 
regulating ferroptosis.

Indeed, ferroptosis is closely related to the metabo-
lism of nutrients (including lipid, sugar, amino acid, and 
trace ion) [10, 15]. The transmembrane transport of these 
nutrients depends on Solute Carriers (SLCs) [16]. The 
SLCs superfamily is among the most important families 
of membrane transporters on the human cell membrane, 
and its members participate in material transport, energy 
transfer, nutrient metabolism, signal transduction, and 
other important physiological activities between cells 
[17]. This review summarizes the role and mechanism of 
nutrient metabolism regulation in ferroptosis, with a par-
ticular focus on the SLCs–related transporters that pri-
marily transport five major components: glucose, amino 
acid, lipid, trace metal ion, and other ions. In addition, 
potential clinical applications of targeting SLCs in com-
bination with ferroptosis inducers in various diseases are 
discussed.

Nutrient metabolism and ferroptosis
Imbalance in nutrient metabolism, dysregulation of iron 
metabolism, and lipid peroxidation are major hallmarks 
of ferroptosis. Unlike other forms of regulated cell death, 
ferroptosis is primarily regulated by nutrient metabolic 
pathways. Metabolic and nutritional cues, including glu-
cose, amino acid, fatty acid, energy transfer, endogenous 
antioxidants (such as coenzyme Q10, vitamin E, and di/
tetrahydrobiopterin), and iron homeostasis can directly 
or indirectly regulate sensitivity to lipid peroxidation and 
ferroptosis [18–22].

Glucose, lipid, and amino acid metabolism are cru-
cial in regulating ferroptosis(Fig. 1). For instance, energy 
stress affects ferroptosis by activating AMP-activated 

protein kinase (AMPK), with consequent changes in vari-
ous downstream signaling pathways. AMPK plays a key 
role in maintaining redox homeostasis and promoting 
cell survival during glucose starvation by regulating path-
ways related to fatty acid metabolism and antioxidant 
responses [18, 23]. On the other hand, AMPK activa-
tion promotes GPX4–dependent ferroptosis through the 
JAK2/STAT3/p53 signaling axis [24]. Glucose metabo-
lism also serves as a major source of precursors for syn-
thesis of macromolecules, including acetyl-CoA, which is 
needed for PUFA biosynthesis, and glycolysis intermedi-
ates used in the production of non-essential amino acid. 
Acetyl-CoA plays a dual role as a critical product of gly-
colysis and the starting point for de novo fatty acid syn-
thesis [25]. PUFAs like arachidonoyl (AA) and adrenoyl 
(AdA) phospholipids, among others, which are catalyzed 
by various enzymes including long-chain acyl-CoA syn-
thetase 4 (ACSL4), Lysophosphatidylcholine acyltrans-
ferase 3 (LPCAT3), and arachidonate lipoxygenases 
(ALOXs), can undergo oxidation leading to the forma-
tion of iron-dependent lethal lipid peroxides (LPO), and 
ultimately triggering ferroptosis [5, 26, 27]. By contrast, 
ACSL3 and stearoyl-CoA desaturase (SCD) facilitate the 
production of monounsaturated fatty acids (MUFAs) to 
inhibit ferroptosis [10, 28].

Usually, differentiated cells rely on mitochondrial oxi-
dative phosphorylation for cell energy, while most can-
cer cells rely on aerobic glycolysis, a phenomenon called 
the “Warburg effect”. This leads to glycolysis becoming 
disconnected from the mitochondrial tricarboxylic acid 
(TCA) cycle and oxidative phosphorylation, hindering 
the conversion of glucose to acetyl-CoA into the TCA 
cycle [29]. To compensate for glucose deficiency, tumor 
cells show enhanced glutamine metabolism and replen-
ish intermediate products of the TCA cycle as an energy 
supply. Glutaminolysis, a glutamine-dependent meta-
bolic pathway, also has a vital role in inducing ferroptosis 
under conditions of amino acid or cystine deprivation. 
Glutaminolysis degrades glutamine to glutamate, which 
can be further converted to alpha-ketoglutarate (α-KG); 
this in turn can enter the TCA cycle and participate in 
mitochondrial ROS production, which is closely related 
to ferroptosis [30]. In addition, lipophagy and lipid hydro-
lysis also play important roles in regulating ferroptosis. 
For instance, RAS oncogene family 7 (RAB7)–mediated 
lipophagy and adipocyte triglyceride lipase (ATGL)–
mediated lipolysis can increase free fatty acid production 
[31]. Triglyceride synthesis mediated by acylglycerol acyl-
transferase (DGAT1/2) and lipid droplet formation leads 
to accumulation of free fatty acids, thereby preventing 
peroxidation [32]. Lipolysis can generate PUFAs, which 
trigger lipid peroxidation and sensitize cells to ferropto-
sis [33, 34]. By contrast, lipases may produce MUFAs to 
decrease the levels of oxidized PUFAs in cell membranes, 
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inhibiting lipid peroxidation and ferroptosis. Moreover, 
lipid droplets, acting as a ‘buffer zone’ for lipid storage 
and release, play a vital part in regulating ferroptosis sen-
sitivity (Fig. 1).

Iron and ferroptosis
In addition to phospholipid peroxidation of fatty acids, 
iron and ROS are required to drive ferroptosis. Iron 
enters the cell in the form of dietary Fe3+, which binds 
to transferrin (TF) on the cell membrane to form a TF– 
Fe3+ complex and is subsequently incorporated into the 
cell through TF receptor 1 (TFR1) – mediated endocyto-
sis. It is then reduced to Fe2+ by six-transmembrane epi-
thelial antigen of the prostate 3 (STEAP3), a key regulator 
of iron uptake, and stored in a labile iron pool (LIP) and 
ferritin [35, 36]. Cellular ROS, by contrast, are primar-
ily generated by mitochondria, in which electron release 
from electron transport chain complexes I and III pro-
duces superoxide, which is then converted to H2O2 by 
superoxide dismutase (SOD) [37]. Then, H2O2 can react 
with free Fe2+ in the cell by the Fenton reaction to gen-
erate hydroxyl radicals, which react directly with PUFAs 
in the cellular or plasma membrane, leading to the for-
mation of phospholipid hydroperoxides (PLOOHs) and 

ultimately initiating ferroptosis [37, 38] (Fig. 1). However, 
this process can be regulated by various methods, includ-
ing oxidization of intracellular Fe2+ to Fe3+ by iron trans-
porter ferroportin (FPN1; also known as SLC40A1) [39] 
and control of iron homeostasis by heat shock protein 
family B member 1 [40] and nuclear receptor coactiva-
tor 4 (NCOA4) [41] to prevent the accumulation of high 
concentrations of intercellular iron that could induce fer-
roptosis. Research has also shown that dynamic changes 
in the iron redox state are crucial for determining sensi-
tivity of cell to ferroptosis [15, 42]. In summary, the regu-
lation of ferroptosis is affected by imbalance in nutrients 
and intracellular iron levels, which are mediated by SLC 
transporters. The potential roles of SLCs in ferroptosis 
have been verified and paid more attention.

SLCs and ferroptosis
SLCs are a family of transporters that regulate the move-
ment of molecules across cell membranes and have cru-
cial roles in controlling metabolic processes within cells. 
The human SLCs transporter superfamily comprises 65 
subfamilies, totaling 458 members [43]. As per the guide-
lines of the Human Genome Organization (HUGO) Gene 
Nomenclature Committee (HGNC), SLCs are designated 

Fig. 1  Regulation of iron and nutrient metabolism in ferroptosis. Changes in various signal transduction pathways affect ferroptosis sensitivity by regulat-
ing nutrient metabolism and homeostasis. Acetyl-CoA, which is produced from glycolysis, can be carboxylated to malonyl-CoA to synthesize lipids. AMPK 
signaling prevents ferroptosis, and glucose protects ferroptosis by antagonizing AMPK. Lipogenesis involves the generation of phospholipids contain-
ing polyunsaturated fatty acid chains (PUFA-PLs) mediated by long-chain ACSL4 and a variety of other enzymes, which are required for phospholipid 
peroxidation and ferroptosis. SLC7A11 transports cystine into the cell for GSH synthesis, and inhibition of SLC7A11 expression can induce ferroptosis. 
Cystine regulates GPX4 protein expression and ferroptosis through the mTORC1–4EBP pathway. Glutaminolysis plays a vital part in inducing ferroptosis 
under conditions of amino acid or cystine deprivation. After glutamine deamination, α-KG is generated and can directly enter the TCA, leading to ac-
cumulation of mitochondrial ROS and promoting ferroptosis. Levels of iron, another important factor in ferroptosis, can be increased by processes such 
as TFR-mediated iron import and autophagy-mediated ferritin degradation. Image created with BioRender. ETC, electron transport chain; Glu, glutamate; 
Gln, glutamine; PLOOH, phospholipid hydrogen peroxide
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with the root symbol SLC, followed by a numerical value 
(e.g., SLC16, representing solute carrier family 16), the 
letter A (used as a separator), and the specific transporter 
number (e.g., SLC16A1). The key criterion for classify-
ing SLCs family members is that each member should 
have 20–50% sequence similarity with at least one other 
member [44, 45]. SLCs generally consist of 1–16 trans-
membrane domains, with a pseudosymmetry in their 
core transmembrane domain. These transmembrane 
proteins are commonly found on the surfaces of vari-
ous organelles, such as the cell membrane, endoplasmic 
reticulum, mitochondria, lysosomes, and peroxisomes. 
They facilitate the transport of a wide range of substrates, 
including sugar, amino acid, lipid, vitamin, and metal ion 
(Table  1), and play crucial parts in numerous biological 
processes, including regulation of cell signaling and orga-
nizing cellular organelles [43, 46]. The SLC2 and SLC5 
families facilitate the transport of glucose and fructose; 
the SLC1, SLC3, SLC6, SLC7, SLC36, SLC38, and SLC43 
families drive amino acid transport; the SLC19, SLC46, 
and SLC23 families are responsible for the transport of 
vitamins; the SLC11, SLC30, SLC31, SLC39, SLC40, 

SLC41, and SLC49 families regulate the transport of trace 
metals; and SLC10 and SLC22 transport bile acids, ste-
roid hormones, and similar compounds. The main fatty 
acid transporters are the fatty acid transporter family 
(FATPs), fatty acid translocases (FAT/CD36), and plasma 
membrane fatty acid binding proteins (FABPs). FATPs, 
also known as SLC27 family proteins, belong to the SLC 
superfamily [43, 47, 48].

Given the relationship between nutrient balance and 
ferroptosis, the roles of SLCs as transporters of the main 
three major nutrients (sugar, lipid and amino acid) would 
suggest direct or indirect involvement in the regulation 
of ferroptosis. Indeed, various SLCs are known to play 
important parts in various mechanisms of ferroptosis 
via lipid and carbon metabolism (Fig.  1). Specifically, 
SLC7A11, a member of the solute carrier family, serves as 
a key regulator of the canonical ferroptosis inhibition sys-
tem [49]. However, despite an increasing research focus 
on the involvement of SLC family members in ferroptosis 
regulation in recent years, there has not yet been a com-
prehensive summary of their roles in this regard.

Table 1  Information on SLCs associated with ferroptosis
Category Gene Alisas Predominant substrates The relation-

ship with 
ferroptosis

Glucose 
metabo-
lism-associ-
ated SLCs

SLC16A1 HHF7, MCT, MCT1, MCT1D Monocarboxcylates Inhibitor
SLC2A1 CSE, DYT17, DYT18, DYT9, EIG12, GLUT, GLUT-1, GLUT1, 

GLUT1DS, HTLVR, PED, SDCHCN
Glucose, galactose, mannose, 
glucosamine

Inducer

Lipid me-
tabolism-
associated 
SLCs

SLC47A1 MATE1 Lipid, metformin, memantine, MPP, 
tetraethylammonium

Inhibitor

SLC27A4 IPS; FATP4; ACSVL4 Translocation of long-chain fatty acid Inhibitor
SLC27A5 BAL; ACSB; BACS; FATP5; ACSVL6; FACVL3; FATP-5; VLACSR; 

VLCSH2; VLCS-H2
Lipid Inducer

SLC27A2 ACSVL1, FACVL1, FATP2, HsT17226, VLACS, VLCS, hFACVL1 Lipid Inducer
Amino acid 
metabo-
lism-associ-
ated SLCs

SLC38A9 SNAT9; URLC11 Alkaline amino acid Inhibitor
SLC38A2 ATA2, PRO1068, SAT2, SNAT2 Neutral amino acid Inhibitor
SLC25A22 GC1; DEE3; GC-1; EIEE3; NET44 Glutamate Inhibitor
SLC7A11 CCBR1, xCT Amino acid Inhibitor
SLC25A39 CGI-69, CGI69 Mediated glutathione homeostasis Inhibitor
SLC3A2 4F2, 4F2HC, 4T2HC, CD98, CD98HC, MDU1, NACAE Neutral, dibasic and large amino acid Inhibitor
SLC1A5 R16; AAAT; ATBO; M7V1; RDRC; ASCT2; M7VS1 Glutamine Inducer
SLC43A2 LAT4 Methionine and phenylalanine Inducer
SLC6A14 BMIQ11 Neutral and cationic amino acid Inducer

Trace metal 
metabo-
lism-associ-
ated SLCs

SLC40A1 FPN; FPN1; HFE4; MTP1; IREG1; MST079; MSTP079; SLC11A3 Iron exporter Inhibitor
SLC39A7 KE4; AGM9; HKE4; ZIP7; RING5; H2-KE4; D6S115E; D6S2244E Zinc Inducer
SLC39A14 HCIN; NET34; ZIP14; cig19; HMNDYT2; LZT-Hs4 Iron importer Inducer
TFRC CD71, IMD46, T9, TFR, TFR1, TR, TRFR, p90 Iron importer Inducer
SLC25A28 MFRN2; MRS4L; MRS3/4; NPD016 Ferrous iron Inducer
SLC11A2 AHMIO1, DCT1, DMT1, NRAMP2 Metals Inducer

Other ions-
transport-
ing SLCs

UCP2 UCPH; BMIQ4; SLC25A8 Mitochondrial proton anion ( Cl−, Br−, and 
NO3 −)

Inhibitor

SLC25A10 DIC; MTDPS19 Dicarboxylate carrier Inhibitor
SLC25A11 OGC, PGL6, SLC20A4 Oxoglutarate Inhibitor
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Therefore, in this review, we aim to outline the regu-
latory relationships between SLCs family members and 
ferroptosis (Table 1) to shed light on the potential contri-
butions of SLCs transmembrane transporter families to 
this process. We divide SLCs into five categories accord-
ing to their substrates: (1) SLCs associated with glucose 
metabolism; (2) SLCs related to amino acid metabolism; 
(3) SLCs associated with lipid metabolism; (4) trace-
metal-related SLCs; and (5) SLCs associated with other 
ions. By delineating the main signaling pathways and the 
key genes and proteins involved in the regulatory roles of 
SLCs in ferroptosis (Table  2), we provide a comprehen-
sive overview of the intricate connections between SLCs 
and ferroptosis.

Sugar metabolism-associated SLCs and ferroptosis
Glucose, fructose, and galactose are the three simple 
sugar that are crucial in nutritional signaling. Glucose, a 
vital nutrient for cellular energy production, is essential 
for ferroptosis. Under glucose-deficient conditions, the 
intracellular AMP/ATP ratio increases, leading to acti-
vation of AMPK, a cellular metabolic and energy sensor, 
which in turn phosphorylates and inhibits its down-
stream substrate acetyl-CoA carboxylase 1 (ACC1). This 
inhibits the synthesis of fatty acids, thereby slowing the 
accumulation of lipid oxides and the occurrence of fer-
roptosis [23]. Energy stress also triggers inhibition of 
ferroptosis mediated by activation of AMPK, whereas 
inactivation of AMPK sensitizes cells to ferroptosis [18, 
23]. The role of glucose in the regulation of ferropto-
sis was further confirmed by experiments showing that 
glucose deprivation could inhibit the effects of erastin 
and RSL3, which induce ferroptosis via mimicking the 
effects of cystine starvation and preventing system Xc−-
mediated cystine uptake.

The SLC2 family has a key role in transporting car-
bohydrates such as monosaccharides and polyols. For 
instance, SLC2A1 transports not only glucose but also 
mannose, galactose, and glucosamine, and there have 
been extensive studies of its involvement in tumor pro-
gression [43, 50, 51]. It is also related to ferroptosis, 
as it promotes glycolysis, accelerates pyruvate oxida-
tion, provides intermediate metabolites for the TCA, 
and stimulates fatty acid synthesis, ultimately leading to 
lipid-peroxidation-induced ferroptosis [52]. In addition, 
SLC2A1 can be activated by capsiate ester, a metabolite 
of intestinal flora, which inhibits HIF-1α and reduces the 
progression of ferroptosis-associated osteoarthritis [53].

The SLC5 family, also known as SGLTs, function as 
transporter of monosaccharides including glucose, galac-
tose, and fructose. SLC5A1 (SGLT1), the best-known 
member of this family, is responsible for active glucose 
and galactose absorption in the intestine, as well as glu-
cose reabsorption in the kidney [43]. Unlike glucose, 

Table 2  Information of crucial signaling pathways involved in 
SLCs associated with ferroptosis
Cat-
egory

Gene Name The involved 
signaling 
pathways

The involved key 
genes /proteins

Refs

Glucose 
metabo-
lism-as-
sociated 
SLCs

SLC16A1(MCT1) AMPK-SREBP1-
SCD1 signaling 
pathway

AMPK, SREBP1, 
SCD1

[61]

SLC2A1 HIF1αsignaling 
pathways

HIF-α [53]

Lipid 
metabo-
lism-as-
sociated 
SLCs

SLC47A1 PPARα signal-
ing pathway

PPARA, PUFA- ce [102]

SLC27A4 MUFAs uptake MUFAs [91]
SLC27A5 NRF2-GSH 

signaling 
pathway

NRF2,GSH [92]

SLC27A2 PUFA-PLs 
synthesis

AA, PUFA-PLs [93]

Amino 
acid 
metabo-
lism-as-
sociated 
SLCs

SLC38A9 mTORC1 
signaling 
pathway

mTORC1, 
SLC7A11, GPX4

[80]
SLC38A2 [76]

SLC25A22 AMPK-SREBP1-
SCD1 signaling 
pathway

AMPK, SCD1 [81]

SLC25A39 GSH-GPX4 
signaling 
pathway

GPX4,GSH [84]

SLC7A11 GSH-GPX4 
or mTORC1 
signaling 
pathway

GPX4,GSH, 
p70S6K, 
mTORC1,4EBPs

[49, 
68, 
138]

SLC3A2 [78, 
79]

SLC43A2 NFκB signaling 
pathway

IKKα/β, p65, GPX4 [80, 
88]

SLC6A14 C/EBPβ-PAK6 
signaling 
pathway

PAK6, C/EBPβ [87]

Trace 
metal 
metabo-
lism-as-
sociated 
SLCs

SLC40A1 Iron 
metabolism

Iron, ROS, H2O2 [113]

SLC39A7(ZIP7) ER stress-HER-
PUD1 signal-
ing pathway

HERPUD1, ATF3 [115]

SLC11A2(DMT1) SIRT3/IDH2 
signaling 
pathway

SIRT3, IDH2, GSH [108, 
109]

SLC39A14(ZIP14) Hippo signal-
ing pathway

YAP [107]

SLC25A28 BRD-P53 
signaling 
pathway

BRD, P53 [112]

Other 
ion-
trans-
porting 
SLCs

UCP2 UCP2/SIRT3/
PGC1α signal-
ing pathway

UCP2,SIRT3,PGC1α [65]

SLC25A10 GSH-GPX4 
signaling 
pathway

GPX4,GSH [120]
SLC25A11
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fructose can be converted to fructose 1,6-bisphosphate, 
allowing it to enter the glycolysis process. Fructose can 
reprogram cellular metabolic pathways, promoting glu-
taminolysis and oxidative metabolism. Glutaminolysis 
plays a crucial part in ferroptosis triggered by cystine 
starvation, and studies have shown that elevated fructose 
levels can lead to ferroptosis in glomerular podocytes 
[29, 30, 54, 55]. Galactose is also associated with ferrop-
tosis: injection of D-galactose downregulates expression 
of GPX4 mRNA [48] in mouse livers and induces ferrop-
tosis in mouse femoral osteoblasts [56], and ferroptosis 
has been implicated in D-galactose-induced hearing loss 
in mice [57]. Given the regulatory roles of fructose and 
galactose in ferroptosis, it is crucial to further investigate 
the relationship between the SGLT family and ferroptosis 
in future studies.

According to the Warburg effect, tumor cells metabo-
lize large amounts of glucose, leading to the accumu-
lation of lactic acid through aerobic glycolysis. Lactic 
acid, in a pH-dependent manner, can enhance cellular 
resistance to ferroptosis [58]. The transportation of lac-
tic acid in tumor cells is facilitated by solute transport-
ers such as SLC16A1 (monocarboxylic acid transporter 
1, MCT1), SLC16A7 (monocarboxylic acid transporter 2, 
MCT2), and SLC16A3 (monocarboxylic acid transporter 
4, MCT4), which play a role in maintaining the balance 
of intracellular energy and pH [59, 60]. MCT1–mediated 
lactate uptake promotes ATP production and inactivates 
AMPK in hepatocellular carcinoma, resulting in upregu-
lation of sterol regulatory element binding protein 1 
(SREBP1) and stearoyl-CoA desaturase 1 (SCD1), thereby 
promoting production of the MUFAs against ferroptosis 
[61]. Depletion of MCT4 can inhibit lactic acid and acid-
ify the intracellular milieu, both of which can improve 
the ferrocene-catalyzed lipid peroxidation and induce 
ferroptosis [62].

In conclusion, glucose, fructose, galactose, and lactic 
acid are all closely associated with ferroptosis (Fig.  2), 
and the detailed roles of SLC family members as trans-
porters of these nutrients in ferroptosis require further 
exploration and characterization.

Amino acid-associated SLCs and ferroptosis
Emerging evidence indicates the significant involvement 
of amino acid metabolism in ferroptotic cell death. For 
instance, glutaminolysis, the TCA cycle, and electron 
transport chains (ETC) have been identified as crucial 
components in cystine starvation-induced ferroptosis 
within cancer cell metabolism. ROS accumulation, lipid 
peroxidation, and ferroptosis are not induced in the 
absence of glutamine, inhibition of glutamate metabo-
lism, cystine starvation, or inhibition of cystine entry into 
the cytoplasm [30, 63].

Glutamine, in particular, is a key extracellular regula-
tor of ferroptosis that can be degraded by glutaminolysis, 
serve as an energy source for the TCA cycle, and pro-
mote lipid biosynthesis. Glutamine is transported into 
cells via amino acid transporters SLC1A5, SLC38A1, and 
SLC38A2. Inside mitochondria, glutaminase converts 
glutamine to glutamate which has an important role in 
GSH biosynthesis and contributes to the GSH–GPX4 
defense axis in ferroptosis. This mitochondrial gluta-
mate is further converted by glutamate dehydrogenase 
1 (GLUD1) into α-KG, a crucial intermediate metabolite 
that modulates the overall rate of the TCA cycle and also 
has a role in fatty acid biosynthesis and ATP generation. 
In addition, mitochondrial glutamate can be exported 
from the mitochondria to the cytosol through transport-
ers SLC25A18 and SLC25A22, contributing to the bio-
synthesis of GSH [64]. Mitochondrial glutamine-derived 
aspartate is also transported into the cytoplasm, in a 
process facilitated by SLC25A8 (UCP2) [65]. Sirtuin 3 
(SIRT3), is the primary NAD+-dependent deacetylase in 
mitochondria. Its main function is to protect mitochon-
dria from damage. SIRT3 regulates mitochondrial pro-
duction by modulating downstream antioxidant PGC1α, 
alleviating cellular oxidative damage, and enhancing 
mitochondrial performance; thus, it has a role in various 
diseases, including cancer. However, the UCP2/SIRT3/
PGC1α pathway can protect cells from oxidative dam-
age caused by increased mitochondrial ROS levels, which 
are known to promote ferroptosis; in this way, mitochon-
drial homeostasis is maintained and cells are enabled to 
resist ferroptosis. It has also recently been reported that 
matrine can suppress ferroptosis hyperactivation and 
reduce ROS production by activating the UCP2/SIRT3/
PGC1α pathway in the lung [66].

Cancer cells have high levels of oxidative stress owing 
to neo-biosynthesis and protein catabolism, which poses 
a challenge for the cells in terms of meeting their anti-
oxidant defense needs. Most cancers primarily depend 
on import of extracellular cystine by system Xc−, which 
comprises SLC7A11and SLC3A2 subunits, for antioxi-
dant defense [49]. Inside the cell, the imported cystine 
is reduced to cysteine, which is then used to synthesize 
GSH, the main intracellular antioxidant. GSH is an essen-
tial cofactor of GPX4, which can convert GSH to oxi-
dized glutathione, while reducing lipid peroxides, thereby 
alleviating oxidative stress damage and inhibiting ferrop-
tosis [67]. In 2012, Dixon and Stockwell discovered that 
ferroptosis could be induced by inhibition of SLC7A11- 
mediated cystine uptake by erastin or depletion of cystine 
[1], and inhibition of SLC7A11 activity through cystine 
starvation, gene silencing, or use of inhibitors has been 
shown to induce ferroptosis in various cell types, includ-
ing cancer cells. Recent studies have also shown that 
KRAS or ATF4 could promote SLC7A11 transcription, 
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resulting in increased SLC7A11-mediated cystine uptake 
and GSH synthesis, helping to maintain intracellular 
redox balance and confer resistance to ferroptosis [1, 49, 
68–70]. Expression of SLC7A11 is mediated by ATF4 
and nuclear factor erythrogen 2 related factor 2 (NRF2), 
and p53 and ATF3 (p53 independent) act as key repres-
sors of its transcription. SLC3A2 forms heterodimers 
not only with SLC7A11 but also with SLC7A5-8 and 
SLC7A10, facilitating the transport of cystine and vari-
ous l-type amino acid [71]. Moreover, SLC1A1, an essen-
tial glutamate transporter that facilitates cystine uptake, 
is involved in the mechanism by which hypoxic tran-
scription factor HIF-1α increases resistance to ferropto-
sis; HIF-1α both induces lactic acid in a pH-dependent 
manner and upregulates the expression of SLC1A1 [58]. 
SLC1A5, another member of the SLC1A family, has been 

implicated in the regulation of ferroptosis and immune 
response in gliomas and could serve as a prognostic bio-
marker for gliomas and a potential therapeutic target 
[72].

Another crucial pathway, mTORC1, a key player in 
nutrient sensing, has been found to inhibit ferropto-
sis by stimulating protein synthesis independently of 
the GPX4–GSH axis (Fig.  1). The activity of mTORC1 
is modulated by multiple upstream stimuli, including 
amino acid such as leucine and arginine, glucose, and 
growth factors. Upon activation, mTORC1 phosphory-
lates its downstream effectors, which include p70S6 
kinase and eukaryotic initiation factor 4E (eIF4E)-bind-
ing proteins (4EBPs) to promote protein biosynthesis [73, 
74]. SLC38A1, a member of the SLC38 family of gluta-
mine transporters that facilitate glutamine influx into 

Fig. 2  Regulation of sugar-associated SLC transporters in ferroptosis. Glucose and fructose are transported into cells through SLC2A1/5 to participate in 
the TCA cycle, which in turn promotes ROS accumulation, lipid peroxidation and phosphorylation, and ferroptosis. AMPK signaling prevents ferroptosis, 
and glucose promotes ferroptosis by antagonizing AMPK. Glycolysis product lactic acid can also enter the cell through SLC16A1 and inhibit synthesis of 
MUFAs and thus ferroptosis by inhibiting the AMPK–SCD1 signaling pathway. Galactose can enter the cell through SLC5A1/2 and inhibit ferroptosis by 
inhibiting GPX4 activity. Image created with BioRender
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cells, plays a critical part in the regulation of glutamine 
uptake and metabolism in lipid peroxidation [75], and 
both SLC38A1 and SLC1A5 co-transport polarized gluta-
mine and sodium, with the intracellular glutamine being 
exchanged for extracellular leucine via CD98 (SLC7A5 
and SLC3A2 complexes), thereby promoting mTORC1 
activation [16]. SLC38A2, which has been identified as 
a novel osmoresponsive neutral amino acid transporter, 
also protects renal medullary collecting duct cells from 
hyperosmotic-stress-induced ferroptosis by activating 
the mTORC1 signaling pathway [76]. SLC7A11-medi-
ated cystine uptake, as well as promoting GSH synthesis, 
also promotes GPX4 protein synthesis, partly through 
the Rag–mTORC1–4EBP signaling axis [77](Fig.  1). 
SLC3A2 deficiency promotes ferroptosis by upregulat-
ing the expression of the mTOR and p70S6K in laryngeal 
carcinoma [78], whereas targeting of the SLC3A2 sub-
unit of system Xc− is essential for N6-methyladenosine 
reader YTHDC2 (YT521-B homolog 2) to function as 
an endogenous ferroptosis inducer in lung adenocarci-
noma [79]. Arginine transporter SLC38A9 can also acti-
vate the mTOR signaling pathway to regulate ferroptosis 
sensitivity by mediating SLC7A11/GPX4 expression and 
ferritinophagy [80]. SLC25A22 has been identified as a 
novel driver of ferroptosis resistance in pancreatic duc-
tal adenocarcinoma cells that exerts its effects through 
production of GSH and MUFAs [81]. In addition, loss of 
SLC25A39 can reduce mitochondrial GSH import and 
abundance without affecting cellular GSH levels and dys-
regulate the protein activity and stability of iron-sulfur 
clusters in mammalian cells [82]. Notably, insufficient 
maintenance of iron-sulfur clusters can activate the iron 
starvation response, which works in conjunction with 
glutathione biosynthesis to initiate ferroptosis [83].

Glycine is an important amino acid in ferroptosis-
related mechanisms. Exogenous glycine has been shown 
to increase GSH levels and expression of antioxidant-
related genes, such as GPX4 and SLC25A39, thereby 
regulating ROS-induced lipid metabolism to protect 
against ferroptosis. Exogenous glycine has been shown to 
increase GSH levels and expression of antioxidant-related 
genes, such as GPX4 and SLC25A39, thereby regulating 
ROS-induced lipid metabolism to protect against ferrop-
tosis. Additionally, glycine plays a crucial role in swine 
oocyte maturation and later development [84]. SLC6A14, 
which imports all neutral amino acid and the two cat-
ionic acid lysine and arginine into the cytoplasm, is 
upregulated in various colonic diseases, including ulcer-
ative colitis [85]. It is also associated with P21 (RAC1)-
activated kinase 6 (PAK6), inhibition of which has been 
shown to sensitize therapy-resistant cells to tyrosine 
kinase inhibitors in chronic myeloid leukemia by disrupt-
ing the RAS/MAPK pathway and mitochondrial activity 
[86]. SLC6A14 negatively regulates PAK6 in a manner 

dependent on CCAAT enhancer binding protein beta (C/
EBPβ), promoting epithelial cell ferroptosis in ulcerative 
colitis via the C/EBPβ–PAK6 axis [87].

Methionine metabolism also plays an important role in 
the regulation of ferroptosis, and methionine is required 
for ferroptosis induction via blockade of cystine uptake. 
Intermittent dietary methionine deprivation has been 
shown to promote tumor cell ferroptosis, and combin-
ing this deprivation with system Xc− inhibitors and PD-1 
blockade enhances antitumor efficacy. Methionine/
cystine restriction (MCR) and inhibition of SLC43A2, 
a methionine transporter, suppress tumor progression 
of esophageal squamous cell carcinoma by diminishing 
phosphorylation of IKKα/β and p65 [88]. Mechanisti-
cally, SLC43A2-mediated intake of methionine activates 
the NFκB signaling pathway, resulting in elevated mRNA 
expression of SLC43A2 and GPX4, whereas elevated 
methionine levels also increase levels of GSH. The result-
ing positive feedback loop between SLC43A2 and NFκB 
signaling reduces ferroptosis and promotes tumor pro-
gression [88].

These findings collectively demonstrate that amino acid 
have crucial roles in the regulation of ferroptosis (Fig. 3); 
as the synthesis, degradation, and transport of amino 
acid are dependent on specific amino acid transporters, 
the roles of SLCs are also crucial to this process. Notably, 
glutamate and glutamine act as key positive regulators of 
cell ferroptosis; the interplay between glutamate and cys-
tine relies on system Xc−, the function of which can be 
hindered by elevated levels of glutamate, leading to initia-
tion of ferroptosis [89]. In addition, breakdown of gluta-
mine can supply the TCA with raw materials and support 
various biosynthetic processes such as lipid biosynthesis. 
Thus, the role of amino acid transporters is integral to the 
regulation of amino acid metabolism and consequently 
the control of ferroptosis.

Lipid metabolism-associated SLCs and ferroptosis
Ferroptosis is characterized by accumulation of lipid 
peroxidation on cellular membranes, which occurs in an 
iron-dependent manner, and the sensitivity of cells to this 
process is closely linked to various metabolic and signal-
ing pathways. Similar to other types of regulated necrotic 
cell death, ferroptosis involves membrane damage; this 
has been proposed to be caused by iron overload, lead-
ing to alterations in membrane fluidity and permeability 
[50, 90]. Cellular lipids and lipid metabolism are crucial 
in regulating ferroptosis(Fig. 4).

Transporters involved in transporting fatty acids 
include CD36, FABPs, and FATPs. Members of the FATP 
or SLC24 family function as long-chain FATP and acyl-
CoA synthetases with long-chain acyl-CoA synthetase 
activity and participate in a variety of metabolic pro-
cesses, including fatty acid uptake and fatty acid signaling 
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pathways. They are mainly localized within cells and the 
cellular membrane and have key roles in long-chain fatty 
acid transport. Different members of the SLC27 family 
have been reported to have contrasting effects on regu-
lation of ferroptosis in liver cancer. For example, over-
expression of SLC27A4, also known as FATP4, inhibits 
ferroptosis in hepatoma cells by significantly enhanc-
ing selective uptake of MUFAs [91]. On the other hand, 
SLC27A5 (also known as FATP5), which serves as a sup-
pressor in sorafenib-resistant hepatocellular carcinoma 
cells, markedly promotes sorafenib-induced ferroptosis 
by upregulating expression of glutathione reductase in an 
NRF2-dependent manner, disrupting the balance of GSH 
homeostasis [92]. SLC27A2 (also referred to as FATP2), 
a key regulator of the immunosuppressive function in 
polymorphonuclear myeloid-derived suppressor cells, 

plays a crucial part in inducing ferroptosis; an increase in 
FATP2 in PMN-MDSCs in these cells triggers ferropto-
sis by modulating the accumulation of arachidonic acid 
in the form of polyunsaturated fatty acid phospholipids 
[93].

FABPs were originally identified as intracellular mol-
ecules that affect lipid flux, metabolism, and signaling in 
cells; they are also are important mediators of metabo-
lism that support systemic homeostatic networks of 
immunometabolism by facilitating signaling within cells 
and communication between organs. FABP3, a cytosolic 
carrier of PUFAs, has been shown found to decrease 
membrane fluidity and induce endoplasmic reticulum 
stress by altering the lipid composition of the plasma 
membrane in aged muscles. This indicates a potential 
correlation between FABP3 and ferroptosis. In addition, 

Fig. 3  Regulation of amino acid-related SLC transporters in ferroptosis. SLC7A11-mediated cystine uptake not only promotes GSH synthesis but also 
inhibits ferroptosis in part through the mTORC1–4EBP signaling axis. SLC38A1 or SLC1A5 co-transports polarized glutamine, with intracellular gluta-
mine being exchanged for extracellular leucine via CD98 (SLC7A5 and SLC3A2 complexes), thereby promoting mTORC1 activation. Arginine transporter 
SLC38A9 and neutral amino acid transporter SLC38A2 can also regulate ferroptosis sensitivity by mediating activation of the mTOR signaling pathway. 
SLC25A22, SLC25A39, and SLC43A2 can increase GSH levels to inhibit ferroptosis. In addition, SLC25A22 leads to production of anti-ferroptosis MUFAs 
and inhibits ferroptosis in an AMPK-dependent manner. SLC25A8(UCP2)/SIRT3/PGC1α can reduce ROS production to inhibit ferroptosis. SLC6A14, which 
negatively regulates PAK6 expression in a C/EBPβ-dependent manner, promotes ferroptosis. Image created with BioRender
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FABP4 has been identified as a downstream target of the 
peroxisome proliferation activation receptor γ (PPARγ) 
signaling pathway in macrophages and human mono-
cytes; and impaired PPARγ signaling in neurons leads 
to iron accumulation, exacerbating neuronal ferroptosis 
[90, 94]. In the context of recurrent human breast cancer, 
FABP4 and SCD1 within the tumor microenvironment 
work together to stimulate the formation of lipid drop-
lets and facilitate the synthesis of MUFAs, providing pro-
tection against ferroptosis triggered by oxidative stress 
[95]. FABP4/5 deficiency in macrophages can result in 
decreased production of prostaglandin E2 (PGE2), which 
is also an inducer of ferroptosis [96, 97]. There is evidence 
that FABPs can interact directly with CD36 [98]. CD36, 
also known as scavenger receptor, has crucial roles in 
lipid metabolism and insulin resistance and has recently 
been reported to also regulate ferroptosis. As well as 
inducing lipid oxidation and ferroptosis via mediation of 
fatty acid uptake of tumor-infiltrating CD8+ T cells in the 
tumor microenvironment [99], its high expression trig-
gers pericyte mitosis-dependent ferroptosis, resulting in 
destruction of the blood–brain barrier [100]. Moreover, 
in adult mice subjected to acute kidney injury, CD36 

specifically binds to FSP1 and mediates K16- and K24-
linked ubiquitination, leading to FSP1 degradation and 
ferroptosis [101].

The lipid flippase SLC47A1 is identified as a regula-
tor of lipid remodeling and survival to suppress meta-
bolic vulnerability to ferroptosis among 49 phospholipid 
scramblases, flippases, and floppases. Mechanistically, 
SLC47A1 expression dependent on transcription factor 
PPARA prevents ferroptosis by inhibiting the production 
of PUFA esterified cholesterol esters for lipid peroxida-
tion [102]. The SLC25A20 transporter, also known as car-
nitine acyl-carnitine carrier, is the main means of entry of 
fatty acids into mitochondria; it exchanges free carnitine 
for the fatty acid acyl-carnitine, followed by fatty acid 
oxidation in the inner mitochondrial membrane [103]. 
Although there is no direct evidence of SLC25A20 in reg-
ulating ferroptosis, its role in mitochondrial fat acid oxi-
dation cannot be ignored. Similarly, although the primary 
function of lysosomal transmembrane-resident protein 
SLC38A9 is amino acid transport, particularly that of 
arginine, it has been reported to also sense and transduce 
intracellular cholesterol, thereby regulating the ferropto-
sis sensitivity of hematopoietic stem cells by activating 

Fig. 4  Regulation of lipid-related SLC transporters in ferroptosis. The proteins involved in the transport of fatty acids include CD36, FABPs, and FATPs. 
Specifically, an increase in SLC27A2 (FATP2) levels triggers ferroptosis by modulating the accumulation of arachidonic acid as PUFA-PLs. SLC27A4 (FATP4) 
inhibits ferroptosis by significantly enhancing the selective uptake of MUFAs. SLC27A5 (FATP5) promotes sorafenib-induced ferroptosis by upregulating 
the expression of glutathione reductase (GSR) in an NRF2-dependent manner, disrupting the balance of GSH homeostasis. FABP4 and SCD1 can co-
stimulate the formation of lipid droplets (LD), promote synthesis of MUFAs, and inhibit ferroptosis. FABP4/5 deficiency in macrophages results in reduced 
production of prostaglandin E2 (PGE2), which is also an inducer of ferroptosis. CD36 specifically binds to FSP1 and mediates ubiquitination, leading to 
FSP1 degradation and ferroptosis. In addition, PPARA-dependent SLC47A1 expression prevents ferroptosis by inhibiting the production of PUFA esterified 
cholesterol esters (PUFA-CE) for lipid peroxidation. SLC38A9 regulates the sensitivity of ferroptosis by sensing and transducing intracellular cholesterol, 
activating the mTOR signaling pathway, and upregulating SLC7A11/GPX4 expression and ferroautophagy.Image created with BioRender
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the mTOR signaling pathway, upregulating SLC7A11/
GPX4 expression, and promoting ferritinophagy [80].

Given the roles of fatty acids in ferroptosis discussed 
above, it follows that the various mechanisms by which 
fatty acids enter a cell can modulate its ferroptosis sensi-
tivity. Unesterified fatty acids can be taken into the cell by 
FATPs. These mechanisms include uptake of unesterified 
fatty acids into the cell by FATPs, and removal of unester-
ified fatty acids from the extracellular environment and 
binding of lipoproteins by CD36 to facilitate cholesterol 
transport. Therefore, dysfunction of FATPs can affect 
lipid metabolism, with consequent impacts on the regu-
lation of ferroptosis through various signaling pathways 
(Fig. 4).

Trace metal-associated SLCs and ferroptosis
The importance of iron in ferroptosis is implicit in the 
definition of the process. Indeed, iron participates in fer-
roptosis of cells in various ways. For instance, iron chela-
tors block ferroptosis, whereas exogenous iron increases 

the sensitivity of cells to ferroptosis. Moreover, SLC 
family members are essential for various aspects of iron 
metabolism, including intake, utilization, storage, and 
excretion (Fig. 5). For example, Fe2+ in the body can be 
transported into the cytoplasm via DMT1 (SLC11A2) or 
metal transporters (ZIP14 or 8) [104]. The SLC39/ZIP 
family acts as a broad metal ion transporter that medi-
ates the uptake of a variety of important divalent metals 
including iron, but also zinc and manganese [105]. Sol-
ute carrier SLC39A14 (ZIP14) mediates iron uptake by 
transporting non-TF-bound iron across membranes. 
Conditional knockout of hepatic SLC39A14 in mice pro-
motes hepatic injury in ferroptotic disease [106], whereas 
blocking YAP degradation suppresses Newcastle disease 
virus-induced ferroptosis by suppressing the expression 
of ZIP14 [107]. In addition, inhibition of SLC11 family 
member DMT1 has been shown to reduce iron accumu-
lation and lipid peroxidation, thereby attenuating ferrop-
tosis in rats with subarachnoid hemorrhage [108]; DMT1 
silencing was also found to increase deacetylation of 

Fig. 5  Regulation of metal-associated SLC transporters in ferroptosis. Fe3+ binds to TF and enters the cell via TFR1; it is then reduced and released into the 
labile iron pool (LIP) in the cytoplasm, where excess iron is stored as ferritin. LIP mainly exists in the form of Fe2+. Owing to the instability and high reactiv-
ity of Fe2+, iron produces hydroxyl radicals through the Fenton reaction; these directly react with PUFAs in the cell membrane and plasma membrane to 
produce large amounts of ROS, leading to ferroptosis. SLC40A1 is an iron-regulatory transporter that promotes the release of iron from cells. Abnormal 
expression of SLC40A1 can cause disorders of iron metabolism, lead to intracellular iron overload, and induce ferroptosis. Inhibition of DMT1/SLC39A14 
(ZIP14) has been shown to attenuate ferroptosis. SLC25A28 interacts with mitochondrial p53 to induce ferroptosis by promoting the accumulation of 
redox-active iron and activation of the electron transport chain (ETC). Zinc can enhance NRF2/HO-1 expression, leading to increased levels of GPX4, SOD, 
and GSH, while decreasing lipid peroxide and ROS levels. Inhibition of ZIP7 prevents ferroptosis by upregulating endoplasmic reticulum stress-induced 
genes HERPUD1 and ATF3. Copper has been shown to enhance ferroptosis-mediated tumor suppression by inducing autophagic GPX4 degradation. 
Membrane rupture is a key event in ferroptosis. Phospholipid peroxidation causes changes in ion flux (e.g., increased piezo-mediated Ca2+ uptake and 
TRP-mediated Ca2+ and Na+ uptake) and reduced Na+/K+ ATPase-mediated Na+ export and K+ uptake. These changes accelerate cell swelling and mem-
brane rupture. Image created with BioRender
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IDH2 by SIRT3 and GSH production to reduce erastin-
induced ferroptosis [109]. In CuCP nanoparticle-induced 
ferroptosis, TfR1 and DMT-1 are upregulated in cancer 
cells to support intracellular Fe2+ accumulation and fer-
roptosis occurrence [110].

Mitochondria have notably high concentrations of 
iron, which is primarily involved in iron-sulfur clus-
ters and heme synthesis. In addition, a pool of free and 
redox-active iron is present in mitochondria and has 
been shown to have a role in accumulation of mitochon-
drial ROS [111]. Mitoferrins, SLC25A family transport-
ers localized to the inner mitochondrial membrane, 
are responsible for the entry of iron into mitochondria. 
While Mitoferrin-1 (SLC25A37) is highly enriched in 
erythrocytes, whereas mitoferrin-2 (SLC25A28) is widely 
expressed in various tissues. SLC25A28 interacts with 
mitochondrial p53 to induce ferroptosis by promoting 
the accumulation of redox-active iron and activation of 
electron transport chains [112]. However, it is not yet 
clear whether SLC25A37 similarly induces ferroptosis. 
However, it is not yet clear whether SLC25A37 similarly 
induces ferroptosis. SLC40A1, an iron-regulated trans-
porter facilitating cellular iron release, has recently been 
linked to mediating streptozotocin-induced ferroptosis in 
type I diabetes mellitus [113].

Recently, evidence has emerged of associations of vari-
ous other metal ion in ferroptosis, including Zn2+ and 
Cu2+. Zinc, an essential trace element, has crucial roles 
in human physiological and biochemical processes, and 
dysregulation of the zinc transporters is associated with 
several diseases. Regarding ferroptosis, zinc can enhance 
NRF2/HO-1 expression, leading to increased levels of 
GPX4, SOD, and GSH, while decreasing levels of lipid 
peroxides and ROS, which are pre-requisites for trigger-
ing ferroptosis [114]. Zinc is also related to SLCs, as it 
its transport across cell compartments is primarily con-
trolled by two families of transporter members, SLC39A 
and SLC30A. The SLC39A family regulates zinc influx 
from the extracellular space or intracellular stores such 
as the endoplasmic reticulum into the cytosol, whereas 
the SLC30A family facilitates zinc efflux from the cyto-
sol. SLC39A7 (ZIP7) has been identified as a key player in 
ferroptosis by a genome-wide RNA interference screen of 
zinc-related genes. Inhibition of ZIP7 prevents ferropto-
sis by upregulating endoplasmic reticulum stress-induced 
genes HERPUD1 and ATF3, whereas zinc supplementa-
tion eliminates this protective effect. These findings pro-
vide evidence that zinc and ZIP7 are crucial regulators of 
ferroptosis [115].

The roles of SLC30A family members in ferroptosis and 
mediation of zinc transport remain to be further investi-
gated. However, SLC30A family members are known to 
function as copper transporters, serving as the primary 
pathway by which eukaryotes (from yeast to humans) 

take up copper. SLC39A2 (ZIP2) and SLC39A4 (ZIP4) 
have also been found to transport copper in Arabidop-
sis [116]. In pancreatic cancer mouse models, copper 
has been shown to enhance ferroptosis-mediated tumor 
suppression by inducing autophagic GPX4 degradation. 
Conversely, copper chelators attenuated experimental 
acute pancreatitis associated with ferroptosis [117]. Fur-
ther evidence is needed to determine whether the copper 
transporter regulates ferroptosis like the zinc transporter.

Plasma membrane disruption caused by accumulation 
of phospholipid peroxides is a key event in ferroptosis, 
and its effects are mediated by various ion. Phospholipid 
peroxidation causes changes in ion flux (e.g., increased 
piezo-mediated Ca2+ uptake, increased transient recep-
tor potential (TRP)-mediated Ca2+ and Na+ uptake, and 
reduced Na+/K+ ATPase-mediated Na+ export and K+ 
uptake) and water entry, as well as exerting biophysi-
cal effects on membranes [118, 119]. Cell swelling and 
increased membrane stiffness further activate ion chan-
nels, such as Piezo and TRP, in a positive feedback man-
ner, accelerating plasma membrane breakdown.

Trace metal ion also play important parts in nutrient 
metabolism, after entering cells through transporters 
on the cell membrane. Once inside the cell, these metal 
ion undergo metabolic processes catalyzed by various 
enzymes to produce energy and build biomolecules. Iron, 
copper, and zinc are particularly important in various 
metabolic pathways, including scavenging of intracellular 
free radicals. That ferroptosis is caused by peroxide free 
radicals attacking lipid molecules and oxidizing them to 
lipid peroxides, with the involvement of iron ion demon-
strates the intricate connections among trace metal ion, 
metal ion transporters, and this form of cell death.

Other ion-transporting SLCs and ferroptosis
Mitochondria have a crucial role in regulating oxida-
tive phosphorylation, which is dependent on the activa-
tion of pyruvate dehydrogenase complex (PDHC) and 
carnitine palmitoyl transferase IA (CPTIA) [104, 111]to 
generate energy for TCA cycle. Various members of the 
SLC25 family support oxidative phosphorylation, includ-
ing SLC25A10 and SLC25A11, which are ion channels 
responsible for transporting dicarboxylates (malonate, 
malate, and succinate) across the inner mitochondrial 
membrane in exchange for phosphate, sulfate, and thio-
sulfate (SLC25A11) or 2-oxoglutarate (SLC25A10). These 
transporters are thus essential to TCA cycling and meta-
bolic processes including fatty acid synthesis. Inhibition 
of SLC25A10 and SLC25A11 in cardiomyocyte H9c2c 
cells has been shown to exacerbate ferroptosis by induc-
ing mitochondrial ROS production, membrane depo-
larization, and depletion of glutathione [120](Fig.  6). 
Mitochondrial uncoupling protein 2 (UCP2, SLC25A8) 
is a member of the larger family of mitochondrial anion 
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carrier proteins. Activation of the UCP2/SIRT3/PGC1α 
pathway can inhibit excessive activation of ferroptosis 
and reduce ROS production [66]. Mitochondrial citric 
acid transporter SLC25A1 facilitates the transport of cit-
ric acid between the mitochondrial matrix and cytosol. 
In addition, SLC13A5, which is anchored to the plasma 
membrane, enhances citrate uptake by hepatocytes from 
the blood [25]. SLC25A51 is also responsible for medi-
ating the transport of nicotinamide adenine dinucleo-
tide (NAD+) to mitochondria. Thus, loss of SLC25A51 
expression significantly affects mitochondrial oxygen 
consumption and ATP production, as well as the trans-
port of NAD+ into the mitochondrial matrix. Mito-
chondrial NAD+ transport deficiency disrupts oxidative 
phosphorylation and may reduce cell survival. The tran-
sition between NAD(P)+/NAD(P)H is also crucial in fer-
roptosis. Oxidoreductases such as NADPH-cytochrome 
P450 reductase (POR) and NADH− cytochrome b5 
reductase (CYB5R1) transfer electrons from NAD(P)H to 
oxygen, leading to the production of hydrogen peroxide; 
the hydrogen peroxide then oxidizes membrane phos-
pholipids containing PUFAs through the Fenton reaction, 
ultimately inducing ferroptosis [121]. The basal level of 
NADPH can serve as a biomarker for the susceptibility 
of cancer cell lines to ferroptosis, as NADPH deficiency 
promot cell ferroptosis. However, NADPH can also 

be utilized by NADPH oxidase to generate superoxide 
anions, and activation or inhibition of this process may 
also indicate whether cells are approaching the irrevers-
ible stage of ferroptosis [38].

SLCs as clinical therapeutic targets
SLCs are widely expressed in cell membranes and organ-
elle membranes, and their abnormalities have been 
implicated in a variety of diseases including single-gene 
disorders, neurodegenerative diseases, tissue and organ 
damage, immune-related diseases, and tumors. There-
fore, SLC are emerging drug targets. In this section, we 
map the crystal structures of ferroptosis-associated 
SLCs (Fig.  7a) and summarize the clinical therapeutic 
targets of five classes of ferroptosis-related SLC trans-
porters in various diseases (Fig. 7b). In addition, we sum-
marize the dozen classes of inhibitors or clinical drugs 
that can directly modulate SLC function(Table  3).Cur-
rent research on SLC family chemical probes focuses 
primarily on monoamine transporters (SLC6A2/3/4), 
glucose transporters (SLC5A2, SLC2A1), and glycine 
transporters (SLC6A5/9). Monoamine reuptake inhibi-
tors that target SLC6A2/3/4 are the largest class of thera-
peutic drugs aimed at SLC transporters, with more than 
40 such molecules approved by the US Food and Drug 
Administration (FDA) as inhibitors of neurotransmitter 

Fig. 6  Regulation of ion-related SLC transporters in ferroptosis. Inhibition of SLC25A10 and SLC25A11 can exacerbate ferroptosis by inducing mitochon-
drial ROS, membrane depolarization, and depleting glutathione. Activation of SLC25A8 (UCP2)/SIRT3/PGC1α can inhibit excessive activation of ferroptosis 
and reduce ROS production. Loss of SLC25A51 expression affects mitochondrial oxygen consumption and ATP production and the transport of NAD+ 
into the mitochondrial matrix. NAD(P)+/NAD(P)H is crucial in ferroptosis. NAD(P)H can be utilized by NAD(P)H oxidoreductases to produce hydrogen 
peroxide, which then oxidizes membrane phospholipids containing PUFAs through the Fenton reaction, ultimately inducing ferroptosis. Image created 
with BioRender
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reuptake [103]. Glucose transporters SLC2A and SLC5A 
are highly expressed to in tumor cells to maintain an 
increased energy supply. Several therapeutic drugs are 
available to target glucose transporters; these include 
diuretics (bumetanide), antidepressants (selective sero-
tonin reuptake inhibitors), and SGLT-2 inhibitors [122]. 
Triheptanoin, an FDA-approved drug targeting GLUT1 

(SLC2A1), is used to treat long-chain fatty acid oxidation 
disorders (LC-FAOD) [123]. Drugs such as VVZ-149, 
BI 425,809, and PF–03463275, which target SLC6A5/9, 
are being investigated with respect to their applications 
in postoperative pain management and treatment of 
schizophrenia and Alzheimer’s disease and have entered 
phase I clinical trials [103]. Tumor cells adapt to an acidic 

Fig. 7  Clinical therapeutic targets of SLC transporters in a variety of diseases. (a) Crystal structures of SLCs associated with ferroptosis, from the UniProt 
database (https://www.uniprot.org/). (b) Potential targets of SLCs associated with amino acid, glucose, lipids, metals, and other ion that are or could be 
used to treat a variety of diseases. Image created with BioRender
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environment through pH regulation of transmembrane 
ion transporters, and intracellular pH is regulated by 
synergistic action of several transporters (SLC4/26 for 
transport of HCO3

−, SLC9A1 for transport of Na+ and 
H+, and SLC16 for transport of monocarboxylic acids). 
Although inhibitors of these transporters have shown 
significant antitumor effects in preclinical experiments, 
their effectiveness in clinical trials for cancer treatment 
has not been satisfactory; examples include inhibitors 
of SLC9A1, cariporide, eniporide, and zoniporide [124]. 
However, AZD3965, an inhibitor of SLC16A1 (MCT1), is 
a notable new drug that is currently undergoing phase III 
clinical trials in cancer patients [103].

As early as 2003, before ferroptosis had been formally 
defined, SLC7A11 was found to act as a direct target of 
erastin, a small-molecule inducer of ferroptosis [125]. 
Then, in 2008, compound RSL3 was shown to induce a 
non-apoptotic and iron-dependent form of oxidative cell 
death in vitro and in vivo [120], which was later defined 
as ferroptosis. Since then, ferroptosis has garnered signif-
icant research attention. A growing body of evidence sug-
gests that targeting ferroptosis could open new avenues 
for the treatment of various diseases, particularly cancers 
and neurodegenerative diseases. However, although RSL3 
has been identified as direct inhibitor of GPX4, which is 
an essential factor for cell survival, its in vivo and clinical 
applications remain unfeasible owing to its low solubility 
and poor pharmacokinetics [126].

Targeting SLCs in combination with ferroptosis induc-
ers is a potential therapeutic approach for multiple dis-
eases. For instance, numerous studies have demonstrated 
that targeting cystine transporter SLC7A11 is a potential 
means of inducing ferroptosis for therapeutic purposes, 
either alone or in combination with other drugs, radio-
therapy, or immunotherapy, with particular promise for 
the treatment of cancers and neurodegenerative diseases. 
Inhibitors of system Xc−, such as erastin, IKE, glutamate, 
morpholine erastin III, piperazine erastin, aldehyde eras-
tin, sulfasalazine, sorafenib, and YTHDC2, have been 
reported to enhance therapeutic effects in multiple dis-
eases by directly or indirectly inhibiting the activity of 
system Xc− (comprising SLC3A2 and SLC7A11) and/or 
system L (comprising SLC3A2 and SLC7A5) [79, 127, 
128]. V-9302 is a competitive antagonist that targets 
amino acid transporter SLC1A5 (ASCT2), inhibiting 
transmembrane glutamine flux selectively and potently. 
Pharmacological inhibition of SLC1A5 by V9302 has 
been shown to improve the efficacy of anti-PD-1 therapy 
[129]. Another inhibitor, Lipofermata (targeting FATP2), 
has been demonstrated to reduce or prevent tumor 
growth when combined with a drug that interferes with 
cell division. Combining inhibition of FATP2 with anti-
CTLA4 and anti-CSF1R antibodies has also shown posi-
tive anti-tumor effects [130].

Furthermore, metal ion transporters have essential 
roles in the regulation of ferroptosis, particularly those 

Table 3  Ferroptosis-associated SLCs targeted by (pre) clinical drugs or inhibitors
Category Gene name Inhibitors/Drugs name Disease/symptom Refs.
Glucose metab-
olism-associated 
SLCs

SLC5A2 Dapagliflozin, Canagliflozin, Ertugliflozin, Ipra-
gliflozin, Phloretin, etc.

Type II Diabetes, Rheumatoid arthritis [103]

SLC2A1 Triheptanoin LC-FAOD [123]
Lipid metabo-
lism-associated 
SLCs

SLC27A2 Lipofermata N/A [130]

Amino acid 
metabolism-
associated SLCs

SLC6A2/3/4 MRIs: citalopram, escitalopram, fluoxetine, fluvox-
amine, paroxetine, sertraline, desvenlafaxine, dulox-
etine, levomilnacipran, milnacipran, atomoxetine, 
bupropion dexmethylphenidate, benztropine

Major Depression Disorder (MDD), Anxiety 
Disorders, Obsessivecompulsive disorder (OCD), 
Attention-deficit hyperactivity disorder (ADHD), 
NarcolepsyNeurological Disorder

[103]

SLC6A5/9 VVZ-149, BI 425,809, and PF-03463275 Postoperative pain, Schizophrenia and Alzheimer’s 
disease

[103]

SLC1A5 V9302 Tumor [129]
system Xc- 
(SLC7A11 and 
SLC3A2)or 
system L(SLC7A5 
and SLC3A2)

erastin, IKE, morpholine erastin III, piperazine eras-
tin, Aldehyde erastin, Sulfasalazine, Sorafenib, and 
YT521-B homolog 2(YTHDC2)

Tumor, Rheumatoid arthritis, Ulcerative colitis, etc. [79, 
127, 
128]

Trace metal 
metabolism-
associated SLCs

SLC40A1 LY2928057, VIT2763 Anemia and iron overload [104]
SLC39A6/LIV-1 Ladiratuzumab Vedotin Metastatic and triple-negative breast cancer [104]

Other ion-trans-
porting SLCs

SLC16A1 AZD3965 Cancer [103]
SLC25A4/5/6 Clodronate Osteoporosis [103]
SLC9A1 Cariporide, Eniporide, Zoniporide, Rimeporide Coronary heart disease, Cardiovascular diseases, 

Schizophrenia, Seerebipolar disorder and Duch-
enne muscular dystrophy

[103, 
124]
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that regulate intracellular iron levels. Divalent metal 
transporter 1 (DMT1/SLC11A2) is associated with intra-
cellular iron levels and iron homeostasis, and recent stud-
ies have shown that temozolomide, a first-line clinical 
agent for treatment of glioblastoma, can induce ferrop-
tosis to inhibit cell growth by targeting DMT1 in glio-
blastoma [131]. Furthermore, FPN1 (SLC40A1) mediates 
ferroptosis by regulating intracellular iron homeosta-
sis. The drugs LY2928057 and VIT2763, which inhibit 
SLC40A1/FPN1, have been investigated in phase I clini-
cal studies for the treatment of anemia and iron overload 
[104]. Furthermore, zinc has been found to boost GPX4 
expression and increase GSH levels, preventing ferrop-
tosis by reducing levels of lipid peroxides and ROS. Zinc 
ion transporter SLC39A7/ZIP7, which is responsible for 
maintaining endoplasmic reticulum homeostasis, has 
been identified as a key genetic determinant of ferropto-
sis; this finding has significant therapeutic implications 
for diseases involving ferroptosis and zinc imbalances. 
Another zinc transporter, SLC39A6, has emerged as a 
cancer-associated factor [132]. Ladiratuzumab vedotin, 
an antibody–drug conjugate that targets SLC39A6/LIV-
1, is currently undergoing clinical research as a treatment 
for metastatic and triple-negative breast cancer [104]. 
Mitochondria, as the main source of cellular ROS, have 
an important role in ferroptosis [133, 134]. Mitochondrial 
membrane transporters of the SLC25 family (SLC25A4, 
SLC25A5, and SLC25A6) convert ADP to ATP in mito-
chondrial proton output. Clodronate leads to accumula-
tion of intramitochondrial protons and hyperpolarization 
of the inner mitochondrial membrane, resulting in loss of 
mitochondrial function by inhibiting ADP/ATP conver-
sion [124]. Targeting mitochondrial solute transporters 
to induce mitochondrial dysfunction in cancer cells could 
be a potential approach for anti-tumor therapies in the 
future. All these findings indicate that the combination 
of SLC inhibitors with ferroptosis inducers is a promising 
therapeutic strategy.

Conclusion
In the 10 years since the discovery of ferroptosis, efforts 
have been made to address the key mechanisms that reg-
ulate this novel form of cell death. Although GSH–GPX4 
is the most widely recognized ferroptosis inhibition 
system, recent years have seen the gradual discovery of 
GPX4-independent mechanisms of ferroptosis inhibition, 
involving factors such as FSP1-CoQ10, GPX4-DHODH, 
GCH1/BH4-LPs, and 7-DHC-DHC7R. Rupture of the 
cell membrane is key to the eventual occurrence of fer-
roptosis; however, the mechanism by which this takes 
place remains unclear. Most researchers believe that lipid 
peroxidation due to iron overload leads to membrane 
rupture via changes in membrane fluidity and perme-
ability, although Michael Overholtzer has suggested that 

membrane rupture in ferroptosis is mediated by forma-
tion of nanoscale plasma membrane pores [50, 135]. 
Recently, it was reported that NINJ1, the executive fac-
tor in plasma membrane breakdown associated with 
pyroptosis, is oligomerized during ferroptosis, and NINJ1 
deficiency can protect macrophages and fibroblasts 
from ferroptosis-related membrane breakdown [136]. In 
addition, NINJ1 has been found to interact with system 
Xc− (comprising members of the SLC family), which is 
responsible for cystine uptake. After NINJ1 knockdown, 
system Xc− levels and stability were increased, cystine 
uptake was enhanced, and CoA and GSH levels were 
increased; these effects collectively provided protection 
against ferroptosis [137]. The most numerous transmem-
brane protein family after G protein-coupled receptors, 
SLCs exist in cell membranes and a variety of organelle 
plasma membranes and are widely involved in the trans-
port of intracellular carbohydrate, fat, and amino acid; 
moreover, some SLC family members are known to par-
ticipate in induction or inhibition of ferroptosis. Ferrop-
tosis is also affected by various metabolic pathways such 
as amino acid, lipid, and sugar metabolism. Targeting 
ferroptosis via induction and inhibition of nutrient meta-
bolic pathways is a promising approach for the treatment 
of drug-resistant cancers, ischemic organ damage, and 
degenerative diseases associated with lipid peroxidation 
[10]. However, more studies are required to determine 
whether more susceptibility factors for ferroptosis exist 
within the SLC family and whether SLCs participate in 
the occurrence of cell membrane rupture in ferroptosis.

Abbreviations
AA	� Arachidonoyl
AdA	� Adrenoyl
ADC	� Antibody-drug conjugate
AKI	� Acute kidney injury
ALOXs	� Arachidonate lipoxygenase
CAC	� Carnitine acyl-carnitine carrier
CAT	� Capsiate ester
CoQH2	� Ubiquinol
ETC	� Electron transport chains
FABP(pm)	� The plasma membrane-associated Fatty acid-binding protein
FATPs	� Fatty acid transporters
HGNC	� The Human Genome Organization Gene Nomenclature 

Committee
HUGO	� The Human Genome Organization
LD	� Lipid droplets
LIP	� Labile iron pool
LPO	� Lipid peroxides
MCR	� Methionine/cystine restriction
MCT	� Monocarboxylic acid transporter
MUFAs	� Monounsaturated fatty acids
NAD+	� The nicotinamide adenine dinucleotide
OXPHOS	� Oxidative phosphorylation
PDAC	� Pancreatic ductal adenocarcinoma
PDHC	� Pyruvate dehydrogenase complex
PLOOHs	� Phospholipid hydroperoxides
PMN-MDSCs	� Polymorphonuclear myeloid-derived suppressor cells
PUFA-CE	� PUFA esterified cholesterol esters
PUFAs	� Polyunsaturated fatty acids
ROS	� Reactive oxygen species
SLC	� The solute carrier transporters



Page 17 of 20Sun et al. Biomarker Research           (2024) 12:94 

TCA	� Tricarboxylic acid
TF	� Transferrin
TfR	� Transferrin receptor
TME	� The tumor microenvironment
α-KG	� Alpha-ketoglutarate

Acknowledgements
Not applicable.

Author contributions
L.S., and Y.W., wrote the paper; H. H., W .J. and W. L.,edited the paper; L.S.and 
H.H., made the figures; Y.W, finalized edits and submission. The author(s) read 
and approved the final manuscript.

Funding
This work was financially supported by the 2024 Talent Project of Shandong 
First Medical University (045RC200008), and Taishan Scholars Program 
(tsqn202211225).

Data availability
No datasets were generated or analysed during the current study.

Declarations

Ethical approval and consent to participate
Not applicable.

Consent for publication
Not applicable.

Competing interests
The authors declare no competing interests.

Received: 12 July 2024 / Accepted: 23 August 2024

References
1.	 Dixon SJ, Lemberg KM, Lamprecht MR, Skouta R, Zaitsev EM, Gleason CE, 

Patel DN, Bauer AJ, Cantley AM, Yang WS, et al. Ferroptosis: an iron-depen-
dent form of nonapoptotic cell death. Cell. 2012;149:1060–72.

2.	 Galluzzi L, Vitale I, Aaronson SA, Abrams JM, Adam D, Agostinis P, Alnemri ES, 
Altucci L, Amelio I, Andrews DW, et al. Molecular mechanisms of cell death: 
recommendations of the nomenclature committee on cell death 2018. Cell 
Death Differ. 2018;25:486–541.

3.	 Hadian K, Stockwell BR. The therapeutic potential of targeting regulated non-
apoptotic cell death. Nat Rev Drug Discov. 2023;22:723–42.

4.	 Stockwell BR, Friedmann Angeli JP, Bayir H, Bush AI, Conrad M, Dixon SJ, Fulda 
S, Gascon S, Hatzios SK, Kagan VE, et al. Ferroptosis: a regulated cell death 
Nexus linking metabolism, Redox Biology, and Disease. Cell. 2017;171:273–85.

5.	 Yang WS, Kim KJ, Gaschler MM, Patel M, Shchepinov MS, Stockwell BR. Per-
oxidation of polyunsaturated fatty acids by lipoxygenases drives ferroptosis. 
Proc Natl Acad Sci U S A. 2016;113:E4966–4975.

6.	 Cao JY, Dixon SJ. Mechanisms of ferroptosis. Cell Mol Life Sci. 
2016;73:2195–209.

7.	 Wiernicki B, Dubois H, Tyurina YY, Hassannia B, Bayir H, Kagan VE, Vandena-
beele P, Wullaert A, Vanden Berghe T. Excessive phospholipid peroxidation 
distinguishes ferroptosis from other cell death modes including pyroptosis. 
Cell Death Dis. 2020;11:922.

8.	 Liu J, Kang R, Tang D. Signaling pathways and defense mechanisms of fer-
roptosis. FEBS J. 2022;289:7038–50.

9.	 Chen X, Kang R, Kroemer G, Tang D. Broadening horizons: the role of ferropto-
sis in cancer. Nat Rev Clin Oncol. 2021;18:280–96.

10.	 Jiang X, Stockwell BR, Conrad M. Ferroptosis: mechanisms, biology and role in 
disease. Nat Rev Mol Cell Biol. 2021;22:266–82.

11.	 Yee PP, Wei Y, Kim SY, Lu T, Chih SY, Lawson C, Tang M, Liu Z, Anderson B, 
Thamburaj K, et al. Neutrophil-induced ferroptosis promotes tumor necrosis 
in glioblastoma progression. Nat Commun. 2020;11:5424.

12.	 Zhang C, Liu X, Jin S, Chen Y, Guo R. Ferroptosis in cancer therapy: a novel 
approach to reversing drug resistance. Mol Cancer. 2022;21:47.

13.	 Li Y, Ran Q, Duan Q, Jin J, Wang Y, Yu L, Wang C, Zhu Z, Chen X, Weng L, et al. 
7-Dehydrocholesterol dictates ferroptosis sensitivity. Nature. 2024;626:411–8.

14.	 Freitas FP, Alborzinia H, Dos Santos AF, Nepachalovich P, Pedrera L, Zilka 
O, Inague A, Klein C, Aroua N, Kaushal K, et al. 7-Dehydrocholesterol is an 
endogenous suppressor of ferroptosis. Nature. 2024;626:401–10.

15.	 Stockwell BR. Ferroptosis turns 10: emerging mechanisms, physiological 
functions, and therapeutic applications. Cell. 2022;185:2401–21.

16.	 Song W, Li D, Tao L, Luo Q, Chen L. Solute carrier transporters: the metabolic 
gatekeepers of immune cells. Acta Pharm Sin B. 2020;10:61–78.

17.	 Zhang Y, Zhang Y, Sun K, Meng Z, Chen L. The SLC transporter in nutrient 
and metabolic sensing, regulation, and drug development. J Mol Cell Biol. 
2019;11:1–13.

18.	 Lee H, Zandkarimi F, Zhang Y, Meena JK, Kim J, Zhuang L, Tyagi S, Ma L, West-
brook TF, Steinberg GR, et al. Energy-stress-mediated AMPK activation inhibits 
ferroptosis. Nat Cell Biol. 2020;22:225–34.

19.	 Doll S, Freitas FP, Shah R, Aldrovandi M, da Silva MC, Ingold I, Goya Grocin A, 
da Xavier TN, Panzilius E, Scheel CH, et al. FSP1 is a glutathione-independent 
ferroptosis suppressor. Nature. 2019;575:693–8.

20.	 Bersuker K, Hendricks JM, Li Z, Magtanong L, Ford B, Tang PH, Roberts MA, 
Tong B, Maimone TJ, Zoncu R, et al. The CoQ oxidoreductase FSP1 acts paral-
lel to GPX4 to inhibit ferroptosis. Nature. 2019;575:688–92.

21.	 Kraft VAN, Bezjian CT, Pfeiffer S, Ringelstetter L, Muller C, Zandkarimi F, Merl-
Pham J, Bao X, Anastasov N, Kossl J, et al. GTP cyclohydrolase 1/Tetrahydro-
biopterin counteract ferroptosis through lipid remodeling. ACS Cent Sci. 
2020;6:41–53.

22.	 Dai E, Chen X, Linkermann A, Jiang X, Kang R, Kagan VE, Bayir H, Yang WS, 
Garcia-Saez AJ, Ioannou MS et al. A guideline on the molecular ecosystem 
regulating ferroptosis. Nat Cell Biol. 2024.

23.	 Li C, Dong X, Du W, Shi X, Chen K, Zhang W, Gao M. LKB1-AMPK axis nega-
tively regulates ferroptosis by inhibiting fatty acid synthesis. Signal Transduct 
Target Ther. 2020;5:187.

24.	 Li Y, Zhang Y, Qiu Q, Wang L, Mao H, Hu J, Chen Z, Du Y, Liu X. Energy-
stress-mediated AMPK activation promotes GPX4-dependent ferroptosis 
through the JAK2/STAT3/P53 axis in renal cancer. Oxid Med Cell Longev. 
2022;2022:2353115.

25.	 Eniafe J, Jiang S. The functional roles of TCA cycle metabolites in cancer. 
Oncogene. 2021;40:3351–63.

26.	 Zou Y, Li H, Graham ET, Deik AA, Eaton JK, Wang W, Sandoval-Gomez G, Clish 
CB, Doench JG, Schreiber SL. Cytochrome P450 oxidoreductase contributes 
to phospholipid peroxidation in ferroptosis. Nat Chem Biol. 2020;16:302–9.

27.	 Koppula P, Zhuang L, Gan B. Cytochrome P450 reductase (POR) as a ferropto-
sis fuel. Protein Cell. 2021;12:675–9.

28.	 Doll S, Proneth B, Tyurina YY, Panzilius E, Kobayashi S, Ingold I, Irmler M, 
Beckers J, Aichler M, Walch A, et al. ACSL4 dictates ferroptosis sensitivity by 
shaping cellular lipid composition. Nat Chem Biol. 2017;13:91–8.

29.	 Icard P, Shulman S, Farhat D, Steyaert JM, Alifano M, Lincet H. How the 
Warburg effect supports aggressiveness and drug resistance of cancer cells? 
Drug Resist Updat. 2018;38:1–11.

30.	 Gao M, Monian P, Quadri N, Ramasamy R, Jiang X. Glutaminolysis and trans-
ferrin regulate Ferroptosis. Mol Cell. 2015;59:298–308.

31.	 Yin H, Shan Y, Xia T, Ji Y, Yuan L, You Y, You B. Emerging roles of lipophagy in 
cancer metastasis. Cancers (Basel). 2022;14.

32.	 Luo W, Wang H, Ren L, Lu Z, Zheng Q, Ding L, Xie H, Wang R, Yu C, Lin Y, et al. 
Adding fuel to the fire: the lipid droplet and its associated proteins in cancer 
progression. Int J Biol Sci. 2022;18:6020–34.

33.	 Bai Y, Meng L, Han L, Jia Y, Zhao Y, Gao H, Kang R, Wang X, Tang D, Dai E. Lipid 
storage and lipophagy regulates ferroptosis. Biochem Biophys Res Commun. 
2019;508:997–1003.

34.	 Jarc E, Petan T. A twist of FATe: lipid droplets and inflammatory lipid media-
tors. Biochimie. 2020;169:69–87.

35.	 Frazer DM, Anderson GJ. The regulation of iron transport. BioFactors. 
2014;40:206–14.

36.	 Li J, Cao F, Yin HL, Huang ZJ, Lin ZT, Mao N, Sun B, Wang G. Ferroptosis: past, 
present and future. Cell Death Dis. 2020;11:88.

37.	 Murphy MP. How mitochondria produce reactive oxygen species. Biochem J. 
2009;417:1–13.

38.	 Zheng J, Conrad M. The metabolic underpinnings of Ferroptosis. Cell Metab. 
2020;32:920–37.

39.	 Bogdan AR, Miyazawa M, Hashimoto K, Tsuji Y. Regulators of Iron Homeosta-
sis: New players in Metabolism, Cell Death, and Disease. Trends Biochem Sci. 
2016;41:274–86.



Page 18 of 20Sun et al. Biomarker Research           (2024) 12:94 

40.	 Sun X, Ou Z, Xie M, Kang R, Fan Y, Niu X, Wang H, Cao L, Tang D. HSPB1 as a 
novel regulator of ferroptotic cancer cell death. Oncogene. 2015;34:5617–25.

41.	 Mancias JD, Wang X, Gygi SP, Harper JW, Kimmelman AC. Quantitative 
proteomics identifies NCOA4 as the cargo receptor mediating ferritinophagy. 
Nature. 2014;509:105–9.

42.	 Hassannia B, Vandenabeele P, Vanden Berghe T. Targeting ferroptosis to Iron 
Out Cancer. Cancer Cell. 2019;35:830–49.

43.	 Pizzagalli MD, Bensimon A, Superti-Furga G. A guide to plasma membrane 
solute carrier proteins. FEBS J. 2021;288:2784–835.

44.	 Povey S, Lovering R, Bruford E, Wright M, Lush M, Wain H. The HUGO Gene 
Nomenclature Committee (HGNC). Hum Genet. 2001;109:678–80.

45.	 Hediger MA, Clemencon B, Burrier RE, Bruford EA. The ABCs of membrane 
transporters in health and disease (SLC series): introduction. Mol Aspects 
Med. 2013;34:95–107.

46.	 Mueckler M, Thorens B. The SLC2 (GLUT) family of membrane transporters. 
Mol Aspects Med. 2013;34:121–38.

47.	 Anderson CM, Stahl A. SLC27 fatty acid transport proteins. Mol Aspects Med. 
2013;34:516–28.

48.	 Schwenk RW, Holloway GP, Luiken JJ, Bonen A, Glatz JF. Fatty acid transport 
across the cell membrane: regulation by fatty acid transporters. Prostaglan-
dins Leukot Essent Fat Acids. 2010;82:149–54.

49.	 Koppula P, Zhuang L, Gan B. Cystine transporter SLC7A11/xCT in can-
cer: ferroptosis, nutrient dependency, and cancer therapy. Protein Cell. 
2021;12:599–620.

50.	 Feng H, Stockwell BR. Unsolved mysteries: how does lipid peroxidation cause 
ferroptosis? PLoS Biol. 2018;16:e2006203.

51.	 Younes M, Lechago LV, Somoano JR, Mosharaf M, Lechago J. Wide expression 
of the human erythrocyte glucose transporter Glut1 in human cancers. 
Cancer Res. 1996;56:1164–7.

52.	 Song X, Liu J, Kuang F, Chen X, Zeh HJ 3rd, Kang R, Kroemer G, Xie Y, Tang D. 
PDK4 dictates metabolic resistance to ferroptosis by suppressing pyruvate 
oxidation and fatty acid synthesis. Cell Rep. 2021;34:108767.

53.	 Guan Z, Jin X, Guan Z, Liu S, Tao K, Luo L. The gut microbiota metabolite 
capsiate regulate SLC2A1 expression by targeting HIF-1alpha to inhibit knee 
osteoarthritis-induced ferroptosis. Aging Cell. 2023;22:e13807.

54.	 Jones N, Blagih J, Zani F, Rees A, Hill DG, Jenkins BJ, Bull CJ, Moreira D, 
Bantan AIM, Cronin JG, et al. Fructose reprogrammes glutamine-dependent 
oxidative metabolism to support LPS-induced inflammation. Nat Commun. 
2021;12:1209.

55.	 Wu WY, Wang ZX, Li TS, Ding XQ, Liu ZH, Yang J, Fang L, Kong LD. SSBP1 drives 
high fructose-induced glomerular podocyte ferroptosis via activating DNA-
PK/p53 pathway. Redox Biol. 2022;52:102303.

56.	 Xu P, Lin B, Deng X, Huang K, Zhang Y, Wang N. VDR activation attenuates 
osteoblastic ferroptosis and senescence by stimulating the Nrf2/GPX4 path-
way in age-related osteoporosis. Free Radic Biol Med. 2022;193:720–35.

57.	 Chen X, Li D, Sun HY, Wang WW, Wu H, Kong W, Kong WJ. Relieving ferrop-
tosis may partially reverse neurodegeneration of the auditory cortex. FEBS J. 
2020;287:4747–66.

58.	 Yang Z, Su W, Wei X, Qu S, Zhao D, Zhou J, Wang Y, Guan Q, Qin C, Xiang J, et 
al. HIF-1alpha drives resistance to ferroptosis in solid tumors by promoting 
lactate production and activating SLC1A1. Cell Rep. 2023;42:112945.

59.	 Hatami H, Sajedi A, Mir SM, Memar MY. Importance of lactate dehydrogenase 
(LDH) and monocarboxylate transporters (MCTs) in cancer cells. Health Sci 
Rep. 2023;6:e996.

60.	 Mukai Y, Yamaguchi A, Sakuma T, Nadai T, Furugen A, Narumi K, Kobayashi 
M. Involvement of SLC16A1/MCT1 and SLC16A3/MCT4 in l-lactate 
transport in the hepatocellular carcinoma cell line. Biopharm Drug Dispos. 
2022;43:183–91.

61.	 Zhao Y, Li M, Yao X, Fei Y, Lin Z, Li Z, Cai K, Zhao Y, Luo Z. HCAR1/MCT1 regu-
lates Tumor Ferroptosis through the lactate-mediated AMPK-SCD1 activity 
and its therapeutic implications. Cell Rep. 2020;33:108487.

62.	 Zhang Y, Li L, Li Y, Fei Y, Xue C, Yao X, Zhao Y, Wang X, Li M, Luo Z. An ROS-Acti-
vatable Nanoassembly remodulates Tumor Cell metabolism for enhanced 
ferroptosis therapy. Adv Healthc Mater. 2022;11:e2101702.

63.	 Miess H, Dankworth B, Gouw AM, Rosenfeldt M, Schmitz W, Jiang M, Saun-
ders B, Howell M, Downward J, Felsher DW, et al. The glutathione redox sys-
tem is essential to prevent ferroptosis caused by impaired lipid metabolism 
in clear cell renal cell carcinoma. Oncogene. 2018;37:5435–50.

64.	 Yoo HC, Yu YC, Sung Y, Han JM. Glutamine reliance in cell metabolism. Exp 
Mol Med. 2020;52:1496–516.

65.	 Raho S, Capobianco L, Malivindi R, Vozza A, Piazzolla C, De Leonardis F, 
Gorgoglione R, Scarcia P, Pezzuto F, Agrimi G, et al. KRAS-regulated glutamine 

metabolism requires UCP2-mediated aspartate transport to support pancre-
atic cancer growth. Nat Metab. 2020;2:1373–81.

66.	 Jin H, Zhao K, Li J, Xu Z, Liao S, Sun S. Matrine alleviates oxidative stress 
and ferroptosis in severe acute pancreatitis-induced acute lung injury by 
activating the UCP2/SIRT3/PGC1alpha pathway. Int Immunopharmacol. 
2023;117:109981.

67.	 Yang WS, SriRamaratnam R, Welsch ME, Shimada K, Skouta R, Viswanathan 
VS, Cheah JH, Clemons PA, Shamji AF, Clish CB, et al. Regulation of ferroptotic 
cancer cell death by GPX4. Cell. 2014;156:317–31.

68.	 Ye Y, Chen A, Li L, Liang Q, Wang S, Dong Q, Fu M, Lan Z, Li Y, Liu X, et al. 
Repression of the antiporter SLC7A11/glutathione/glutathione peroxidase 
4 axis drives ferroptosis of vascular smooth muscle cells to facilitate vascular 
calcification. Kidney Int. 2022;102:1259–75.

69.	 Jiang L, Kon N, Li T, Wang SJ, Su T, Hibshoosh H, Baer R, Gu W. Ferroptosis as a 
p53-mediated activity during tumour suppression. Nature. 2015;520:57–62.

70.	 Zou Z, Cheng Q, Zhou J, Guo C, Hadjinicolaou AV, Salio M, Liang X, Yang C, Du 
Y, Yao W, et al. ATF4-SLC7A11-GSH axis mediates the acquisition of immuno-
suppressive properties by activated CD4(+) T cells in low arginine condition. 
Cell Rep. 2024;43:113995.

71.	 Kandasamy P, Gyimesi G, Kanai Y, Hediger MA. Amino acid transporters revis-
ited: new views in health and disease. Trends Biochem Sci. 2018;43:752–89.

72.	 Han L, Zhou J, Li L, Wu X, Shi Y, Cui W, Zhang S, Hu Q, Wang J, Bai H, et al. 
SLC1A5 enhances malignant phenotypes through modulating ferrop-
tosis status and immune microenvironment in glioma. Cell Death Dis. 
2022;13:1071.

73.	 Lei G, Zhuang L, Gan B. mTORC1 and ferroptosis: Regulatory mechanisms and 
therapeutic potential. BioEssays. 2021;43:e2100093.

74.	 Saxton RA, Sabatini DM. mTOR Signaling in Growth, Metabolism, and Disease. 
Cell. 2017;168:960–76.

75.	 Qureshi T, Sorensen C, Berghuis P, Jensen V, Dobszay MB, Farkas T, Dalen 
KT, Guo C, Hassel B, Utheim TP, et al. The glutamine transporter Slc38a1 
regulates GABAergic neurotransmission and synaptic plasticity. Cereb Cortex. 
2019;29:5166–79.

76.	 Du C, Xu H, Cao C, Cao J, Zhang Y, Zhang C, Qiao R, Ming W, Li Y, Ren H et 
al. Neutral amino acid transporter SLC38A2 protects renal medulla from 
hyperosmolarity-induced ferroptosis. Elife. 2023;12.

77.	 Zhang Y, Swanda RV, Nie L, Liu X, Wang C, Lee H, Lei G, Mao C, Koppula P, 
Cheng W, et al. mTORC1 couples cyst(e)ine availability with GPX4 protein 
synthesis and ferroptosis regulation. Nat Commun. 2021;12:1589.

78.	 Wu F, Xiong G, Chen Z, Lei C, Liu Q, Bai Y. SLC3A2 inhibits ferroptosis in laryn-
geal carcinoma via mTOR pathway. Hereditas. 2022;159:6.

79.	 Ma L, Zhang X, Yu K, Xu X, Chen T, Shi Y, Wang Y, Qiu S, Guo S, Cui J, et al. Tar-
geting SLC3A2 subunit of system X(C)(-) is essential for m(6)a reader YTHDC2 
to be an endogenous ferroptosis inducer in lung adenocarcinoma. Free Radic 
Biol Med. 2021;168:25–43.

80.	 Liu C, Liao W, Chen J, Yu K, Wu Y, Zhang S, Chen M, Chen F, Wang S, Cheng T, 
et al. Cholesterol confers ferroptosis resistance onto myeloid-biased hemato-
poietic stem cells and prevents irradiation-induced myelosuppression. Redox 
Biol. 2023;62:102661.

81.	 Liu Y, Wang Y, Lin Z, Kang R, Tang D, Liu J. SLC25A22 as a key mitochondrial 
transporter against ferroptosis by producing glutathione and monounsatu-
rated fatty acids. Antioxid Redox Signal. 2023;39:166–85.

82.	 Wang Y, Yen FS, Zhu XG, Timson RC, Weber R, Xing C, Liu Y, Allwein B, Luo H, 
Yeh HW, et al. SLC25A39 is necessary for mitochondrial glutathione import in 
mammalian cells. Nature. 2021;599:136–40.

83.	 Alvarez SW, Sviderskiy VO, Terzi EM, Papagiannakopoulos T, Moreira AL, 
Adams S, Sabatini DM, Birsoy K, Possemato R. NFS1 undergoes positive 
selection in lung tumours and protects cells from ferroptosis. Nature. 
2017;551:639–43.

84.	 Gao L, Zhang C, Zheng Y, Wu D, Chen X, Lan H, Zheng X, Wu H, Li S. Glycine 
regulates lipid peroxidation promoting porcine oocyte maturation and early 
embryonic development. J Anim Sci. 2023;101.

85.	 Ruffin M, Mercier J, Calmel C, Mesinele J, Bigot J, Sutanto EN, Kicic A, Corvol 
H, Guillot L. Update on SLC6A14 in lung and gastrointestinal physiology and 
physiopathology: focus on cystic fibrosis. Cell Mol Life Sci. 2020;77:3311–23.

86.	 Lin H, Rothe K, Chen M, Wu A, Babaian A, Yen R, Zeng J, Ruschmann J, 
Petriv OI, O’Neill K, et al. The miR-185/PAK6 axis predicts therapy response 
and regulates survival of drug-resistant leukemic stem cells in CML. Blood. 
2020;136:596–609.

87.	 Chen Y, Yan W, Chen Y, Zhu J, Wang J, Jin H, Wu H, Zhang G, Zhan S, Xi Q, et al. 
SLC6A14 facilitates epithelial cell ferroptosis via the C/EBPbeta-PAK6 axis in 
ulcerative colitis. Cell Mol Life Sci. 2022;79:563.



Page 19 of 20Sun et al. Biomarker Research           (2024) 12:94 

88.	 Peng H, Yan Y, He M, Li J, Wang L, Jia W, Yang L, Jiang J, Chen Y, Li F, et al. 
SLC43A2 and NFkappaB signaling pathway regulate methionine/cystine 
restriction-induced ferroptosis in esophageal squamous cell carcinoma via a 
feedback loop. Cell Death Dis. 2023;14:347.

89.	 Fan G, Liu M, Liu J, Huang Y. The initiator of neuroexcitotoxicity and fer-
roptosis in ischemic stroke: glutamate accumulation. Front Mol Neurosci. 
2023;16:1113081.

90.	 Hotamisligil GS, Bernlohr DA. Metabolic functions of FABPs–mechanisms and 
therapeutic implications. Nat Rev Endocrinol. 2015;11:592–605.

91.	 Li Z, Liao X, Hu Y, Li M, Tang M, Zhang S, Mo S, Li X, Chen S, Qian W, et al. 
SLC27A4-mediated selective uptake of mono-unsaturated fatty acids pro-
motes ferroptosis defense in hepatocellular carcinoma. Free Radic Biol Med. 
2023;201:41–54.

92.	 Xu FL, Wu XH, Chen C, Wang K, Huang LY, Xia J, Liu Y, Shan XF, Tang N. 
SLC27A5 promotes sorafenib-induced ferroptosis in hepatocellular carci-
noma by downregulating glutathione reductase. Cell Death Dis. 2023;14:22.

93.	 Liao P, Wang W, Wang W, Kryczek I, Li X, Bian Y, Sell A, Wei S, Grove S, Johnson 
JK, et al. CD8(+) T cells and fatty acids orchestrate tumor ferroptosis and 
immunity via ACSL4. Cancer Cell. 2022;40:365–e378366.

94.	 Xiao Z, Shen D, Lan T, Wei C, Wu W, Sun Q, Luo Z, Chen W, Zhang Y, Hu L, et al. 
Reduction of lactoferrin aggravates neuronal ferroptosis after intracerebral 
hemorrhagic stroke in hyperglycemic mice. Redox Biol. 2022;50:102256.

95.	 Luis G, Godfroid A, Nishiumi S, Cimino J, Blacher S, Maquoi E, Wery C, Col-
lignon A, Longuespee R, Montero-Ruiz L, et al. Tumor resistance to ferroptosis 
driven by Stearoyl-CoA Desaturase-1 (SCD1) in cancer cells and fatty acid 
biding Protein-4 (FABP4) in tumor microenvironment promote tumor recur-
rence. Redox Biol. 2021;43:102006.

96.	 Xu Y, Liu Y, Li K, Yuan D, Yang S, Zhou L, Zhao Y, Miao S, Lv C, Zhao J. COX-2/
PGE2 pathway inhibits the Ferroptosis Induced by Cerebral Ischemia Reper-
fusion. Mol Neurobiol. 2022;59:1619–31.

97.	 Karuppagounder SS, Alin L, Chen Y, Brand D, Bourassa MW, Dietrich K, 
Wilkinson CM, Nadeau CA, Kumar A, Perry S, et al. N-acetylcysteine targets 5 
lipoxygenase-derived, toxic lipids and can synergize with prostaglandin E(2) 
to inhibit ferroptosis and improve outcomes following hemorrhagic stroke in 
mice. Ann Neurol. 2018;84:854–72.

98.	 Barbero S, Mielgo A, Torres V, Teitz T, Shields DJ, Mikolon D, Bogyo M, Barila 
D, Lahti JM, Schlaepfer D, Stupack DG. Caspase-8 association with the focal 
adhesion complex promotes tumor cell migration and metastasis. Cancer 
Res. 2009;69:3755–63.

99.	 Ma X, Xiao L, Liu L, Ye L, Su P, Bi E, Wang Q, Yang M, Qian J, Yi Q. CD36-medi-
ated ferroptosis dampens intratumoral CD8(+) T cell effector function and 
impairs their antitumor ability. Cell Metab. 2021;33:1001–e10121005.

100.	 Li J, Li M, Ge Y, Chen J, Ma J, Wang C, Sun M, Wang L, Yao S, Yao C. beta-
amyloid protein induces mitophagy-dependent ferroptosis through the 
CD36/PINK/PARKIN pathway leading to blood-brain barrier destruction in 
Alzheimer’s disease. Cell Biosci. 2022;12:69.

101.	 Ma Y, Huang L, Zhang Z, Yang P, Chen Q, Zeng X, Tan F, Wang C, Ruan X, Liao 
X. CD36 promotes tubular ferroptosis by regulating the ubiquitination of 
FSP1 in acute kidney injury. Genes Dis. 2024;11:449–63.

102.	 Lin Z, Liu J, Long F, Kang R, Kroemer G, Tang D, Yang M. The lipid flippase 
SLC47A1 blocks metabolic vulnerability to ferroptosis. Nat Commun. 
2022;13:7965.

103.	 Wang WW, Gallo L, Jadhav A, Hawkins R, Parker CG. The druggability of solute 
carriers. J Med Chem. 2020;63:3834–67.

104.	 Bayir 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.

105.	 Eide DJ. The SLC39 family of metal ion transporters. Pflugers Arch. 
2004;447:796–800.

106.	 Yu Y, Jiang L, Wang H, Shen Z, Cheng Q, Zhang P, Wang J, Wu Q, Fang X, Duan 
L, et al. Hepatic transferrin plays a role in systemic iron homeostasis and liver 
ferroptosis. Blood. 2020;136:726–39.

107.	 Sun Y, Tang L, Kan X, Tan L, Song C, Qiu X, Liao Y, Nair V, Ding C, Liu X, Sun 
Y. Oncolytic newcastle disease virus induced degradation of YAP through 
E3 ubiquitin ligase PRKN to exacerbate ferroptosis in tumor cells. J Virol. 
2024;98:e0189723.

108.	 Zhang H, Ostrowski R, Jiang D, Zhao Q, Liang Y, Che X, Zhao J, Xiang X, Qin 
W, He Z. Hepcidin promoted ferroptosis through iron metabolism which 
is associated with DMT1 signaling activation in early brain injury following 
subarachnoid hemorrhage. Oxid Med Cell Longev. 2021;2021:9800794.

109.	 Tan Q, Zhang X, Li S, Liu W, Yan J, Wang S, Cui F, Li D, Li J. DMT1 differentially 
regulates mitochondrial complex activities to reduce glutathione loss and 
mitigate ferroptosis. Free Radic Biol Med. 2023;207:32–44.

110.	 Yuan H, Xia P, Sun X, Ma J, Xu X, Fu C, Zhou H, Guan Y, Li Z, Zhao S, et al. 
Photothermal Nanozymatic nanoparticles induce Ferroptosis and apoptosis 
through Tumor Microenvironment Manipulation for Cancer Therapy. Small. 
2022;18:e2202161.

111.	 Battaglia AM, Chirillo R, Aversa I, Sacco A, Costanzo F, Biamonte F. Ferroptosis 
and cancer: mitochondria meet the iron maiden cell death. Cells. 2020;9.

112.	 Zhang Z, Guo M, Shen M, Kong D, Zhang F, Shao J, Tan S, Wang S, Chen A, 
Cao P, Zheng S. The BRD7-P53-SLC25A28 axis regulates ferroptosis in hepatic 
stellate cells. Redox Biol. 2020;36:101619.

113.	 Hao L, Mi J, Song L, Guo Y, Li Y, Yin Y, Zhang C. SLC40A1 mediates fer-
roptosis and cognitive dysfunction in type 1 diabetes. Neuroscience. 
2021;463:216–26.

114.	 Ge MH, Tian H, Mao L, Li DY, Lin JQ, Hu HS, Huang SC, Zhang CJ, Mei XF. Zinc 
attenuates ferroptosis and promotes functional recovery in contusion spinal 
cord injury by activating Nrf2/GPX4 defense pathway. CNS Neurosci Ther. 
2021;27:1023–40.

115.	 Chen PH, Wu J, Xu Y, Ding CC, Mestre AA, Lin CC, Yang WH, Chi JT. Zinc trans-
porter ZIP7 is a novel determinant of ferroptosis. Cell Death Dis. 2021;12:198.

116.	 Kim H, Wu X, Lee J. SLC31 (CTR) family of copper transporters in health and 
disease. Mol Aspects Med. 2013;34:561–70.

117.	 Xue Q, Yan D, Chen X, Li X, Kang R, Klionsky DJ, Kroemer G, Chen X, Tang D, 
Liu J. Copper-dependent autophagic degradation of GPX4 drives ferroptosis. 
Autophagy. 2023;19:1982–96.

118.	 Dixon SJ, Olzmann JA. The cell biology of ferroptosis. Nat Rev Mol Cell Biol 
2024.

119.	 Hirata Y, Cai R, Volchuk A, Steinberg BE, Saito Y, Matsuzawa A, Grin-
stein S, Freeman SA. Lipid peroxidation increases membrane tension, 
Piezo1 gating, and cation permeability to execute ferroptosis. Curr Biol. 
2023;33:1282–e12941285.

120.	 Jang S, Chapa-Dubocq XR, Tyurina YY, St Croix CM, Kapralov AA, Tyurin VA, 
Bayir H, Kagan VE, Javadov S. Elucidating the contribution of mitochondrial 
glutathione to ferroptosis in cardiomyocytes. Redox Biol. 2021;45:102021.

121.	 Yan B, Ai Y, Sun Q, Ma Y, Cao Y, Wang J, Zhang Z, Wang X. Membrane damage 
during ferroptosis is caused by oxidation of phospholipids catalyzed by the 
oxidoreductases POR and CYB5R1. Mol Cell. 2021;81:355–e369310.

122.	 Lin L, Yee SW, Kim RB, Giacomini KM. SLC transporters as therapeutic targets: 
emerging opportunities. Nat Rev Drug Discov. 2015;14:543–60.

123.	 Shirley M. Triheptanoin: first approval. Drugs. 2020;80:1595–600.
124.	 Rask-Andersen M, Masuram S, Fredriksson R, Schioth HB. Solute carriers as 

drug targets: current use, clinical trials and prospective. Mol Aspects Med. 
2013;34:702–10.

125.	 Dolma S, Lessnick SL, Hahn WC, Stockwell BR. Identification of genotype-
selective antitumor agents using synthetic lethal chemical screening in 
engineered human tumor cells. Cancer Cell. 2003;3:285–96.

126.	 Lei G, Zhuang L, Gan B. Targeting ferroptosis as a vulnerability in cancer. Nat 
Rev Cancer. 2022;22:381–96.

127.	 Du Y, Guo Z. Recent progress in ferroptosis: inducers and inhibitors. Cell 
Death Discov. 2022;8:501.

128.	 Kim R, Taylor D, Vonderheide RH, Gabrilovich DI. Ferroptosis of immune cells 
in the tumor microenvironment. Trends Pharmacol Sci. 2023;44:542–52.

129.	 Li Q, Zhong X, Yao W, Yu J, Wang C, Li Z, Lai S, Qu F, Fu X, Huang X, et al. 
Inhibitor of glutamine metabolism V9302 promotes ROS-induced autopha-
gic degradation of B7H3 to enhance antitumor immunity. J Biol Chem. 
2022;298:101753.

130.	 Veglia F, Tyurin VA, Blasi M, De Leo A, Kossenkov AV, Donthireddy L, To TKJ, 
Schug Z, Basu S, Wang F, et al. Fatty acid transport protein 2 reprograms 
neutrophils in cancer. Nature. 2019;569:73–8.

131.	 Song Q, Peng S, Sun Z, Heng X, Zhu X. Temozolomide drives ferroptosis 
via a DMT1-Dependent pathway in Glioblastoma Cells. Yonsei Med J. 
2021;62:843–9.

132.	 Sussman D, Smith LM, Anderson ME, Duniho S, Hunter JH, Kostner H, Miya-
moto JB, Nesterova A, Westendorf L, Van Epps HA, et al. SGN-LIV1A: a novel 
antibody-drug conjugate targeting LIV-1 for the treatment of metastatic 
breast cancer. Mol Cancer Ther. 2014;13:2991–3000.

133.	 Zhang B, Pan C, Feng C, Yan C, Yu Y, Chen Z, Guo C, Wang X. Role of mito-
chondrial reactive oxygen species in homeostasis regulation. Redox Rep. 
2022;27:45–52.

134.	 Gao M, Yi J, Zhu J, Minikes AM, Monian P, Thompson CB, Jiang X. Role of 
Mitochondria in Ferroptosis. Mol Cell. 2019;73:354–e363353.



Page 20 of 20Sun et al. Biomarker Research           (2024) 12:94 

135.	 Riegman M, Sagie L, Galed C, Levin T, Steinberg N, Dixon SJ, Wiesner U, 
Bradbury MS, Niethammer P, Zaritsky A, Overholtzer M. Ferroptosis occurs 
through an osmotic mechanism and propagates independently of cell 
rupture. Nat Cell Biol. 2020;22:1042–8.

136.	 Ramos S, Hartenian E, Santos JC, Walch P, Broz P. NINJ1 induces plasma 
membrane rupture and release of damage-associated molecular pattern 
molecules during ferroptosis. EMBO J. 2024;43:1164–86.

137.	 Chen SY, Lin CC, Wu J, Chen Y, Wang YE, Setayeshpour Y, Mestre A, Chi JT. 
NINJ1 regulates ferroptosis via xCT antiporter interaction and CoA modula-
tion. bioRxiv. 2024.

138.	 Kim DH, Kim WD, Kim SK, Moon DH, Lee SJ. TGF-beta1-mediated repression 
of SLC7A11 drives vulnerability to GPX4 inhibition in hepatocellular carci-
noma cells. Cell Death Dis. 2020;11:406.

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


	﻿The solute carrier transporters (SLCs) family in nutrient metabolism and ferroptosis
	﻿Abstract
	﻿Introduction
	﻿Nutrient metabolism and ferroptosis
	﻿Iron and ferroptosis
	﻿SLCs and ferroptosis
	﻿Sugar metabolism-associated SLCs and ferroptosis
	﻿Amino acid-associated SLCs and ferroptosis
	﻿Lipid metabolism-associated SLCs and ferroptosis
	﻿Trace metal-associated SLCs and ferroptosis

	﻿Other ion-transporting SLCs and ferroptosis
	﻿SLCs as clinical therapeutic targets
	﻿Conclusion
	﻿References


