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mTORC1 beyond anabolic metabolism: Regulation of

cell death

Jiajun Zhu*?@, Hua Wang3, and Xuejun Jiang>®

The mechanistic target of rapamycin complex 1 (mTORC1), a multi-subunit protein kinase complex, interrogates growth factor
signaling with cellular nutrient and energy status to control metabolic homeostasis. Activation of mTORC1 promotes
biosynthesis of macromolecules, including proteins, lipids, and nucleic acids, and simultaneously suppresses catabolic
processes such as lysosomal degradation of self-constituents and extracellular components. Metabolic regulation has
emerged as a critical determinant of various cellular death programs, including apoptosis, pyroptosis, and ferroptosis. In this
article, we review the expanding knowledge on how mTORC1 coordinates metabolic pathways to impinge on cell death
regulation. We focus on the current understanding on how nutrient status and cellular signaling pathways connect mTORC1
activity with ferroptosis, an iron-dependent cell death program that has been implicated in a plethora of human diseases. In-
depth understanding of the principles governing the interaction between mTORC1 and cell death pathways can ultimately
guide the development of novel therapies for the treatment of relevant pathological conditions.

Introduction
Mechanistic or mammalian target of rapamycin (mTOR) is a
member of the phosphoinositide 3-kinase (PI3K)-related serine/
threonine protein kinase family (Battaglioni et al., 2022; Liu and
Sabatini, 2020). In mammalian cells, mTOR acts as the catalytic
subunit in two distinct complexes termed mTORC1 and
mTORC2, of which mTORCI is characterized as a central co-
ordinator of cellular metabolic homeostasis. In the presence of
growth-promoting signals and sufficient intracellular nutrient
supply, mTORCL is activated to favor biosynthesis of proteins,
lipids, and nucleic acids, while suppressing catabolism of these
macromolecules. By contrast, nutrient limitation or a lack of
growth factor signaling dampens mTORCI-mediated anabolic
processes but leads to enhanced lysosomal degradation of
macromolecules of both intracellular and extracellular sources.
Cellular metabolic homeostasis underlies all essential bio-
logical activities, in part, by providing the substrates and energy
required to maintain intracellular biochemical reactions (Judge
and Dodd, 2020; Zhu and Thompson, 2019). A mismatch of
metabolic supply with cellular demand, due to environmental
insult or pathological abnormality, can lead to various stress
responses, including the execution of cell death programs. In the
past decade, ferroptosis has emerged as a distinct type of regu-
lated cell death intimately connected to cellular metabolism
(Jiang et al., 2021a; Stockwell, 2022). Ferroptosis is iron-
dependent and is often preceded by a dysregulated cellular

redox state that leads to an increase in lipid reactive oxygen
species (ROS). Remarkably, multiple specific oncogenic muta-
tions alter cellular metabolism and hence the sensitivity of
cancer cells to ferroptosis, making ferroptosis induction a
promising cancer therapeutic approach, either alone or in
combination with other regimens. On the other hand, ferrop-
tosis appears to be an important pathological contributor to
various degenerative diseases, suggesting the therapeutic po-
tential of ferroptosis inhibition. In many of these cases, nTORC1
has been demonstrated as an important node in determining
ferroptotic activity through its regulation of the intracellular
metabolic network.

In this review, we will analyze the expanding evidence that
connects mTORC1 activity with ferroptosis through specific
metabolites and downstream signaling, transcriptional, and
epigenetic events. We will also briefly summarize the role of
mTORCI signaling in other forms of regulated cell death, in-
cluding apoptosis and pyroptosis. Furthermore, the potential of
exploiting the connection between mTORCI and ferroptosis for
disease treatment will be discussed.

Metabolites that coordinate mTORC1 activity with

ferroptosis regulation

Ferroptosis was defined a decade ago as an iron-dependent, non-
apoptotic form of cell death (Dixon et al., 2012). Ferroptotic
death is driven by iron-dependent peroxidation of phospholipids
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(PL) containing polyunsaturated fatty acid (PUFA) tails (Yang
et al., 2016; Yang and Stockwell, 2016). As such, ferroptosis
can be potently induced by depletion of intracellular cysteine
required for glutathione (GSH) biosynthesis, or by perturbation
of the glutathione peroxidase 4 (GPX4) enzymatic activity that
utilizes GSH to catalyze the reduction of PUFA-PL peroxides
(Dixon et al., 2012; Gao et al., 2015; Yang et al., 2014). Extending
from these observations, a variety of intracellular metabolites
and metabolic processes have been directly implicated in the
progression of ferroptosis, many of which are components of
mTORCI regulated pathways.

Amino acid. Amino acids are building blocks of protein syn-
thesis and substrates involved in other biosynthetic and bioen-
ergetic activities. mTORCI interrogates the information of
intracellular amino acid availability through several dedicated
sensor proteins that function as negative regulators of mTORCI.
For instance, Sestrin2 and SARIB, CASTOR1, and SAMTOR
were identified as sensor proteins of leucine, arginine, and
S-adenosylmethionine (SAM, indicative of methionine level),
respectively (Fig. 1). The presence of leucine, arginine, or me-
thionine alleviates the inhibitory effect of their cognate sensor
proteins mediated through the GATOR complexes, thereby
permitting activation of the Rag heterodimer and subsequent
recruitment of mTORCI to its site of action—lysosomes (Fig. 1).
By contrast, deprivation of any of these amino acids results in an
inactive configuration of the Rag heterodimer and thereby dis-
sociation of mTORC1 from the lysosomes (Chantranupong et al.,
2016; Chen et al., 2021c; Gu et al., 2017; Saxton et al., 2016a;
Saxton et al., 2016b; Wolfson et al., 2016). In addition, the deficit
of amino acids in general, beyond that of leucine, arginine, and
methionine, can lead to the integrated stress response (ISR) that
dampens mTORCI activity (Ye et al., 2015).

Cysteine/cystine is an essential nutrient for survival and
growth of cultured cells (Eagle, 1955). Cysteine deprivation
causes rapid cell death that can be prevented with antioxidant
supplementation (Bannai et al., 1977). Reminiscent of these ob-
servations, screening of a library of small molecules and
subsequent mechanistic investigation revealed the chemi-
cal compound erastin as a potent inducer of ferroptosis by in-
hibiting the system x.~ plasma membrane antiporter, which
mediates cystine uptake in exchange for intracellular glutamate
(Dixon et al., 2012; Fig. 1). Consistent with the role of cysteine in
supporting cell survival and growth, availability of cysteine was
reported to be essential to maintain mTORCI function (Daher
et al., 2019; Yu and Long, 2016). Paradoxically, during prolonged
starvation in Drosophila larva, lysosome-derived cysteine limits
mTORCI reactivation by retaining nutrient utilization in the
mitochondrial tri-carboxylic acid (TCA) cycle (Jouandin et al.,
2022). Whether this repressive role of cysteine in mTORCL
regulation requires additional metabolic regulations that are
specific to Drosophila larval fat body is an intriguing topic for
future investigation. Interestingly, system x.”-mediated cystine
uptake promotes GPX4 protein translation in an mTORCI-
dependent manner, whereas inhibition of mTORCI reduces
GPX4 production and synergized with ferroptosis induction in
cancer cells (Zhang et al., 2021). Further, mTORC1 promotes
activating transcription factor 4 (ATF4) activity and upregulates
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the expression of SLC7A1l, the catalytic subunit of system x.”
(Torrence et al., 2021). All these studies demonstrate a complex
interplay of mTORC1 and cysteine availability in the regulation
of ferroptosis sensitivity.

In addition to being a building block for protein synthesis,
glutamine plays a multifaceted role in cellular metabolism by
supporting nucleotide biosynthesis, non-essential amino acid
production, and the TCA cycle anaplerosis (Pavlova and
Thompson, 2016). This is likely consistent with the existence
of multiple mechanisms by which glutamine can signal to
mTORCI activity. In addition to the Rag heterodimeric GTPase,
glutamine availability is sensed by mTORCI through the ade-
nosine diphosphate ribosylation factor-1 (Arfl) GTPase (Bernfeld
et al.,, 2018; Jewell et al., 2015; Meng et al., 2020), and through
the SLC7A5/SLC3A2 heterodimeric antiporter that imports es-
sential amino acids at the expense of glutamine efflux (Nicklin
et al., 2009). Glutamine also activates mTORCI through gluta-
minolysis, in a a-ketoglutarate (a-KG)-dependent manner
(Duran et al., 2012). Intriguingly, while cysteine deprivation
promotes ferroptosis, absence of glutamine, or disruption of the
glutaminolysis pathway leads to ferroptosis resistance (Gao
et al., 2015; Fig. 1). Consistent with this, microRNA targeting
the glutamine importer SLCIA5 antagonizes ferroptosis in
melanoma cells (Luo et al., 2018). The ferroptosis-promoting
effect of glutaminolysis is, at least in part, due to an increase
in the activity of mitochondrial TCA cycle and electron trans-
port chain (Gao et al., 2019). Whether mTORC1 plays a direct
role in mediating the function of glutamine in ferroptosis will
be an interesting question to explore.

Similar to the effect of glutamine deprivation, ferroptosis
induced by erastin or cysteine withdrawal can be suppressed
when cells are cultured in medium lacking arginine, lysine,
valine, or methionine, but not when deprived of other amino
acids such as glycine, phenylalanine, tryptophan, or serine
(Conlon et al., 2021). Although precise mechanisms underlying
the differential effect of these individual amino acids on fer-
roptosis are not clear, it was suggested to be independent of
mTORCI inhibition or ATF4 induction, but likely mirrors the
distinct role of individual amino acids on cell proliferation
(Conlon et al., 2021).

Lipid and cholesterol. mTORC1 promotes lipid and cholesterol
production by activating transcriptional programs mediated by
the sterol regulatory element-binding protein 1 (SREBPI) and
SREBP2. This is accomplished partly through phosphorylation of
S6K1 (encoded by RPS6KBI), lipin 1 (encoded by LPINI), and
CREB-regulated transcription coactivator 2 (CRTC2; Duvel et al.,
2010; Han et al., 2015; Owen et al., 2012; Peterson et al., 2011;
Porstmann et al., 2008). mTORCI also increases mRNA stability
of lipogenic enzymes downstream of SREBPs through SRPK2-
mediated pre-mRNA splicing, and increases protein stability of
the cholesterogenic enzyme HMGCR through phosphorylation
of its deubiquitinase USP20 (Lee et al., 2017; Lu et al., 2020).
Expansion of the cellular lipogenic and cholesterogenic capacity
is associated with an active mTORCI state instructed by growth-
promoting signals and sufficient nutrients.

Lipid peroxidation underlies ferroptosis progression. PL
containing PUFA tail(s) are the major substrates that initiate and
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Figure 1. Metabolites that coordinate mTORC1 activity with ferroptosis regulation. mTORC1 interrogates growth factor signaling and cellular nutrient
status to regulate anabolic metabolism including protein translation, fatty acid biosynthesis, and nucleotide biosynthesis. mTORC1 senses the availability of
leucine, arginine, and SAM (indicative of methionine abundance) through the Sestrin2 and SAR1B, CASTOR1, and SAMTOR sensor proteins, respectively.
Intracellular cysteine contributes to ferroptosis resistance by supporting both glutathione biosynthesis and GPX4 protein synthesis. By contrast, intracellular
glutamine utilization by glutaminolysis sensitizes ferroptosis. Production of MUFA leads to ferroptosis resistance, whereas PUFA generation promotes fer-
roptosis. Pyrimidine synthesis is coupled to the cellular energy status through DHODH that functions at the electron transport chain (ETC). DHODH mediates
orotate production while depositing electrons to the ETC for generation of ubiquinol, which acts as a suppressor of ferroptosis. Transferrin receptor-mediated
iron uptake and subsequent iron release from the lysosome promote ferroptosis execution. RTK, receptor tyrosine kinase. PI3K, phosphoinositide 3-kinase.
TSC, tuberous sclerosis complex. MUFA, monounsaturated fatty acid. PUFA, polyunsaturated fatty acid. DHODH, dihydroorotate dehydrogenase. QH,, ubi-

quinol. Tfn, transferrin.

propagate lipid peroxidation, through both the nonenzymatic
Fenton reaction and the lipoxygenases-catalyzed lipid radical
formation (Liang et al., 2022). As a result, acyl-CoA synthetase
long-chain family member 4 (ACSL4) that ligates coenzyme A
(CoA) to PUFA for subsequent PUFA-PL formation is crucial for
ferroptosis execution (Doll et al., 2017; Kagan et al., 2017). In
contrast to a ferroptosis-promoting role of PUFAs, monounsat-
urated fatty acids (MUFAs) inhibit ferroptosis in an ACSL3-
dependent manner (Magtanong et al., 2019; Fig. 1), although
further mechanistic details underlying this effect of MUFAs
remain to be defined.

mTORC1 activation, such as in the context of oncogenic
phosphoinositide 3-kinase (PI3K) mutation or PTEN deletion,
can lead to ferroptosis resistance in cancer cells by activating
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SREBP1, which in turn upregulates stearoyl-CoA desaturase
1 (SCD1) to catalyze MUFA production (Yi et al., 2020). It was
further demonstrated that the combination of mTORCI inhibi-
tion with ferroptosis induction resulted in substantial tumor
regression in mouse models of PI3K-mutated or PTEN-defective
cancers (Yi et al., 2020). As ferroptosis-inhibiting role of MUFAs
was consistently observed in other contexts such as ovarian
cancer and metastatic melanoma (Tesfay et al., 2019; Ubellacker
et al.,, 2020), targeting MUFA production might represent a
promising therapeutic strategy to sensitize cancer cells to fer-
roptosis induction.

Similar to PUFA, cholesterol is capable of generating and
propagating peroxidized products in cellular membrane, hence
contributing to ferroptosis (Girotti and Korytowski, 2019;
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Thomas et al., 1990a; Thomas et al., 1990b). In addition, the
mevalonate pathway that mediates de novo cholesterol biosyn-
thesis is intrinsically connected with ferroptosis regulation. The
mevalonate pathway intermediate, isopentenyl pyrophosphate
(IPP), regulates selenocysteine tRNA maturation by adenosine
isopentenylation, which is essential for the biosynthesis of se-
lenoproteins, including GPX4 (Warner et al., 2000). Moreover,
accumulation of squalene due to suppressed squalene monoox-
ygenase expression in a subset of anaplastic large cell lympho-
mas renders these tumors cholesterol auxotrophic but also
resistant to ferroptosis (Garcia-Bermudez et al., 2019). Chronic
exposure to a high level of cholesterol increases GPX4 expres-
sion in breast cancer cells, resulting in ferroptosis resistance and
elevated tumorigenicity (Liu et al., 2021). On the other hand,
cholesterol in the tumor microenvironment promotes CD36-
mediated fatty acid uptake in CD8* T cells, leading to increased
ferroptosis in T cells and hence dampened tumor suppression
(Ma et al., 2021). Although mTORCI can impact cholesterol
synthesis through regulating SREBPs, whether it plays a direct
role in connecting cholesterol biosynthesis to ferroptosis re-
mains to be determined.

Nucleotide. In addition to promoting protein and lipid pro-
duction, activation of mTORCI1 stimulates de novo nucleotide
biosynthesis. mTORC1 phosphorylates and activates S6K1, which
in turn phosphorylates the multi-domain enzyme CAD (car-
bamoyl-phosphate synthetase 2, aspartate transcarbamylase and
dihydroorotase), leading to its oligomerization and consequent
increase of pyrimidine synthesis (Ben-Sahra et al., 2013;
Robitaille et al., 2013). In addition, mTORC1 promotes mito-
chondrial folate cycle activity, which in turn contributes one-
carbon units to enhance purine synthesis (Ben-Sahra et al.,
2016). Conversely, availability of purine regulates mTORCI ac-
tivity through both the tuberous sclerosis complex (TSC) and the
Rheb GTPase activity (Emmanuel et al., 2017; Hoxhaj et al.,
2017). Elevated nucleotide biosynthesis by mTORCI activation
is required during cancer initiation and progression, and has
become a targetable tumor vulnerability (Buj et al., 2019;
Valvezan et al., 2020; Valvezan et al., 2017).

Dihydroorotate dehydrogenase (DHODH) is localized at inner
mitochondrial membrane and connects pyrimidine synthesis
with mitochondrial metabolism. In the pyrimidine synthesis
pathway, DHODH oxidizes dihydroorotate to produce orotate
while transferring the electrons to ubiquinone (producing ubi-
quinol) as part of the mitochondrial electron transport chain
(Fig. 1). Therefore, orotate production for pyrimidine synthesis
is coupled to mitochondrial oxidative phosphorylation and the
cellular energy status. Because ubiquinol is a radical-trapping
antioxidant in mitochondria, its production mediated by
DHODH is a major ferroptosis defense mechanism (Mao et al.,
2021; Fig. 1). DHODH inhibition was further found to synergize
with system x.~ suppression in ferroptosis induction (Mao et al.,
2021). By contrast, conversion of ribonucleotides to deoxy-
ribonucleotides by ribonucleotide reductase (RNR) consumes
GSH. As a result, inhibition of RNR led to ferroptosis resistance by
conserving GSH for antioxidant defense (Tarangelo et al., 2022).

ROS. Active anabolic metabolism is usually associated with
ROS generation. Consistently, mTORCI activation often leads to
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increased intracellular ROS levels. For example, activation of
platelet derived growth factor receptor (PDGFR) promotes
ROS generation in an mTORCI1-dependent manner (Lei and
Kazlauskas, 2014). Similarly, in chronic myelogenous leukemia
carrying BCR-ABL fusion, PI3K-mTORCI signaling downstream
of BCR-ABL receptor tyrosine kinase (RTK) activity increases
ROS through elevated glycolysis and mitochondrial respiration
(Kim et al., 2005). In the context of hematopoietic stem cells
(HSCs), TSC1 deletion was found to unleash mTORCI activity,
which in turn promoted ROS generation and contributed to the
HSC transition from quiescence into a rapid cycling state (Chen
et al., 2008).

Excessive ROS, especially when acting on PL, potentiates
ferroptosis. However, a modest increase in ROS level can stim-
ulate cell proliferation, partly due to a role of hydrogen peroxide
in suppressing protein tyrosine phosphatases such as PTEN by
oxidizing their catalytic cysteine residues (Diebold and Chandel,
2016; Tonks, 2005). In agreement, an increase in ROS level was
shown to activate mTORCI in a variety of biological settings,
including cell proliferation, macrophage polarization, and in-
flammatory response (Formentini et al., 2017; Noh et al., 2019;
Saxton et al., 2016b; Yalcin et al., 2010). Maintaining mTORCI1
activation under ROS stimulation requires specific antioxidant
mechanisms, such as elevated superoxide dismutase 1 (SOD1)
and SOD2 expression, or sustained GSH biosynthesis (Gutierrez-
Uzquiza et al., 2012; Mak et al., 2017). Therefore, mTORCI ac-
tivity and ROS level regulate each other, and that an imbalance
of this mutual regulation may influence the execution of
cell death.

Polyamine. Additional metabolites such as polyamines have
emerged as connecting mTORCI activity with ferroptosis regu-
lation. In cancer cells harboring oncogenic Ras mutation,
mTORC1 activity promotes ornithine decarboxylase (ODC)
mRNA stability, thereby increasing the production of putrescine
(Origanti et al., 2012). During polyamine biosynthesis, de-
carboxylated S-adenosylmethioinine (dcSAM) is further required
to convert putrescine into spermidine and spermine. In prostate
cancer, the frequent loss of PTEN and activation of mTORCI leads
to increased protein stability of S-adenosylmethionine decarbox-
ylase 1 (AMD1), which catalyzes the production of deSAM and
facilitates polyamine biosynthesis (Zabala-Letona et al., 2017).
Deregulated polyamine homeostasis has been suggested to con-
tribute to ferroptosis. Spermidine/spermine N'-acetyltransferase
1 (SAT1) was identified as a transcriptional target of the p53 tumor
suppressor. Upregulated SAT1 promotes catabolism of poly-
amines, which generates peroxide as a byproduct and therefore
contributes to p53-mediated ferroptosis induction (Ou et al., 2016).

Iron-sulfur cluster (ISC). 1SC biogenesis is an essential com-
ponent of various biological processes as ISC-containing pro-
teins participate in mitochondrial electron transport, DNA
damage repair, and protein translation (Rouault, 2015). Unsur-
prisingly, mTORCI phosphorylates the scaffold protein ISCU to
facilitate ISC biogenesis (La et al., 2013). ISC biogenesis is cou-
pled to the availability of intracellular iron and is a critical
determinant of ferroptosis. ISC biosynthesis requires the
coordinated action of multiple regulatory proteins, including the
NFS1 cysteine desulfurase, as well as the Frataxin (FXN) protein
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that functions as an allosteric activator of the NFSI complex
(Bridwell-Rabb et al., 2014; Land and Rouault, 1998; Parent et al.,
2015; Rouault, 2015). Disruption of ISC biosynthesis by genetic
inhibition of FXN or NFSI led to iron-starvation response that
promotes ferroptosis (Du et al., 2020; Terzi et al., 2021). Main-
taining a high level of NFS1 gene expression appears essential for
survival and growth of cancer cells in high oxygen environment
such as cells in a lung tumor or cancer cells during metastasis.
Elevated oxygen concentration is more likely to damage ISC in
cancer cells that have lower NFS1 expression, causing ferroptotic
cell death (Alvarez et al., 2017). Paradoxically, in hypoxic tumor
microenvironment, depletion of NFS1 was shown to display
synthetic lethality with suppression of carbonic anhydrase IX
(CAIX), likely due to that loss of CAIX activity decreased intra-
cellular pH and increased ROS accumulation, which sensitized
hypoxic tumor cells to ferroptosis (Chafe et al., 2021).

Signaling pathways that connect mTORC1 activity with
ferroptosis regulation

Cellular processes and signaling pathways that respond to
changes in cell state or challenges from the extracellular envi-
ronment play an important role in determining cellular metab-
olism. mTORC]1 participates in many of these signaling events
that ultimately result in metabolic perturbations associated with
changes in ferroptosis susceptibility.

RTK oncogenic pathway. Most cells in mammals acquire nu-
trients from the extracellular environment only when instructed
by appropriate signaling cues. Activation of the RTK-PI3K-Akt
axis in response to growth factor signaling allows uptake of
nutrients such as glucose and amino acids (Fig. 2). In concert
with increased nutrient acquisition, activation of mTORCl
downstream of the RTK-PI3K-Akt pathway promotes utilization
of these nutrients for anabolic processes. This non-cell autono-
mous control of nutrient uptake forms the basis of coordinated
nutrient distribution in multicellular organisms, and functions
as a major barrier against tumorigenesis (Thompson, 2011).

Cancer cells are characterized with uncontrolled prolifera-
tion that depends on continuous nutrient supply. As a result,
activating mutations in the RTK-PI3K-Akt pathway often occur
in cancer to allow cell autonomous uptake of nutrients to
support biomass accumulation and cell growth. A context-
dependent role of RTK signaling in ferroptosis regulation has
been suggested by recent studies. In non-small cell lung cancer,
oncogenic alterations in the epidermal growth factor receptor
(EGFR) increase cellular sensitivity to ferroptosis, due to
mitogen-activated protein kinase (MAPK) signaling-mediated
NADPH oxidase 4 (NOX4) activation (Poursaitidis et al., 2017).
Similarly, in melanoma, activation of RTK signaling can result
in resistance to MAPK-targeting therapies, but also leads to
increased sensitivity to ferroptosis (Tsoi et al., 2018). By
contrast, hepatocellular carcinoma (HCC) cells treated with
sorafenib, a multi-target kinase inhibitor, were found to acti-
vate PI3K-RAC1-PAKI signaling and increase macropinocytosis
activity, and increased macropinocytosis prevented sorafenib-
induced ferroptosis by replenishing the intracellular cysteine
pool (Byun et al., 2022). It was also reported that sorafenib-
resistant HCC cells upregulated the expression of fibronectin
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type III domain containing 5 (FNDC5), which in turn activated
the PI3K-Akt pathway and promoted translocation of nuclear
factor E2-related factor 2 (NRF2) into the nucleus to induce
antioxidant response and ferroptosis resistance (Liu et al.,
2022a). Inhibition of the RTK-PI3K axis potentiates immune
checkpoint blockade therapy by sensitizing cancer cells to
ferroptosis (Fan et al., 2021; Jiang et al., 2021b).

These contradicting observations regarding the role of RTK
on ferroptosis regulation are likely a result of cell type- and
context-specific response to RTK activation, as well as prefer-
ential usage of distinct signaling branches downstream of RTK.
However, consensus appears to be achieved when concerning
mTORCI activation downstream of RTK pathway and its regu-
lation on ferroptosis. As discussed, cancer cells carrying onco-
genic mutations of PI3K or PTEN deletions were found to
upregulate MUFA biosynthesis in an mTORCI1-dependent man-
ner, resulting in ferroptosis resistance (Yi et al., 2020; Fig. 2).
Similarly, overexpression of GALNTI14 in ovarian cancer confers
resistance to chemotherapy induced ferroptosis by promoting
EGFR and mTORCI activity (Li et al., 2022). In agreement, other
studies also indicated that mTORCI activation led to ferroptosis
resistance in multiple contexts of cancer, albeit likely involving
mechanisms besides MUFA production, such as increased ex-
pression of the GPX4 protein (Ni et al., 2021; Zhang et al., 2021).

p53 tumor suppressive pathway. Loss of function mutations in
TP53 (encoding the p53 tumor suppressor) is frequently ob-
served in human cancer. The tumor suppressive function of p53
is conventionally attributed to its role in promoting cell-cycle
arrest, differentiation, apoptosis, or cellular senescence. These
functions are achieved mainly through the transcriptional ac-
tivity of p53 orchestrating the expression of a number of
downstream target genes including CDKNIA (encoding p21) and
BBC3 (encoding PUMA). Over the past two decades, it has been
demonstrated that regulation of cellular metabolism is another
critical component of the p53 tumor suppressive function
(Kruiswijk et al., 2015). For example, TP53-induced glycolysis
and apoptosis regulator (TIGAR) harbors fructose-2,6-bi-
sphosphatase activity and therefore reduces glycolytic activity
when upregulated upon p53 stabilization (Bensaad et al., 2006).
These findings are in line with the observation that p53 acti-
vation favors mitochondrial respiration as opposed to glycolysis
for cellular bioenergetics, thereby counteracting Warburg effect
seen in many tumors (Matoba et al., 2006). In addition to its role
in modulating central carbon metabolism, p53 antagonizes
mTORCI activity by inducing the expression of sestrin proteins
(Budanov and Karin, 2008; Fig. 2), thereby suppressing
mTORCI-mediated anabolic metabolism under stress conditions
such as DNA damage and nutrient deficit.

By mutating three lysine residues in the p53 DNA-binding
domain into arginine (p53**®, K177, K161, and K162 in mice) that
abolishes post-translational acetylation of p53 at these sites, p53
lost the ability to induce cell-cycle arrest, apoptosis, or senes-
cence (Li et al., 2012). However, p53°R still retained its tumor
suppressive function as assessed by the absence of early-onset
spontaneous tumors observed in p53%%® knock-in mice, whereas
their p53 null counterparts rapidly developed tumors within 6
mo after birth (Li et al., 2012). It turns out that p53 activation can
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Figure 2. Signaling pathways that connect mTORC1 activity with ferroptosis regulation. mTORCI is activated by growth factor signaling through the
RTK-PI3K-Akt axis, of which one downstream outcome is the elevated MUFA production mediated by SREBP1 and SCD1. Growth factor signaling also promotes
glucose uptake, which antagonizes AMPK activity. AMPK increases, while mTORC1 decreases, ULK1 activity that is required for autophagy initiation. Autophagic
degradation of ferritin, a process termed ferrotinophagy, promotes ferroptosis by releasing iron from the intracellular iron store. The p53 tumor suppressor
promotes expression of Sestrin2 that inhibits mTORC1 activity. On the other hand, p53 represses the expression of SLC7A11 required by the system x.~ plasma
membrane antiporter, thereby promoting ferroptosis. Both these anti-mTORC1 and pro-ferroptosis roles are key components of the p53-mediated tumor
suppressive function. mTORC1 promotes NRF2 activation by increasing KEAP1 degradation. NRF2 acts as a transcription factor that promotes the expression of
enzymes involved in glutathione biosynthesis for ferroptosis suppression. Besides mTORC], the Hippo pathway is another mechanism of cell size and growth
regulation. The Hippo pathway effector proteins YAP and TAZ promote ferroptosis partly by increasing the expression of transferrin receptor and the acyl-CoA
synthetase long chain family member 4 (ACSL4). Intercellular contact mediated by cadherin proteins led to NF2 activation and subsequently nuclear exclusion
of YAP, thereby inhibiting ferroptosis. RTK, receptor tyrosine kinase. PI3K, phosphoinositide 3-kinase. PTEN, phosphatase and tensin homolog. GLUT, glucose
transporter 1 (encoded by SLC2AI). AMPK, AMP-activated protein kinase. ULK1, unc-51 like autophagy activating kinase 1. KEAPL, kelch-like ECH-associated
protein 1. NRF2, nuclear factor E2-related factor 2. SREBP], sterol regulatory element binding protein 1. SCD1, stearoyl-CoA desaturase 1. MUFA, monoun-
saturated fatty acid. NF2, also known as MERLIN. LATS1/2, large tumor suppressor kinase 1/2. YAP, Yesl associated transcriptional regulator. TAZ, also known
as WWTR1, WW domain containing transcription regulator 1.

suppress SLC7A1l expression and therefore facilitate ferroptosis
induction (Fig. 2). The p53°KR mutant retains this ferroptosis-
promoting activity, which likely accounts for part of its tumor
suppressive function (Jiang et al., 2015). p53-mediated ferrop-
tosis regulation was also observed in the context of immune cells
and embryonic stem cells (Babaei-Abraki et al., 2022; Zhu et al.,
2021). Mechanistically, in addition to direct p53 binding at the
SLC7A1l gene and suppressing its transcription, p53 promotes
ferroptosis by inducing spermidine/spermine N-acetyltrans-
ferase 1 (SAT1) expression that facilitates polyamine catabolism
and peroxide generation (Ou et al., 2016). Furthermore, p53-
mediated ferroptotic cell death seems to involve distinct lipid
peroxidation modulation: while ACSL4-mediated PUFA-PL
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production leads to propagation of lipid ROS that can be cleared
by GPX4, ACSL4 appears dispensable for p53-regulated fer-
roptosis. Instead, arachidonate 12-lipoxygenase (ALOX12) is
required for lipid ROS generation during p53-dependent fer-
roptosis and tumor suppression (Chu et al., 2019). On the other
hand, the calcium-independent phospholipase iPLA2 (encoded
by PLA2G6) releases oxidized acyl tails from PL to suppress p53-
driven ferroptosis (Chen et al., 2021b).

The role of p53 signaling in ferroptosis seems to be context-
dependent and sometimes even opposite. For example, in colo-
rectal cancer, p53 antagonizes erastin-induced ferroptosis by
limiting dipeptidyl-peptidase-4 (DPP4) activity and reducing
DPP4-dependent lipid peroxidation (Xie et al., 2017); activation
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of p21 downstream of p53 delays the onset of ferroptosis, partly
due to conservation of intracellular GSH upon cell cycle arrest
(Tarangelo et al., 2018; Venkatesh et al., 2020). Although these
studies seem contradictory regarding the role of p53 in ferrop-
tosis regulation, the decision on cell survival versus cell death
has long been debated in p53 biology (Kruiswijk et al., 2015). The
outcome of p53 activation is a result of multifactorial intracel-
lular and extracellular inputs, and usually reflects an optimal
cellular response to specific genetic and environmental
alterations.

Intriguingly, lysine 98 was identified as an additional residue
on top of p533K® whose acetylation is critical for p53-mediated
ferroptosis induction (Wang et al., 2016). Furthermore, p53 de-
fective in acetylation at all these four lysine residues (p534K®,
K98, K177, K161, and K162 in mice) lost the ability to induce cell
cycle arrest, apoptosis, senescence, or ferroptosis, but still par-
tially protected mice from developing spontaneous early onset
tumors. The residual tumor suppressive function was suggested
to be due to the ability of p53*fR to inhibit mTORCI through
upregulating sestrin proteins (Fig. 2), which prevented exces-
sive cell proliferation (Kon et al., 2021). Together, these findings
suggest that metabolic checkpoints, such as mTORCI activity
and ferroptotic cell death regulation, are fundamental determi-
nants of p53-mediated tumor suppression.

AMPK signaling pathway. AMP-activated protein kinase
(AMPK) acts as a major sensor of cellular energy status through
its direct interaction with ATP, ADP, or AMP. A decrease in
cellular energy often leads to increased AMP:ATP ratio, which
potently activates AMPK to phosphorylate its downstream pro-
tein targets. AMPK activation favors cellular catabolic processes
in order to cope with nutrient and energy deficit (Trefts and
Shaw, 2021). For example, AMPK phosphorylates a number of
regulatory proteins, including ULK1, BECLIN-1, and ATG9, to
initiate macroautophagy (referred to as autophagy hereafter)
and maintain cellular homeostasis under nutrient starvation
(Egan et al,, 2011; Kim et al., 2013; Kim et al., 2011; Weerasekara
et al., 2014; Fig. 2). By contrast, AMPK can also phosphorylate
acetyl-CoA carboxylase (ACC) and inhibit its activity required
for de novo fatty acid biosynthesis (Fullerton et al., 2013;
Munday et al., 1988). Furthermore, AMPK activation suppresses
mTORCI activity through phosphorylation of TSC2 that possibly
promotes its GAP activity toward Rheb (Inoki et al., 2003), as
well as through inhibitory phosphorylation of the RAPTOR
scaffold protein which leads to reduced S6K1 and 4EBP phos-
phorylation downstream of mTORCI (Gwinn et al., 2008).

By inhibiting mTORC1 activity, AMPK dampens nutrient-
and energy-demanding anabolic processes such as protein
translation, lipid biosynthesis, and nucleotide production. Reg-
ulation of mTORCI activity by AMPK appears to be a funda-
mental mechanism that signals nutrient insufficiency to the
inhibition of cell growth, and is conserved even in plants and
budding yeast (Hughes Hallett et al., 2015; Nukarinen et al.,
2016; Wu et al., 2019b). Conversely, mTORC1 directly phos-
phorylates the AMPK catalytic subunit and downregulates its
activity independent of AMP:ATP ratio change (Ling et al.,
2020). The antagonistic crosstalk between AMPK and mTORCI
is essential in maintaining cellular metabolic homeostasis
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(Gonzalez et al., 2020). Notably, lysosomes have emerged as an
important subcellular location where precise regulation of both
AMPK and mTORC] activity occurs (Lawrence and Zoncu, 2019;
Lin and Hardie, 2018). In particular, AXIN acts as a scaffold
protein on the lysosomal surface that tethers LKBI (encoded by
STK11) to phosphorylate and activate AMPK (Zhang et al., 2013).
By forming a complex with v-ATPase and Ragulator upon energy
stress, AXIN-LKB1-AMPK inactivates mTORC1 and displaces it
from the lysosome (Zhang et al., 2014).

While the function of AMPK in antagonizing mTORCI and
promoting catabolism is well recognized, its role in ferroptosis
regulation appears to be controversial. On one hand, activation
of AMPK promotes ferroptosis. This might be achieved through
its phosphorylation of BECLIN-1 to interfere with system x.
activity, leading to reduced cystine uptake (Song et al., 2018).
Additionally, AMPK facilitates ferroptosis by downregulating
SREBPI- and SCD1-dependent MUFA production (Zhao et al.,
2020b). These findings are consistent with observations in
multiple lung adenocarcinoma models bearing STKII and KEAPI
mutations, where elevated expression of SCD1, due to in-
activated LKBI-AMPK signaling, resulted in ferroptosis
resistance (Wohlhieter et al., 2020). On the other hand, by
suppressing PUFA biosynthesis through inactivating ACC,
AMPK inhibits ferroptosis (Lee et al., 2020; Li et al., 2020).
Therefore, the context-specific outcome might partly result
from a differential contribution of MUFA and PUFA production
to ferroptosis regulation in response to AMPK signaling. Fur-
ther mechanistic details, including whether mTORCI is directly
involved in ferroptosis regulation by AMPK, are yet to be
determined.

KEAP1-NRF2 pathway. As described, mTORCl can engage
multiple oncogenic and tumor suppressive pathways, as well as
anabolic and catabolic processes to regulate ferroptosis. Nuclear
factor erythroid 2-related factor 2 (NRF2) is a transcription
factor that promotes the expression of a cohort of antioxidant
response genes (Fig. 2). NRF2 protein level is controlled by the
kelch-like ECH-associated protein 1 (KEAP1) E3 ubiquitin ligase.
Loss of function mutations of KEAP1 are recurrently found in
various types of cancer (Martincorena et al., 2017). mTORCI1
directly phosphorylates the autophagic cargo adaptor protein
p62, which mediates KEAP1 degradation and therefore NRF2
activation (Ichimura et al., 2013; Woo et al., 2019). As a central
coordinator of cellular antioxidant response, NRF2 activity has
been associated with ferroptosis resistance primarily due to its
role in upregulating genes involved in GSH biosynthesis (Rojo de
la Vega et al., 2018; Fig. 2), although non-conventional functions
of these canonical NRF2 targets have also been suggested to
prevent ferroptosis independent of GSH production (Kang et al.,
2021).

More recently, additional downstream gene targets of NRF2
have emerged as important regulators of ferroptosis. Aldo-ke-
to-reductase 1C (AKRIC) family members were identified as
NRF2-regulated ferroptosis-protective genes, and their increased
expression underlies the progression of lung cancers with con-
current KEAPI and STKII mutations (Wohlhieter et al., 2020).
Similarly, NRF2 transcriptionally activates ferroptosis suppres-
sor protein 1 (FSP1), which mediates ferroptosis- and radiation-
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resistance in KEAPI-mutated lung cancer cells (Koppula et al.,
2022). In pancreatic cancer cells, microsomal glutathione
S-transferase 1 (MGST1) was upregulated in response to fer-
roptosis induction in an NRF2-dependent manner, which in
turn, functions to suppress ferroptosis by limiting lipid perox-
idation (Kuang et al., 2021). The amino acid tryptophan was often
depleted in the tumor microenvironment due to its catabolism by
tryptophan 2,3-dioxygenase (TDO2) or indoleamine 2,3-dioxy-
genase (IDO1), resulting in the production of kynurenine. Kyn-
urenine produced by infiltrating myeloid cells was found to be
taken up by surrounding cancer cells in the tumor microenvi-
ronment and contributed to ferroptosis resistance in an NRF2-
dependent fashion (Fiore et al., 2022).

Hippo pathway. In addition to mTORCI signaling, the Hippo
pathway is another mechanism regulating cell size and growth.
As a result, multiple studies have revealed an extensive inter-
play between mTORCI and the Hippo pathway in coordinating
cellular metabolism (Koo and Guan, 2018). Intercellular contact
mediated by cadherin proteins led to NF2 (also known as
MERLIN) activation and subsequently nuclear exclusion of the
YAP transcription coactivator in the Hippo pathway. Transfer-
rin receptor 1 (TFRC) and ACSL4 were both identified as
transcriptional targets of YAP that mediate ferroptosis.
Consequently, increased cell-cell interaction was found to
promote ferroptosis resistance as YAP-mediated transcription
was reduced (Wu et al., 2019a; Fig. 2). The results were further
confirmed in the context of renal cell carcinoma that activation
of the Hippo pathway effector TAZ also promoted ferroptosis
(Yang et al., 2019b). These findings were reminiscent of the
observations made in studies of therapy-resistant cancer cells that
drug-tolerant persister cells often adopt a high-mesenchymal state
and are particularly vulnerable to ferroptotic cell death (Hangauer
et al,, 2017; Viswanathan et al., 2017).

Epigenetic regulation. Versatile functions of mTORCI also
include the regulation of cellular epigenetic process, an impor-
tant determinant of cell fate such as cell growth, differentiation,
and death (Chi, 2012; Pfister and Ashworth, 2017). Epigenetic
enzymes such as histone acetyltransferases and methyl-
transferases use acetyl-CoA and SAM as acetyl and methyl do-
nors, respectively, to modify histones as well as nucleic acids,
leading to changes of chromatin structure and gene expression.
Therefore, mTORCI can impinge on epigenetic machinery either
through its role in cellular metabolism to alter acetyl-CoA and
SAM availability or through its protein kinase activity to directly
phosphorylate key epigenetic enzymes. For instance, histone
acetyltransferase p300 is a substrate of mTORC1, and mTORCI-
mediated phosphorylation of p300 has been shown to activate
the transcription of multiple lipogenesis genes (Wan et al., 2017);
mTORCI activation was reported in several human glioblastoma
cell lines to upregulate EZH2, the main component of H3K27-
specific polycomb repressive complex 2 (PRC2) methyltransferase
(Harachi et al., 2020); and in neural stem cell development,
mTORCI inhibition upregulated the expression of DNA meth-
yltransferases DNMT1 and DNMTS3, hence increasing DNA methyl-
ation of the neuron-specific gene neurogenin 1 (NEUROGL Zhang
et al., 2017). Conversely, epigenetic enzymes can modulate mTORC1
activity by altering cellular metabolism or expression of proteins
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involved in mTORCI regulation. For example, H3K27me3 de-
posited by EZH2 suppresses the transcription of genes encoding
negative regulators of mTORC1 such as TSC2 and DEPTOR, ren-
dering enhanced mTORCI activity to attenuate autophagy (Wei
etal., 2015); and intriguingly, the fat mass and obesity-associated
protein (FTO) catalyzes mA demethylation in a Fe (II)- and
0-KG-dependent manner (Jia et al., 2011), and depletion of FTO in
mouse embryonic fibroblasts can weaken the activation of the
mTORCI pathway, leading to enhanced autophagy (Gulati et al.,
2013).

Although these studies did not directly link epigenetics with
ferroptosis regulation, the cellular processes impacted by epi-
genetic pathways, such autophagy and lipogenesis, as well as a
variety of metabolites involved in epigenetic regulation, such as
acetyl-CoA, a-KG and the transit metal Fe (II), are all established
regulators of ferroptosis. These mutual regulatory mechanisms
between mTORCI activity and epigenetic pathways suggest a
potential functional interaction between epigenetic process and
ferroptosis that warrants further investigations.

Autophagy. Autophagy is a catabolic process that recycles
intracellular macromolecules and defective organelles through
lysosomal degradation in response to a variety of stress. In
contrast to a positive regulatory role of AMPK on autophagy as
discussed above, mTORCI is known to restrict autophagy
through multiple mechanisms (Fig. 2). mTORCL phosphor-
ylates ULK1 and ATG13, and inhibits the correct formation
of the autophagosome initiated by the ULK1-ATG13-FIP200
complex (Ganley et al., 2009; Hosokawa et al., 2009). mTORC1
also phosphorylates ULKI at Serine 757 to disrupt ULKI in-
teraction with AMPK (Hosokawa et al., 2009; Kim et al., 2011).
In addition to the inhibitory effect on autophagosome as-
sembly, mTORCI phosphorylates the transcription factor EB
(TFEB), a critical regulator of lysosome biogenesis, to prevent
its nuclear translocation required for lysosomal biogenetic
gene transcription (Martina and Puertollano, 2013; Roczniak-
Ferguson et al., 2012).

Through quantitative proteomics analysis, the nuclear re-
ceptor coactivator 4 (NCOA4) was identified as a cargo receptor
essential for the autophagic degradation of ferritin (Mancias
et al., 2014). This process, termed ferritinophagy, was found to
release iron from ferritin to promote ferroptosis (Gao et al.,
2016; Hou et al., 2016; Fig. 2). These findings were consistent
with the observation in pancreatic cancer cells, that inhibition of
GOT1 promoted cellular catabolism and increased intracellular
labile iron content to facilitate ferroptosis (Kremer et al., 2021).
Furthermore, autophagic degradation of the circadian rhythm
regulator, BMALI (encoded by ARNTL), promoted ferroptosis
through EGLN2-mediated HIFla degradation (Yang et al.,
2019a). Chaperone-mediated autophagy was reported to con-
tribute to ferroptosis by targeting GPX4 for degradation (Chen
et al., 2021a). It should be noted that there are also contexts in
which autophagy might be protective against ferroptosis. For
example, in human airway epithelial cells, concomitant activa-
tion of autophagic pathways, in particular PE-binding protein
1 (PEBP1)-mediated LC3 lipidation, was observed upon pro-
ferroptotic cell death signals to protect cells from ferroptosis
(Zzhao et al., 2020a).
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mTORC1 in other forms of cell death

Besides ferroptosis, cellular metabolism also plays a determin-
istic role during other forms of regulated cell death. Apoptosis
has long been recognized as a programmed cell death process
involving extensive interaction with cellular metabolism. More
recently, pyroptosis has emerged as a distinct cell death mode
also heavily regulated by metabolic pathways. In this section, we
review the role mTORCI plays in regulating apoptosis and
pyroptosis.

mTORC1 in apoptosis regulation. Apoptosis, particularly the
mitochondrial apoptotic pathway, involves extensive crosstalk
with the cellular metabolic network (Fig. 3 A). Mitochondrion
hosts a variety of metabolic reactions and is also the organelle
that initiates cell intrinsic apoptosis through BAX and BAK
activation followed by mitochondrial outer membrane per-
meabilization and cytochrome c release (Bock and Tait, 2020;
Green, 2022a; Green, 2022b; Fig. 3 A). Metabolic regulation of
apoptosis is further evidenced by the observation that growth
factor withdrawal led to apoptosis through downregulated nu-
trient uptake (Rathmell et al., 2000), and that cell-autonomous
nutrient import upon oncogene activation (such as constitutive
Akt activation) was sufficient to prevent BAX-mediated apo-
ptosis (Rathmell et al., 2003). Further studies revealed that
glycogen synthase kinase-3 (GSK-3) activity was suppressed
upon Akt activation, which resulted in reduced phosphorylation
of Mcl-1, a member of the antiapoptotic Bcl-2 family pro-
teins. Reduced Mecl-1 phosphorylation prevented it from
ubiquitination-mediated degradation and therefore cells were
protected against apoptosis (Ding et al., 2007; Maurer et al.,
2006). mTORCI might also play a role in this process. Reduced
glucose utilization in the absence of growth factor signaling re-
sults in AMPK activation and mTORCI inhibition, which sensi-
tized cells to apoptosis by downregulating protein translation of
Mcl-1 (Pradelli et al., 2010). Consistently, caloric restriction or
rapamycin treatment, both known to suppress mTORCI activity,
sensitize lymphoma and leukemia cells to apoptosis through
reduced expression of Mcl-1 (Meynet et al., 2013; Wei et al.,
2006).

By contrast, multiple studies have proposed a role of mTORC1
in promoting apoptosis, which is likely achieved through the
action of mTORC1 signaling in balancing apoptosis with au-
tophagy. Constitutive mTORCI activation, such as upon TSC loss
or in the context of melanoma cells carrying oncogenic activa-
tion of Ras signaling, was shown to display increased vulnera-
bility to apoptosis induction as a result of mTORCIl-mediated
suppression of autophagy (Gremke et al., 2020; Ng et al., 2011;
Sheen et al., 2011). In addition, mTORCI stimulation by excessive
glutaminolysis was found to confer apoptosis sensitivity in
cancer cells, and that rapamycin treatment rescued cell viability
by stimulating autophagy (Villar et al, 2017). In pancreatic
B-cells, exposure to high levels of glucose and lipids, as well as
activation of LATS2 in the Hippo signaling pathway, stimulates
mTORCI and inhibits autophagy, thus contributing to B-cell
apoptosis and the development of diabetes (Mir et al., 2015;
Yuan et al., 2021). Similarly, protein-rich diets elevate amino
acid levels in blood, which activate mTORC1 and suppress mi-
tochondrial autophagy in macrophages, resulting in macrophage
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apoptosis and atherosclerotic progression (Zhang et al., 2020). It
appears that mild stress conditions often suppress mTORCI to
induce autophagy, eliciting a protective cellular response;
however, as stress proceeds and exceeds a lethal threshold, this
protective mechanism is overwhelmed and a cell death program,
be it apoptotic or other death modalities, is activated (Marino
et al., 2014).

mTORC1 in pyroptosis regulation. In distinct contrast to fer-
roptosis and apoptosis, pyroptosis is a pro-inflammatory form of
regulated cell death that typically takes place in cells of myeloid
lineage (Bergsbaken et al., 2009; Jorgensen and Miao, 2015). The
execution of pyroptosis is often proceeded by inflammasome
assembly. Several inflammasome-forming receptors have been
identified, including NLR family pyrin domain containing 1 and
3 (NLRP1 and NLRP3), NLR family CARD domain containing 4
(NLRC4), absent in melanoma 2 (AIM2) and pyrin (encoded by
MEFV). These pattern-recognition receptor proteins can initiate
the assembly of distinct inflammasomes in response to a variety
of pathogen-associated molecular patterns (PAMPs). The as-
sembled complex recruits and activates downstream caspases
(often caspase-1) to proteolytically process-specific interleukins
(IL-1B and IL-18) for their maturation and release, and to pro-
teolytically activate pore-forming gasdermin proteins, resulting
in ultimate inflammatory response and pyroptotic cell death
(Broz and Dixit, 2016; Fig. 3 B).

mTORCI signaling has been implicated in the regulation of
inflammasome activation in multiple contexts. For example,
interleukin-10 (IL-10) suppresses mTORCl activity through
STAT3-mediated DDIT4 upregulation, which, in turn, promotes
mitophagy in macrophages. This accelerated mitochondrial
turnover prevented activation of the NLRP3 inflammasome and
reduced IL-1B production, resulting in a net anti-inflammatory
effect exerted by these macrophages (Ip et al., 2017). Similarly,
elevated expression of the AIM2 inflammasome was seen in Tyeg
cells upon transforming growth factor B (TGFp) induction,
which attenuated Akt-mTORCI signaling and restrained auto-
immune response, although this immune-repressive effect of
AIM2 observed in Ty.q cells appeared to be independent of its
typical pro-inflammatory role in myeloid cells (Chou et al.,
2021). These and other findings in general suggest that
mTORCI functions to promote inflammasome activation (de la
Roche et al., 2018; Marin-Aguilar et al., 2020; Nazir et al., 2017),
whereas an inhibitory role of mTORCI has also been reported
during the activation of pyrin inflammasome (Sharma et al.,
2020).

Consistent with its regulatory role for inflammasome acti-
vation, the mTORC1 signaling pathway directly participates in
pyroptosis regulation. A forward genetic screen performed in
macrophages revealed that components of the Ragulator-Rag-
mTORCI pathway were essential for gasdermin D (GSDMD)
oligomerization and the subsequent plasma membrane pore
formation during pyroptosis (Evavold et al, 2021). Further
studies indicated that the pyroptosis-promoting effect of
mTORCI was independent of GSDMD cleavage, but was largely
mediated by the production of mitochondrial ROS (Evavold
et al,, 2021; Fig. 3 B). On the other hand, macrophage infection
by the pathogenic bacteria, Yersinia, induces receptor-interacting
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Figure 3. mTORCI in apoptosis and pyroptosis. (A) mTORCI in apoptosis regulation. Intracellular metabolic and bioenergetic homeostasis is maintained
through coordinated actions of multiple metabolic processes, including nutrient uptake, glycolysis, pentose phosphate pathway, TCA cycle, and mitochondrial
respiration. mTORC1 participates in the regulation of a variety of these metabolic pathways. Disruption of metabolic homeostasis can promote the intrinsic
mitochondrial apoptotic pathway, where activation of BAX and BAK facilitates the release of cytochrome ¢ from mitochondria into the cytosol. Cytochrome ¢
then forms apoptosome with Apaf-1, which in turn activates downstream caspases to promote apoptosis. RTK, receptor tyrosine kinase. PI3K, phosphoin-
ositide 3-kinase. Apaf-1, apoptotic peptidase activating factor 1. BAX, BCL2 associated X, apoptosis regulator. BAK, also known as BAK1, BCL2 antagonist/killer
1. (B) mTORC1 in pyroptosis regulation. Inflammasome assembly stimulated by a variety of pathogen-associated molecular patterns (PAMPs) recruits caspase
1, which in turn proteolytically activates IL-1B and IL-18. Activated caspase 1 also leads to GSDMD cleavage required for pyroptosis. Components of the
Ragulator-Rag-mTORC1 pathway are required for GSDMD oligomerization and plasma membrane pore formation during pyroptosis, in a manner dependent on
the production of mitochondrial ROS. Independent of mTORCI, Ragulator-Rag also promotes caspase 8-dependent GSDMD cleavage to facilitate pyroptosis in
the presence of the pathogenic bacteria Yersinia. ROS, reactive oxygen species. GSDMD, gasdermin D. NT-GSDMD, N-terminus of gasdermin D. ASC, also

known as PYCARD, PYD and CARD domain containing.

serine-threonine protein kinase 1 (RIPK1)- and caspase 8-mediated
GSDMD cleavage and pyroptosis (Orning et al., 2018; Sarhan et al.,
2018). The Ragulator-Rag complex is required during this caspase-
8-dependent, but inflammasome-independent form of pyroptosis
(Zheng et al., 2021; Fig. 3 B). In response to Yersinia, Ragulator-Rag
functions as a tethering platform at the lysosome for recruit-
ment and activation of the RIPK1-caspase-8 complex. The Rag
GTPase activity, but not mTORCI activity, was found essential
in promoting RIPKl1-caspase-8-induced pyroptosis (Zheng
et al, 2021). Although mechanistic details of how distinct
components in the Ragulator-Rag-mTORCI signaling cascade
modulate pyroptotic cell death are yet to be fully understood
and are likely dependent on the specific contexts, these find-
ings are consistent with each other in suggesting that the
Ragulator-Rag complex acts as a control node in determining
whether adequate nutrients are available to support cell
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proliferation versus if a cell should commit pro-inflammatory
cell death in case of pathogen infection. In agreement with an
overall pyroptosis-promoting role of the mTORCI signaling
pathway, inhibiting mTORCI by Sestrin2 expression or by ra-
pamycin was reported to suppress NLRP3 inflammasome acti-
vation and ameliorate pyroptosis-associated diseases such as
cholestatic liver injury and sleep deprivation induced renal
damage (Han et al., 2022; Liu et al., 2022b).

Therapeutic opportunities by targeting mTORC1 and its role in
ferroptosis regulation

With an increasing knowledge in understanding ferroptosis, the
potentials of modulating ferroptosis in treating various human
diseases have been extensively investigated. Studies of these
disease implications have been largely facilitated by the devel-
opment and optimization of ferroptosis inducers and inhibitors

Journal of Cell Biology
https://doi.org/10.1083/jcb.202208103

920z Atenugad 0} uo3senb Aq 4pd'€0180220Z a0l/8202Z 11 L/£018022028/Z 1L/ 1.zZ/4Pd-8loie/qol/Bio sseidny/:dpy woly pepeojumoq

10 of 18


https://doi.org/10.1083/jcb.202208103

that target different regulatory steps of ferroptosis. Ferroptosis
was first defined through a screen of small molecules targeting
cancer cells, from which erastin was identified to induce lipid
oxidation and ultimate ferroptosis by inhibiting system x.”
(Dixon et al., 2012). Imidazole ketone erastin (IKE) was devel-
oped as a more potent and stable derivative of erastin that dis-
plays antitumor effect in mouse models (Zhang et al., 2019).
Sulfasalazine, a well-documented drug used in the clinic for the
treatment of autoimmune diseases, was also reported to exert a
modest inhibitory activity on system x.~ (Gout et al., 2001;
Ishimoto et al., 2011). Furthermore, the kinase inhibitor sor-
afenib, approved for the treatment of liver, thyroid, and kidney
tumors, was demonstrated to function as a cytotoxic agent partly
through system x.~ inhibition and ferroptosis induction
(Lachaier et al., 2014; Louandre et al., 2013). In addition to
targeting system x.~, small molecules that perturb the function
of GPX4 are also potent inducers of ferroptosis. RSL3 is one of
the first described such chemicals that inactivate GPX4 by co-
valent interaction with its catalytic site (Yang et al., 2016; Yang
et al., 2014). Moreover, FIN56 was also demonstrated as a fer-
roptosis inducer that acts by promoting GPX4 degradation
(Shimada et al., 2016).

A number of ferroptosis-inhibitory chemicals have also been
identified. Ferrostatin-1 (Fer-1) was reported to antagonize
erastin-induced ferroptosis (Dixon et al., 2012). Similarly, a
spiroquinoxalinamine derivative, liproxstatin-1 (Lip-1), was
identified as an anti-ferroptosis molecule with better pharma-
cokinetic profiles than Fer-1 (Friedmann Angeli et al., 2014).
Both Fer-1 and Lip-1 act as lipid ROS scavengers that are remi-
niscent of the function of natural antioxidants such as vitamin E.
However, Fer-1 and Lip-1 were demonstrated to be more potent
and selective against ferroptosis than vitamin E derivatives
(zilka et al., 2017). In addition to these radical trapping agents
(RTAs), other ferroptosis-inhibitory approaches that target
ACSL4, lipoxygenases, or intracellular labile iron are being ac-
tively pursued (Seibt et al., 2019). These molecules with anti-
ferroptotic properties hold promise in ameliorating pathological
conditions for which blocking ferroptosis-mediated loss of cells
and tissues is desired.

While ferroptosis modulating agents are only starting to be
characterized in recent years, investigations on mTOR inhibitors
date back to the 1970s when rapamycin was isolated (Vezina
et al., 1975). Studies in the 1990s have led to the approved clin-
ical use of rapamycin in preventing allograft rejection during
renal transplantation, as well as in anti-restenosis during coro-
nary angioplasty stents (Andoh et al., 1996; Thompson, 2003).
Since the discovery of mTOR as the target of rapamycin in the
1990s, as well as the characterization of mTOR complexes in
multiple biological processes in the following decades, the use of
rapamycin and its analogues (rapalogs) has been widely studied
in various disease contexts including cancer, neurodegeneration,
metabolic syndromes, and age-related disorders. In addition to
rapalogs acting as allosteric inhibitors of mTORC1, ATP ana-
logues that compete with ATP binding at the mTOR kinase do-
main were also developed. These ATP-competitive catalytic
inhibitors target both mTORCI1 and mTORC2, and often display a
more sustained mTOR inhibitory effect compared with that of

Zhu et al.
mTORC1 in cell death

TR
(: k(J
IV

rapalogs reported in certain preclinical settings. However, in-
hibition of mTORC2 can lead to side effects including insulin
resistance (Kleinert et al., 2014; Lamming et al., 2012).

Cancer therapeutic potential of targeting mTORCI-
ferroptosis connection has been extensively investigated. Fer-
roptosis is a potential intrinsic tumor suppressive mechanism,
and induction of ferroptosis is a critical component of the tumor
suppressive activity of p53 (Jiang et al.,, 2015). Other tumor
suppressive pathways were also reported to associate with cel-
lular susceptibility to ferroptosis induction. For example, loss of
function mutations in the E-cadherin-NF2-Hippo pathway was
frequently observed in various types of cancer including mes-
othelioma (Harvey et al., 2013). Mutations in the NF2 tumor
suppressor gene lead to increased YAP activity which promotes
ACSL4 and TFRC expression to facilitate ferroptosis progression.
As a result, NF2-deficient mesothelioma is exquisitely sensitive
to ferroptosis induction by genetic or pharmacologic approaches
(Wu et al,, 2019a).

Importantly, oncogenic signaling pathways converging on
mTORCI often result in enhanced resistance to ferroptosis. As
detailed above, mTORCI activation leads to ferroptosis resis-
tance through mechanisms including elevated MUFA biosyn-
thesis and increased GPX4 protein translation (Yi et al., 2020;
Zhang et al., 2021). In mouse xenograft models of breast cancer
or prostate cancer that harbors PI3K or PTEN mutation, re-
spectively, combining the use of IKE and the rapalog CCI-779 led
to substantial regression of established tumors (Yi et al., 2020).
Similarly, lung cancer patient-derived xenograft (PDX) tumors
were found highly sensitive to a combination of mTORC1 inhi-
bition and ferroptosis induction by AZD-8055 (ATP-competitive
mTOR inhibitor) and IKE, respectively (Zhang et al., 2021). In
addition, mTORC1 inhibition by torin-2 synergizes with Fin56 in
promoting bladder cancer cell ferroptosis (Sun et al., 2021).
Based on results from these pre-clinical cancer models, it is
conceivable that combinatorial therapies involving mTORCI
inhibition and ferroptosis induction can be developed as clinical
treatment in a variety of cancer contexts.

In contrast to cancer treatment where elimination of malig-
nant cells by ferroptosis is desired, other pathological con-
ditions, such as neurodegeneration and ischemia-reperfusion
injury, often result from aberrant loss of normal cells that is in
part due to ferroptosis. Therefore, inhibition of ferroptosis
might mitigate the pathologies associated with these diseases
(see text box). It is yet to be determined whether functional
interaction between mTORCI and ferroptosis contributes to the
progression of neurodegeneration and ischemia-reperfusion
injury, and whether combinatorial perturbation of mTORC1
and ferroptosis activity might be therapeutically beneficial in
treating these diseases.

Perspectives

Extensive interactions between mTORCI1 signaling and cell death
regulation mediated by a variety of intracellular metabolites and
metabolic pathways have been revealed in the past decades, yet
numerous mechanistic details remain to be characterized. Our
knowledge in how mTORCI participates in the regulation of
various forms of cell death has led to promising strategies for the
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Neurodegeneration and ischemia-reperfusion injury
Neurodegeneration

Neuron-specific deletion of GPX4 or ablation of selenocysteine tRNA (tRNA[Ser]%e¢) was reported to cause neurodegeneration in mice (Seiler et al,, 2008; Wirth
et al,, 2010). The observed neuronal toxicity accompanied with elevated lipid peroxidation was later recognized as ferroptotic cell death, providing early evidence
that ferroptosis can contribute to neurodegenerative diseases (Seiler et al, 2008). Subsequent studies suggest that ferroptosis plays a role in promoting the
development of Alzheimer’s disease, Huntington’s disease, and Parkinson’s disease likely resulting from dysregulated iron metabolism and increased oxidative
stress in these disease states (Do Van et al.,, 2016; Skouta et al., 2014; Zhang et al.,, 2018). In agreement, iron chelation as well as lipid ROS scavengers were found
to mitigate these neurological pathologies (Devos et al., 2014; Skouta et al., 2014; Weinreb et al., 2013).

The connection between mTORC1 and neurodegeneration has long been established and is associated with the role of mTORCI in aging. Reduced mTORC1
activity, through direct inhibition by rapalogs or indirectly through dietary restriction, has been reported as a unifying mechanism for healthy lifespan extension
conserved in diverse species (Green et al., 2022). This overall improved health state and anti-aging effect of mTORCI inhibition is thought to contribute to the
prevention of neurodegenerative pathologies. Furthermore, neurodegenerative diseases are often characterized with the appearance of protein aggregates that
lead to defective neuronal function, such as accumulation of amyloid-B (AB) in Alzheimer’s disease, a-synuclein-containing inclusion bodies (Lewy bodies) in
Parkinson’s disease, as well as HTT with polyglutamine tract in Huntington’s disease. Inhibition of mTORC1 by rapalogs was found to activate autophagy and
promote clearance of these toxic aggregates, and was generally shown to improve treatment of neurodegenerative diseases (Bove et al., 2011; Crino, 2016; Lipton
and Sahin, 2014).

Ischemia-reperfusion injury

Reperfusion is essential for the protection of ischemic tissues from infarction. However, the process of ischemia-reperfusion is often associated with acute re-
oxygenation and elevated oxidative stress that can lead to irreversible tissue injury. Ferroptosis plays a major role in mediating cell death during ischemia-
reperfusion injury in the kidney and in the heart (Fang et al., 2019; Friedmann Angeli et al., 2014; Gao et al.,, 2015; Linkermann et al.,, 2014). In accordance, lipid ROS
scavengers, as well as ferroptosis inhibition by perturbing glutaminolysis, were shown to mitigate organ damage induced by ischemia-reperfusion (Friedmann
Angeli et al,, 2014; Gao et al,, 2015; Linkermann et al., 2014).

During the reperfusion phase following ischemia, multiple studies have highlighted a protective role of mTORC1 by mechanisms such as suppressing
apoptosis and maintaining endothelial integrity (Grahammer et al., 2014; Gui et al., 2019; Kong et al., 2016; Oka et al., 2017). However, there is also evidence that
inhibiting mTORC1 may be beneficial in restraining ischemia-reperfusion injury under certain circumstances (Samidurai et al.,, 2020). The controversial results are
reflective of the acute and dynamic features of the ischemia-reperfusion injury process, which are important to consider when designing therapeutic interventions

that target mTORC1 as well as ferroptosis.

treatment of relevant pathologies. It is hopeful that many of
these therapeutic paradigms may come to use in the next phase
of our endeavor in this research field.

Acknowledgments
The authors thank members of the Zhu lab and Jiang lab for
critical reading and discussion.

This work is supported by grants from Tsinghua-Peking
Center for Life Sciences and Tsinghua University Spring
Breeze Fund (to J. Zhu), and by the National Institutes of Health
grants RO1CA166413, RO1CA204232, and RO1CA258622, and an
institutional Functional Genomic Initiative grant (to X. Jiang).
This work is also supported by National Cancer Institute Cancer
Center Core Grant P30 CA008748 to the Memorial Sloan Ket-
tering Cancer Center.

X. Jiang is an inventor of patents relevant to ferroptosis and
autophagy. He is also a consultant and equity holder of Exarta
Therapeutics and Lime Therapeutics.

Submitted: 19 August 2022
Revised: 3 October 2022
Accepted: 4 October 2022

References

Alvarez, S.W., V.O. Sviderskiy, E.M. Terzi, T. Papagiannakopoulos, A.L.
Moreira, S. Adams, D.M. Sabatini, K. Birsoy, and R. Possemato. 2017.
NFS1 undergoes positive selection in lung tumours and protects cells
from ferroptosis. Nature. 551:639-643. https://doi.org/10.1038/
nature24637

Andoh, T.F., E.A. Burdmann, N. Fransechini, D.C. Houghton, and W.M.
Bennett. 1996. Comparison of acute rapamycin nephrotoxicity with

Zhu et al.
mTORC1 in cell death

cyclosporine and FK506. Kidney Int. 50:1110-1117. https://doi.org/10
.1038/ki.1996.417

Babaei-Abraki, S., F. Karamali, and M.H. Nasr-Esfahani. 2022. Monitoring the
induction of ferroptosis following dissociation in human embryonic stem
cells. J. Biol. Chem. 298:101855. https://doi.org/10.1016/j.jbc.2022.101855

Bannai, S., H. Tsukeda, and H. Okumura. 1977. Effect of antioxidants on
cultured human diploid fibroblasts exposed to cystine-free medium.
Biochem. Biophys. Res. Commun. 74:1582-1588. https://doi.org/10.1016/
0006-291x(77)90623-4

Battaglioni, S., D. Benjamin, M. Walchli, T. Maier, and M.N. Hall. 2022. mTOR
substrate phosphorylation in growth control. Cell. 185:1814-1836.
https://doi.org/10.1016/j.cell.2022.04.013

Ben-Sahra, I, ].]. Howell, .M. Asara, and B.D. Manning. 2013. Stimulation of
de novo pyrimidine synthesis by growth signaling through mTOR and
S6KI. Science. 339:1323-1328. https://doi.org/10.1126/science.1228792

Ben-Sahra, 1., G. Hoxhaj, S.J.H. Ricoult, ].M. Asara, and B.D. Manning. 2016.
mTORC1 induces purine synthesis through control of the mitochondrial
tetrahydrofolate cycle. Science. 351:728-733. https://doi.org/10.1126/
science.aad0489

Bensaad, K., A. Tsuruta, M.A. Selak, M.N.C. Vidal, K. Nakano, R. Bartrons, E.
Gottlieb, and K.H. Vousden. 2006. TIGAR, a p53-inducible regulator of
glycolysis and apoptosis. Cell. 126:107-120. https://doi.org/10.1016/j.cell
.2006.05.036

Bergsbaken, T., S.L. Fink, and B.T. Cookson. 2009. Pyroptosis: Host cell death
and inflammation. Nat. Rev. Microbiol. 7:99-109. https://doi.org/10
.1038/nrmicro2070

Bernfeld, E., D. Menon, V. Vaghela, 1. Zerin, P. Faruque, M.A. Frias, and D.A.
Foster. 2018. Phospholipase D-dependent mTOR complex 1 (mTORC1)
activation by glutamine. J. Biol. Chem. 293:16390-16401. https://doi.org/
10.1074/jbc.RA118.004972

Bock, F.J., and S.W.G. Tait. 2020. Mitochondria as multifaceted regulators of
cell death. Nat. Rev. Mol. Cell Biol. 21:85-100. https://doi.org/10.1038/
541580-019-0173-8

Bove, J., M. Martinez-Vicente, and M. Vila. 2011. Fighting neurodegeneration
with rapamycin: Mechanistic insights. Nat. Rev. Neurosci. 12:437-452.
https://doi.org/10.1038/nrn3068

Bridwell-Rabb, J., N.G. Fox, C.L. Tsai, A.M. Winn, and D.P. Barondeau. 2014. Human
frataxin activates Fe-S cluster biosynthesis by facilitating sulfur transfer
chemistry. Biochemistry. 53:4904-4913. https://doi.org/10.1021/bi500532e

Broz, P., and V.M. Dixit. 2016. Inflammasomes: Mechanism of assembly,
regulation and signalling. Nat. Rev. Immunol. 16:407-420. https://doi
.org/10.1038/nri.2016.58

Journal of Cell Biology
https://doi.org/10.1083/jcb.202208103

920z Atenugad 0} uo3senb Aq 4pd'€0180220Z a0l/8202Z 11 L/£018022028/Z 1L/ 1.zZ/4Pd-8loie/qol/Bio sseidny/:dpy woly pepeojumoq

12 of 18


https://doi.org/10.1038/nature24637
https://doi.org/10.1038/nature24637
https://doi.org/10.1038/ki.1996.417
https://doi.org/10.1038/ki.1996.417
https://doi.org/10.1016/j.jbc.2022.101855
https://doi.org/10.1016/0006-291x(77)90623-4
https://doi.org/10.1016/0006-291x(77)90623-4
https://doi.org/10.1016/j.cell.2022.04.013
https://doi.org/10.1126/science.1228792
https://doi.org/10.1126/science.aad0489
https://doi.org/10.1126/science.aad0489
https://doi.org/10.1016/j.cell.2006.05.036
https://doi.org/10.1016/j.cell.2006.05.036
https://doi.org/10.1038/nrmicro2070
https://doi.org/10.1038/nrmicro2070
https://doi.org/10.1074/jbc.RA118.004972
https://doi.org/10.1074/jbc.RA118.004972
https://doi.org/10.1038/s41580-019-0173-8
https://doi.org/10.1038/s41580-019-0173-8
https://doi.org/10.1038/nrn3068
https://doi.org/10.1021/bi500532e
https://doi.org/10.1038/nri.2016.58
https://doi.org/10.1038/nri.2016.58
https://doi.org/10.1083/jcb.202208103

Budanov, A.V., and M. Karin. 2008. p53 target genes sestrinl and sestrin2
connect genotoxic stress and mTOR signaling. Cell. 134:451-460. https://
doi.org/10.1016/.cell.2008.06.028

Buj, R., C.W. Chen, E.S. Dahl, K.E. Leon, R. Kuskovsky, N. Maglakelidze, M.
Navaratnarajah, G. Zhang, M.T. Doan, H. Jiang, et al. 2019. Suppression
of pl6 induces mTORCl-mediated nucleotide metabolic reprogram-
ming. Cell Rep. 28:1971-1980.e8. https://doi.org/10.1016/j.celrep.2019.07
.084

Byun, ]J.K,, S. Lee, G.W. Kang, Y.R. Lee, S.Y. Park, I.S. Song, ] W. Yun, J. Lee,
Y.K. Choi, and K.G. Park. 2022. Macropinocytosis is an alternative
pathway of cysteine acquisition and mitigates sorafenib-induced fer-
roptosis in hepatocellular carcinoma. J. Exp. Clin. Cancer Res. 41:98.
https://doi.org/10.1186/s13046-022-02296-3

Chafe, S.C., F.S. Vizeacoumar, G. Venkateswaran, O. Nemirovsky, S. Awrey,
W.S. Brown, P.C. McDonald, F. Carta, A. Metcalfe, ].M. Karasinska, et al.
2021. Genome-wide synthetic lethal screen unveils novel CAIX-NFS1/
xCT axis as a targetable vulnerability in hypoxic solid tumors. Sci. Adv.
7:eabj0364. https://doi.org/10.1126/sciadv.abj0364

Chantranupong, L., S.M. Scaria, R.A. Saxton, M.P. Gygi, K. Shen, G.A. Wyant,
T. Wang, ].W. Harper, S.P. Gygi, and D.M. Sabatini. 2016. The CASTOR
proteins are arginine sensors for the mTORCl pathway. Cell. 165:
153-164. https://doi.org/10.1016/j.cell.2016.02.035

Chen, C., Y. Liu, R. Liu, T. Ikenoue, K.L. Guan, Y. Liu, and P. Zheng. 2008.
TSC-mTOR maintains quiescence and function of hematopoietic stem
cells by repressing mitochondrial biogenesis and reactive oxygen spe-
cies. J. Exp. Med. 205:2397-2408. https://doi.org/10.1084/jem.20081297

Chen, C., D. Wang, Y. Yu, T. Zhao, N. Min, Y. Wu, L. Kang, Y. Zhao, L. Du, M.
Zhang, et al. 2021a. Legumain promotes tubular ferroptosis by facili-
tating chaperone-mediated autophagy of GPX4 in AKI. Cell Death Dis. 12:
65. https://doi.org/10.1038/541419-020-03362-4

Chen, D., B. Chu, X. Yang, Z. Liu, Y. Jin, N. Kon, R. Rabadan, X. Jiang, B.R.
Stockwell, and W. Gu. 2021b. iPLA2B-mediated lipid detoxification
controls p53-driven ferroptosis independent of GPX4. Nat. Commun. 12:
3644. https://doi.org/10.1038/s41467-021-23902-6

Chen, J., Y. Ou, R. Luo, J. Wang, D. Wang, J. Guan, Y. Li, P. Xia, P.R. Chen, and
Y. Liu. 2021c. SARIB senses leucine levels to regulate mTORCI signal-
ling. Nature. 596:281-284. https://doi.org/10.1038/541586-021-03768-w

Chi, H. 2012. Regulation and function of mTOR signalling in T cell fate de-
cisions. Nat. Rev. Immunol. 12:325-338. https://doi.org/10.1038/nri3198

Chou, W.C,, Z. Guo, H. Guo, L. Chen, G. Zhang, K. Liang, L. Xie, X. Tan, S.A.
Gibson, E. Rampanelli, et al. 2021. AIM2 in regulatory T cells restrains
autoimmune diseases. Nature. 591:300-305. https://doi.org/10.1038/
$41586-021-03231-w

Chu, B, N. Kon, D. Chen, T. Li, T. Liu, L. Jiang, S. Song, O. Tavana, and W. Gu.
2019. ALOX12 is required for p53-mediated tumour suppression
through a distinct ferroptosis pathway. Nat. Cell Biol. 21:579-591.
https://doi.org/10.1038/541556-019-0305-6

Conlon, M., C.D. Poltorack, G.C. Forcina, D.A. Armenta, M. Mallais, M.A. Perez,
A. Wells, A. Kahanu, L. Magtanong, J.L. Watts, et al. 2021. A compendium
of kinetic modulatory profiles identifies ferroptosis regulators. Nat. Chem.
Biol. 17:665-674. https://doi.org/10.1038/s41589-021-00751-4

Crino, P.B. 2016. The mTOR signalling cascade: Paving new roads to cure
neurological disease. Nat. Rev. Neurol. 12:379-392. https://doi.org/10
.1038/nrneurol.2016.81

Daher, B., S.K. Parks, ]. Durivault, Y. Cormerais, H. Baidarjad, E. Tambutte, J.
Pouyssegur, and M. Vucetic. 2019. Genetic ablation of the cystine
transporter xCT in PDAC cells inhibits mTORC1, growth, survival, and
tumor formation via nutrient and oxidative stresses. Cancer Res. 79:
3877-3890. https://doi.org/10.1158/0008-5472.CAN-18-3855

de la Roche, M., C. Hamilton, R. Mortensen, A.A. Jeyaprakash, S. Ghosh, and
P.K. Anand. 2018. Trafficking of cholesterol to the ER is required for
NLRP3 inflammasome activation. J. Cell Biol. 217:3560-3576. https://doi
.org/10.1083/jcb.201709057

Devos, D., C. Moreau, J.C. Devedjian, J. Kluza, M. Petrault, C. Laloux, A.
Jonneaux, G. Ryckewaert, G. Garcon, N. Rouaix, et al. 2014. Targeting
chelatable iron as a therapeutic modality in Parkinson’s disease. Anti-
oxid. Redox Signal. 21:195-210. https://doi.org/10.1089/ars.2013.5593

Diebold, L., and N.S. Chandel. 2016. Mitochondrial ROS regulation of prolif-
erating cells. Free Radic. Biol. Med. 100:86-93. https://doi.org/10.1016/j
.freeradbiomed.2016.04.198

Ding, Q., X. He, ].M. Hsu, W. Xia, C.T. Chen, L.Y. Li, D.F. Lee, J.C. Liu, Q.
Zhong, X. Wang, and M.C. Hung. 2007. Degradation of Mcl-1 by beta-
TrCP mediates glycogen synthase kinase 3-induced tumor suppression
and chemosensitization. Mol. Cell. Biol. 27:4006-4017. https://doi.org/10
.1128/MCB.00620-06

Zhu et al.
mTORC1 in cell death

TR
(: k(J
IV

Dixon, SJ., K.M. Lemberg, M.R. Lamprecht, R. Skouta, E.M. Zaitsev,
C.E. Gleason, D.N. Patel, AJ. Bauer, A.M. Cantley, W.S. Yang, et al. 2012.
Ferroptosis: An iron-dependent form of nonapoptotic cell death. Cell.
149:1060-1072. https://doi.org/10.1016/j.cell.2012.03.042

Do Van, B., F. Gouel, A. Jonneaux, K. Timmerman, P. Gele, M. Petrault, M.
Bastide, C. Laloux, C. Moreau, R. Bordet, et al. 2016. Ferroptosis, a newly
characterized form of cell death in Parkinson’s disease that is regulated
by PKC. Neurobiol. Dis. 94:169-178. https://doi.org/10.1016/j.nbd.2016.05
.01

Doll, S., B. Proneth, Y.Y. Tyurina, E. Panzilius, S. Kobayashi, I. Ingold, M.
Irmler, J. Beckers, M. Aichler, A. Walch, et al. 2017. ACSL4 dictates
ferroptosis sensitivity by shaping cellular lipid composition. Nat. Chem.
Biol. 13:91-98. https://doi.org/10.1038/nchembio.2239

Du, J., Y. Zhou, Y. Li, ]. Xia, Y. Chen, S. Chen, X. Wang, W. Sun, T. Wang, X.
Ren, et al. 2020. Identification of Frataxin as a regulator of ferroptosis.
Redox Biol. 32:101483. https://doi.org/10.1016/j.redox.2020.101483

Duran, R.V., W. Oppliger, A.M. Robitaille, L. Heiserich, R. Skendaj, E. Got-
tlieb, and M.N. Hall. 2012. Glutaminolysis activates Rag-mTORC1 sig-
naling. Mol. Cell. 47:349-358. https://doi.org/10.1016/j.molcel.2012.05
.043

Duvel, K., J.L. Yecies, S. Menon, P. Raman, Al Lipovsky, A.L. Souza, E.
Triantafellow, Q. Ma, R. Gorski, S. Cleaver, et al. 2010. Activation of a
metabolic gene regulatory network downstream of mTOR complex 1.
Mol. Cell. 39:171-183. https://doi.org/10.1016/j.molcel.2010.06.022

Eagle, H. 1955. Nutrition needs of mammalian cells in tissue culture. Science.
122:501-514. https://doi.org/10.1126/science.122.3168.501

Egan, D.F., D.B. Shackelford, M.M. Mihaylova, S. Gelino, R.A. Kohnz, W.
Mair, D.S. Vasquez, A. Joshi, D.M. Gwinn, R. Taylor, et al. 2011. Phos-
phorylation of ULK1 (hATG1) by AMP-activated protein kinase connects
energy sensing to mitophagy. Science. 331:456-461. https://doi.org/10
.1126/science.1196371

Emmanuel, N., S. Ragunathan, Q. Shan, F. Wang, A. Giannakou, N. Huser, G.
Jin, J. Myers, R.T. Abraham, and K. Unsal-Kacmaz. 2017. Purine nu-
cleotide availability regulates mTORCI activity through the Rheb
GTPase. Cell Rep. 19:2665-2680. https://doi.org/10.1016/j.celrep.2017.05
.043

Evavold, C.L., I. Hafner-Bratkovic, P. Devant, J.M. D’Andrea, E.M. Ngwa, E.
Borsic, J.G. Doench, M.W. LaFleur, A.H. Sharpe, ].R. Thiagarajah, and
J.C. Kagan. 2021. Control of gasdermin D oligomerization and pyroptosis
by the ragulator-Rag-mTORCI pathway. Cell. 184:4495-4511.e19. https://
doi.org/10.1016/j.cell.2021.06.028

Fan, F., P. Liu, R. Bao, J. Chen, M. Zhou, Z. Mo, Y. Ma, H. Liu, Y. Zhou, X. Cai,
et al. 2021. A dual PI3K/HDAC inhibitor induces immunogenic ferrop-
tosis to potentiate cancer immune checkpoint therapy. Cancer Res. 81:
6233-6245. https://doi.org/10.1158/0008-5472.CAN-21-1547

Fang, X., H. Wang, D. Han, E. Xie, X. Yang, ]. Wei, S. Gu, F. Gao, N. Zhu, X.
Yin, et al. 2019. Ferroptosis as a target for protection against cardio-
myopathy. Proc. Natl. Acad. Sci. USA. 116:2672-2680. https://doi.org/10
.1073/pnas.1821022116

Fiore, A., L. Zeitler, M. Russier, A. Gross, M.K. Hiller, J.L. Parker, L. Stier, T.
Kocher, S. Newstead, and P.J. Murray. 2022. Kynurenine importation
by SLC7All propagates anti-ferroptotic signaling. Mol. Cell. 82:
920-932.€7. https://doi.org/10.1016/j.molcel.2022.02.007

Formentini, L., F. Santacatterina, C. Nunez de Arenas, K. Stamatakis, D. Lo-
pez-Martinez, A. Logan, M. Fresno, R. Smits, M.P. Murphy, and J.M.
Cuezva. 2017. Mitochondrial ROS production protects the intestine
from inflammation through functional M2 macrophage polarization.
Cell Rep. 19:1202-1213. https://doi.org/10.1016/j.celrep.2017.04.036

Friedmann Angeli, J.P., M. Schneider, B. Proneth, Y.Y. Tyurina, V.A. Tyurin,
V.J. Hammond, N. Herbach, M. Aichler, A. Walch, E. Eggenhofer, et al.
2014. Inactivation of the ferroptosis regulator Gpx4 triggers acute renal
failure in mice. Nat. Cell Biol. 16:1180-1191. https://doi.org/10.1038/
ncb3064

Fullerton, M.D., S. Galic, K. Marcinko, S. Sikkema, T. Pulinilkunnil, Z.P.
Chen, H.M. O'Neill, RJ. Ford, R. Palanivel, M. O'Brien, et al. 2013. Single
phosphorylation sites in Accl and Acc2 regulate lipid homeostasis and
the insulin-sensitizing effects of metformin. Nat. Med. 19:1649-1654.
https://doi.org/10.1038/nm.3372

Ganley, 1.G., D.H. Lam, J. Wang, X. Ding, S. Chen, and X. Jiang. 2009. UL-
K1.ATG13.FIP200 complex mediates mTOR signaling and is essential for
autophagy. J. Biol. Chem. 284:12297-12305. https://doi.org/10.1074/jbc
.M900573200

Gao, M., P. Monian, Q. Pan, W. Zhang, J. Xiang, and X. Jiang. 2016. Ferroptosis
is an autophagic cell death process. Cell Res. 26:1021-1032. https://doi
.org/10.1038/cr.2016.95

Journal of Cell Biology
https://doi.org/10.1083/jcb.202208103

920z Atenugad 0} uo3senb Aq 4pd'€0180220Z a0l/8202Z 11 L/£018022028/Z 1L/ 1.zZ/4Pd-8loie/qol/Bio sseidny/:dpy woly pepeojumoq

13 0f 18


https://doi.org/10.1016/j.cell.2008.06.028
https://doi.org/10.1016/j.cell.2008.06.028
https://doi.org/10.1016/j.celrep.2019.07.084
https://doi.org/10.1016/j.celrep.2019.07.084
https://doi.org/10.1186/s13046-022-02296-3
https://doi.org/10.1126/sciadv.abj0364
https://doi.org/10.1016/j.cell.2016.02.035
https://doi.org/10.1084/jem.20081297
https://doi.org/10.1038/s41419-020-03362-4
https://doi.org/10.1038/s41467-021-23902-6
https://doi.org/10.1038/s41586-021-03768-w
https://doi.org/10.1038/nri3198
https://doi.org/10.1038/s41586-021-03231-w
https://doi.org/10.1038/s41586-021-03231-w
https://doi.org/10.1038/s41556-019-0305-6
https://doi.org/10.1038/s41589-021-00751-4
https://doi.org/10.1038/nrneurol.2016.81
https://doi.org/10.1038/nrneurol.2016.81
https://doi.org/10.1158/0008-5472.CAN-18-3855
https://doi.org/10.1083/jcb.201709057
https://doi.org/10.1083/jcb.201709057
https://doi.org/10.1089/ars.2013.5593
https://doi.org/10.1016/j.freeradbiomed.2016.04.198
https://doi.org/10.1016/j.freeradbiomed.2016.04.198
https://doi.org/10.1128/MCB.00620-06
https://doi.org/10.1128/MCB.00620-06
https://doi.org/10.1016/j.cell.2012.03.042
https://doi.org/10.1016/j.nbd.2016.05.011
https://doi.org/10.1016/j.nbd.2016.05.011
https://doi.org/10.1038/nchembio.2239
https://doi.org/10.1016/j.redox.2020.101483
https://doi.org/10.1016/j.molcel.2012.05.043
https://doi.org/10.1016/j.molcel.2012.05.043
https://doi.org/10.1016/j.molcel.2010.06.022
https://doi.org/10.1126/science.122.3168.501
https://doi.org/10.1126/science.1196371
https://doi.org/10.1126/science.1196371
https://doi.org/10.1016/j.celrep.2017.05.043
https://doi.org/10.1016/j.celrep.2017.05.043
https://doi.org/10.1016/j.cell.2021.06.028
https://doi.org/10.1016/j.cell.2021.06.028
https://doi.org/10.1158/0008-5472.CAN-21-1547
https://doi.org/10.1073/pnas.1821022116
https://doi.org/10.1073/pnas.1821022116
https://doi.org/10.1016/j.molcel.2022.02.007
https://doi.org/10.1016/j.celrep.2017.04.036
https://doi.org/10.1038/ncb3064
https://doi.org/10.1038/ncb3064
https://doi.org/10.1038/nm.3372
https://doi.org/10.1074/jbc.M900573200
https://doi.org/10.1074/jbc.M900573200
https://doi.org/10.1038/cr.2016.95
https://doi.org/10.1038/cr.2016.95
https://doi.org/10.1083/jcb.202208103

Gao, M., P. Monian, N. Quadri, R. Ramasamy, and X. Jiang. 2015. Gluta-
minolysis and transferrin regulate ferroptosis. Mol. Cell. 59:298-308.
https://doi.org/10.1016/j.molcel.2015.06.011

Gao, M., J. Yi, J. Zhu, A.M. Minikes, P. Monian, C.B. Thompson, and X. Jiang.
2019. Role of mitochondria in ferroptosis. Mol. Cell. 73:354-363.e3.
https://doi.org/10.1016/j.molcel.2018.10.042

Garcia-Bermudez, ., L. Baudrier, E.C. Bayraktar, Y. Shen, K. La, R. Guarecuco,
B. Yucel, D. Fiore, B. Tavora, E. Freinkman, et al. 2019. Squalene ac-
cumulation in cholesterol auxotrophic lymphomas prevents oxidative
cell death. Nature. 567:118-122. https://doi.org/10.1038/541586-019
-0945-5

Girotti, A.W., and W. Korytowski. 2019. Cholesterol peroxidation as a special
type of lipid oxidation in photodynamic systems. Photochem. Photobiol.
95:73-82. https://doi.org/10.1111/php.12969

Gonzalez, A., M.N. Hall, S.C. Lin, and D.G. Hardie. 2020. AMPK and TOR: The
Yin and Yang of cellular nutrient sensing and growth control. Cell
Metabol. 31:472-492. https://doi.org/10.1016/j.cmet.2020.01.015

Gout, P.W., AR. Buckley, C.R. Simms, and N. Bruchovsky. 2001. Sulfasala-
zine, a potent suppressor of lymphoma growth by inhibition of the x(c)-
cystine transporter: A new action for an old drug. Leukemia. 15:
1633-1640. https://doi.org/10.1038/sj.leu.2402238

Grahammer, F., N. Haenisch, F. Steinhardt, L. Sandner, M. Roerden, M.
Roerden, F. Arnold, T. Cordts, N. Wanner, W. Reichardt, et al. 2014.
mTORC! maintains renal tubular homeostasis and is essential in re-
sponse to ischemic stress. Proc. Natl. Acad. Sci. USA. 111:E2817-E2826.
https://doi.org/10.1073/pnas.1402352111

Green, C.L., D.W. Lamming, and L. Fontana. 2022. Molecular mechanisms of
dietary restriction promoting health and longevity. Nat. Rev. Mol. Cell
Biol. 23:56-73. https://doi.org/10.1038/541580-021-00411-4

Green, D.R. 2022a. The mitochondrial pathway of apoptosis Part II: The BCL-
2 protein family. Cold Spring Harbor Perspect. Biol. 14:a041046. https://
doi.org/10.1101/cshperspect.a041046

Green, D.R. 2022b. The mitochondrial pathway of apoptosis: Part I: MOMP
and beyond. Cold Spring Harbor Perspect. Biol. 14:a041038. https://doi
.org/10.1101/cshperspect.a041038

Gremke, N., P. Polo, A. Dort, J. Schneikert, S. Elmshauser, C. Brehm, U.
Klingmuller, A. Schmitt, H.C. Reinhardt, O. Timofeev, et al. 2020.
mTOR-mediated cancer drug resistance suppresses autophagy and
generates a druggable metabolic vulnerability. Nat. Commun. 11:4684.
https://doi.org/10.1038/541467-020-18504-7

Gu, X., ].M. Orozco, R.A. Saxton, KJ. Condon, G.Y. Liu, P.A. Krawczyk, S.M.
Scaria, ].W. Harper, S.P. Gygi, and D.M. Sabatini. 2017. SAMTOR is an
S-adenosylmethionine sensor for the mTORC1 pathway. Science. 358:
813-818. https://doi.org/10.1126/science.aa03265

Gui, Y., Q. Lu, M. Gu, M. Wang, Y. Liang, X. Zhu, X. Xue, X. Sun, W. He, ].
Yang, et al. 2019. Fibroblast mTOR/PPARY/HGF axis protects against
tubular cell death and acute kidney injury. Cell Death Differ. 26:
2774-2789. https://doi.org/10.1038/s41418-019-0336-3

Gulati, P., M.K. Cheung, R. Antrobus, C.D. Church, H.P. Harding, Y.C.L. Tung, D.
Rimmington, M. Ma, D. Ron, P.J. Lehner, et al. 2013. Role for the obesity-
related FTO gene in the cellular sensing of amino acids. Proc. Natl. Acad.
Sci. USA. 110:2557-2562. https://doi.org/10.1073/pnas.1222796110

Gutierrez-Uzquiza, A., M. Arechederra, P. Bragado, J.A. Aguirre-Ghiso, and A.
Porras. 2012. p38a mediates cell survival in response to oxidative stress
via induction of antioxidant genes: Effect on the p70S6K pathway.
J. Biol. Chem. 287:2632-2642. https://doi.org/10.1074/jbc.M111.323709

Gwinn, D.M., D.B. Shackelford, D.F. Egan, M.M. Mihaylova, A. Mery, D.S.
Vasquez, B.E. Turk, and R.J. Shaw. 2008. AMPK phosphorylation of
raptor mediates a metabolic checkpoint. Mol. Cell. 30:214-226. https://
doi.org/10.1016/j.molcel.2008.03.003

Han, D, H. Kim, S. Kim, Q.A. Le, S.Y. Han, J. Bae, H.W. Shin, H.G. Kang, K.H.
Han, J. Shin, and H.W. Park. 2022. Sestrin2 protects against cholestatic
liver injury by inhibiting endoplasmic reticulum stress and
NLRP3 inflammasome-mediated pyroptosis. Exp. Mol. Med. 54:239-251.
https://doi.org/10.1038/512276-022-00737-9

Han, ], E. Li, L. Chen, Y. Zhang, F. Wei, J. Liu, H. Deng, and Y. Wang. 2015.
The CREB coactivator CRTC2 controls hepatic lipid metabolism by
regulating SREBP1. Nature. 524:243-246. https://doi.org/10.1038/
naturel4557

Hangauer, M.J., V.S. Viswanathan, M.J. Ryan, D. Bole, ].K. Eaton, A. Matov, J.
Galeas, H.D. Dhruv, M.E. Berens, S.L. Schreiber, et al. 2017. Drug-
tolerant persister cancer cells are vulnerable to GPX4 inhibition. Na-
ture. 551:247-250. https://doi.org/10.1038/nature24297

Harachi, M., K. Masui, H. Honda, Y. Muragaki, T. Kawamata, W.K. Cavenee,
P.S. Mischel, and N. Shibata. 2020. Dual regulation of histone

Zhu et al.
mTORC1 in cell death

TR
(: k(J
IV

methylation by mTOR complexes controls glioblastoma tumor cell
growth via EZH2 and SAM. Mol. Cancer Res. 18:1142-1152. https://doi
.org/10.1158/1541-7786.MCR-20-0024

Harvey, K.F.,, X. Zhang, and D.M. Thomas. 2013. The Hippo pathway and
human cancer. Nat. Rev. Cancer. 13:246-257. https://doi.org/10.1038/
nrc3458

Hosokawa, N., T. Hara, T. Kaizuka, C. Kishi, A. Takamura, Y. Miura, S.i. Ie-
mura, T. Natsume, K. Takehana, N. Yamada, et al. 2009. Nutrient-
dependent mTORCI association with the ULK1-Atgl3-FIP200 complex
required for autophagy. Mol. Biol. Cell. 20:1981-1991. https://doi.org/10
.1091/mbc.e08-12-1248

Hou, W.,, Y. Xie, X. Song, X. Sun, M.T. Lotze, H.J. Zeh 3rd, R. Kang, and D.
Tang. 2016. Autophagy promotes ferroptosis by degradation of
ferritin. Autophagy. 12:1425-1428. https://doi.org/10.1080/15548627.2016
1187366

Hoxhaj, G., ]. Hughes-Hallett, R.C. Timson, E. Ilagan, M. Yuan, J.M. Asara, 1.
Ben-Sahra, and B.D. Manning. 2017. The mTORC1 signaling network
senses changes in cellular purine nucleotide levels. Cell Rep. 2I:
1331-1346. https://doi.org/10.1016/j.celrep.2017.10.029

Hughes Hallett, J.E., X. Luo, and A.P. Capaldi. 2015. Snfl/AMPK promotes the
formation of Kogl/Raptor-bodies to increase the activation threshold of
TORCI in budding yeast. Elife. 4:e09181. https://doi.org/10.7554/eLife
.09181

Ichimura, Y., S. Waguri, Y.S. Sou, S. Kageyama, ]. Hasegawa, R. Ishimura, T.
Saito, Y. Yang, T. Kouno, T. Fukutomi, et al. 2013. Phosphorylation of
P62 activates the Keapl-Nrf2 pathway during selective autophagy. Mol.
Cell. 51:618-631. https://doi.org/10.1016/j.molcel.2013.08.003

Inoki, K., T. Zhu, and K.L. Guan. 2003. TSC2 mediates cellular energy re-
sponse to control cell growth and survival. Cell. 115:577-590. https://doi
.0rg/10.1016/s0092-8674(03)00929-2

Ip, W.K.E., N. Hoshi, D.S. Shouval, S. Snapper, and R. Medzhitov. 2017. Anti-
inflammatory effect of IL-10 mediated by metabolic reprogramming of
macrophages. Science. 356:513-519. https://doi.org/10.1126/science
.aal3535

Ishimoto, T., O. Nagano, T. Yae, M. Tamada, T. Motohara, H. Oshima, M.
Oshima, T. Tkeda, R. Asaba, H. Yagi, et al. 2011. CD44 variant regulates
redox status in cancer cells by stabilizing the xCT subunit of system
xc(-) and thereby promotes tumor growth. Cancer Cell. 19:387-400.
https://doi.org/10.1016/j.ccr.2011.01.038

Jewell, J.L., Y.C. Kim, R.C. Russell, F.X. Yu, H.W. Park, S.W. Plouffe, V.S.
Tagliabracci, and K.L. Guan. 2015. Metabolism. Differential regulation
of mTORC1 by leucine and glutamine. Science. 347:194-198. https://doi
.org/10.1126/science.1259472

Jia, G., Y. Fu, X. Zhao, Q. Dai, G. Zheng, Y. Yang, C. Yi, T. Lindahl, T. Pan, Y.G.
Yang, and C. He. 2011. N6-methyladenosine in nuclear RNA is a major
substrate of the obesity-associated FTO. Nat. Chem. Biol. 7:885-887.
https://doi.org/10.1038/nchembio.687

Jiang, L., N. Kon, T. Li, S.J. Wang, T. Su, H. Hibshoosh, R. Baer, and W. Gu.
2015. Ferroptosis as a p53-mediated activity during tumour suppres-
sion. Nature. 520:57-62. https://doi.org/10.1038/naturel4344

Jiang, X., B.R. Stockwell, and M. Conrad. 202la. Ferroptosis: Mechanisms,
biology and role in disease. Nat. Rev. Mol. Cell Biol. 22:266-282. https://
doi.org/10.1038/541580-020-00324-8

Jiang, Z., S.0. Lim, M. Yan, J.L. Hsu, J. Yao, Y. Wei, S.S. Chang, H. Yamaguchi,
H.H. Lee, B. Ke, et al. 2021b. TYRO3 induces anti-PD-1/PD-L1 therapy
resistance by limiting innate immunity and tumoral ferroptosis. J. Clin.
Invest. 131:139434. https://doi.org/10.1172/JC1139434

Jorgensen, 1., and E.A. Miao. 2015. Pyroptotic cell death defends against in-
tracellular pathogens. Immunol. Rev. 265:130-142. https://doi.org/10
1111/imr.12287

Jouandin, P., Z. Marelja, Y.H. Shih, A.A. Parkhitko, M. Dambowsky, J.M.
Asara, I. Nemazanyy, C.C. Dibble, M. Simons, and N. Perrimon. 2022.
Lysosomal cystine mobilization shapes the response of TORCI and tis-
sue growth to fasting. Science. 375:eabc4203. https://doi.org/10.1126/
science.abc4203

Judge, A., and M.S. Dodd. 2020. Metabolism. Essays Biochem. 64:607-647.
https://doi.org/10.1042/EBC20190041

Kagan, V.E., G. Mao, F. Qu, J.P.F. Angeli, S. Doll, C.S. Croix, H.H. Dar, B. Liu,
V.A. Tyurin, V.B. Ritov, et al. 2017. Oxidized arachidonic and adrenic
PEs navigate cells to ferroptosis. Nat. Chem. Biol. 13:81-90. https://doi
.org/10.1038/nchembio.2238

Kang, Y.P., A. Mockabee-Macias, C. Jiang, A. Falzone, N. Prieto-Farigua, E.
Stone, 1.S. Harris, and G.M. DeNicola. 2021. Non-canonical glutamate-
cysteine ligase activity protects against ferroptosis. Cell Metabol. 33:
174-189.e7. https://doi.org/10.1016/j.cmet.2020.12.007

Journal of Cell Biology
https://doi.org/10.1083/jcb.202208103

920z Atenugad 0} uo3senb Aq 4pd'€0180220Z a0l/8202Z 11 L/£018022028/Z 1L/ 1.zZ/4Pd-8loie/qol/Bio sseidny/:dpy woly pepeojumoq

14 of 18


https://doi.org/10.1016/j.molcel.2015.06.011
https://doi.org/10.1016/j.molcel.2018.10.042
https://doi.org/10.1038/s41586-019-0945-5
https://doi.org/10.1038/s41586-019-0945-5
https://doi.org/10.1111/php.12969
https://doi.org/10.1016/j.cmet.2020.01.015
https://doi.org/10.1038/sj.leu.2402238
https://doi.org/10.1073/pnas.1402352111
https://doi.org/10.1038/s41580-021-00411-4
https://doi.org/10.1101/cshperspect.a041046
https://doi.org/10.1101/cshperspect.a041046
https://doi.org/10.1101/cshperspect.a041038
https://doi.org/10.1101/cshperspect.a041038
https://doi.org/10.1038/s41467-020-18504-7
https://doi.org/10.1126/science.aao3265
https://doi.org/10.1038/s41418-019-0336-3
https://doi.org/10.1073/pnas.1222796110
https://doi.org/10.1074/jbc.M111.323709
https://doi.org/10.1016/j.molcel.2008.03.003
https://doi.org/10.1016/j.molcel.2008.03.003
https://doi.org/10.1038/s12276-022-00737-9
https://doi.org/10.1038/nature14557
https://doi.org/10.1038/nature14557
https://doi.org/10.1038/nature24297
https://doi.org/10.1158/1541-7786.MCR-20-0024
https://doi.org/10.1158/1541-7786.MCR-20-0024
https://doi.org/10.1038/nrc3458
https://doi.org/10.1038/nrc3458
https://doi.org/10.1091/mbc.e08-12-1248
https://doi.org/10.1091/mbc.e08-12-1248
https://doi.org/10.1080/15548627.2016.1187366
https://doi.org/10.1080/15548627.2016.1187366
https://doi.org/10.1016/j.celrep.2017.10.029
https://doi.org/10.7554/eLife.09181
https://doi.org/10.7554/eLife.09181
https://doi.org/10.1016/j.molcel.2013.08.003
https://doi.org/10.1016/s0092-8674(03)00929-2
https://doi.org/10.1016/s0092-8674(03)00929-2
https://doi.org/10.1126/science.aal3535
https://doi.org/10.1126/science.aal3535
https://doi.org/10.1016/j.ccr.2011.01.038
https://doi.org/10.1126/science.1259472
https://doi.org/10.1126/science.1259472
https://doi.org/10.1038/nchembio.687
https://doi.org/10.1038/nature14344
https://doi.org/10.1038/s41580-020-00324-8
https://doi.org/10.1038/s41580-020-00324-8
https://doi.org/10.1172/JCI139434
https://doi.org/10.1111/imr.12287
https://doi.org/10.1111/imr.12287
https://doi.org/10.1126/science.abc4203
https://doi.org/10.1126/science.abc4203
https://doi.org/10.1042/EBC20190041
https://doi.org/10.1038/nchembio.2238
https://doi.org/10.1038/nchembio.2238
https://doi.org/10.1016/j.cmet.2020.12.007
https://doi.org/10.1083/jcb.202208103

Kim, J., Y.C. Kim, C. Fang, R.C. Russell, ].H. Kim, W. Fan, R. Liu, Q. Zhong, and
K.L. Guan. 2013. Differential regulation of distinct Vps34 complexes by
AMPK in nutrient stress and autophagy. Cell. 152:290-303. https://doi
.org/10.1016/j.cell.2012.12.016

Kim, J., M. Kundu, B. Viollet, and K.L. Guan. 2011. AMPK and mTOR regulate
autophagy through direct phosphorylation of Ulkl. Nat. Cell Biol. 13:
132-141. https://doi.org/10.1038/ncb2152

Kim, J.H., S.C. Chu, J.L. Gramlich, Y.B. Pride, E. Babendreier, D. Chauhan, R.
Salgia, K. Podar, ].D. Griffin, and M. Sattler. 2005. Activation of the
PI3K/mTOR pathway by BCR-ABL contributes to increased production
of reactive oxygen species. Blood. 105:1717-1723. https://doi.org/10.1182/
blood-2004-03-0849

Kleinert, M., L. Sylow, D.J. Fazakerley, ].R. Krycer, K.C. Thomas, A.J. Oxboll,
A.B. Jordy, T.E. Jensen, G. Yang, P. Schjerling, et al. 2014. Acute mTOR
inhibition induces insulin resistance and alters substrate utilization
in vivo. Mol. Metabol. 3:630-641. https://doi.org/10.1016/j.molmet.2014
.06.004

Kon, N, Y. Ou, S.J. Wang, H. Li, A.K. Rustgi, and W. Gu. 2021. mTOR inhi-
bition acts as an unexpected checkpoint in p53-mediated tumor sup-
pression. Genes Dev. 35:59-64. https://doi.org/10.1101/gad.340919.120

Kong, Q., L. Dai, Y. Wang, X. Zhang, C.Lj, S. Jiang, Y. Li, Z. Ding, and L. Liu.
2016. HSPAI12B attenuated acute myocardial ischemia/reperfusion in-
jury via maintaining endothelial integrity in a PI3K/Akt/mTOR-de-
pendent mechanism. Sci. Rep. 6:33636. https://doi.org/10.1038/
srep33636

Koo, ].H., and K.L. Guan. 2018. Interplay between YAP/TAZ and metabolism.
Cell Metabol. 28:196-206. https://doi.org/10.1016/j.cmet.2018.07.010

Koppula, P., G. Lei, Y. Zhang, Y. Yan, C. Mao, L. Kondiparthi, J. Shi, X. Liu, A.
Horbath, M. Das, et al. 2022. A targetable CoQ-FSP1 axis drives fer-
roptosis- and radiation-resistance in KEAP1 inactive lung cancers. Nat.
Commun. 13:2206. https://doi.org/10.1038/541467-022-29905-1

Kremer, D.M., B.S. Nelson, L. Lin, E.L. Yarosz, C.J. Halbrook, S.A. Kerk, P.
Sajjakulnukit, A. Myers, G. Thurston, S.W. Hou, et al. 2021. GOT1 in-
hibition promotes pancreatic cancer cell death by ferroptosis. Nat.
Commun. 12:4860. https://doi.org/10.1038/541467-021-24859-2

Kruiswijk, F., C.F. Labuschagne, and K.H. Vousden. 2015. p53 in survival,
death and metabolic health: A lifeguard with a licence to kill. Nat. Rev.
Mol. Cell Biol. 16:393-405. https://doi.org/10.1038/nrm4007

Kuang, F., J. Liu, Y. Xie, D. Tang, and R. Kang. 2021. MGST1 is a redox-
sensitive repressor of ferroptosis in pancreatic cancer cells. Cell Chem.
Biol. 28:765-775.e5. https://doi.org/10.1016/j.chembiol.2021.01.006

La, P., G. Yang, and P.A. Dennery. 2013. Mammalian target of rapamycin
complex 1 (mTORC1)-mediated phosphorylation stabilizes ISCU pro-
tein: Implications for iron metabolism. J. Biol. Chem. 288:12901-12909.
https://doi.org/10.1074/jbc.M112.424499

Lachaier, E., C. Louandre, C. Godin, Z. Saidak, M. Baert, M. Diouf, B.
Chauffert, and A. Galmiche. 2014. Sorafenib induces ferroptosis in
human cancer cell lines originating from different solid tumors. Anti-
cancer Res. 34:6417-6422

Lamming, D.W., L. Ye, P. Katajisto, M.D. Goncalves, M. Saitoh, D.M. Stevens,
J.G. Davis, A.B. Salmon, A. Richardson, R.S. Ahima, et al. 2012.
Rapamycin-induced insulin resistance is mediated by mTORC2 loss and
uncoupled from longevity. Science. 335:1638-1643. https://doi.org/10
.1126/science.1215135

Land, T., and T.A. Rouault. 1998. Targeting of a human iron-sulfur cluster
assembly enzyme, nifs, to different subcellular compartments is regu-
lated through alternative AUG utilization. Mol. Cell. 2:807-815. https://
doi.org/10.1016/s1097-2765(00)80295-6

Lawrence, R.E., and R. Zoncu. 2019. The lysosome as a cellular centre for
signalling, metabolism and quality control. Nat. Cell Biol. 21:133-142.
https://doi.org/10.1038/541556-018-0244-7

Lee, G., Y. Zheng, S. Cho, C. Jang, C. England, ].M. Dempsey, Y. Yu, X. Liu, L.
He, P.M. Cavaliere, et al. 2017. Post-transcriptional regulation of
de novo lipogenesis by mTORCI-S6KI-SRPK2 signaling. Cell. 171:
1545-1558.¢18. https://doi.org/10.1016/j.cell.2017.10.037

Lee, H,, F. Zandkarimi, Y. Zhang, ].K. Meena, J. Kim, L. Zhuang, S. Tyagi, L.
Ma, T.F. Westbrook, G.R. Steinberg, et al. 2020. Energy-stress-mediated
AMPK activation inhibits ferroptosis. Nat. Cell Biol. 22:225-234. https://
doi.org/10.1038/541556-020-0461-8

Lei, H., and A. Kazlauskas. 2014. A reactive oxygen species-mediated, self-
perpetuating loop persistently activates platelet-derived growth factor
receptor a. Mol. Cell. Biol. 34:110-122. https://doi.org/10.1128/MCB
.00839-13

Li, C., X. Dong, W. Du, X. Shi, K. Chen, W. Zhang, and M. Gao. 2020. LKBI-
AMPK axis negatively regulates ferroptosis by inhibiting fatty acid

Zhu et al.
mTORC1 in cell death

TR
(: k(J
IV

synthesis. Signal Transduct. Targeted Ther. 5:187. https://doi.org/10
.1038/541392-020-00297-2

Li, HW., M.B. Liu, X. Jiang, T. Song, S.X. Feng, ].Y. Wu, P.F. Deng, and X.Y.
Wang. 2022. GALNTI14 regulates ferroptosis and apoptosis of ovarian
cancer through the EGFR/mTOR pathway. Future Oncol. 18:149-161.
https://doi.org/10.2217/fon-2021-0883

Li, T, N. Kon, L. Jiang, M. Tan, T. Ludwig, Y. Zhao, R. Baer, and W. Gu. 2012.
Tumor suppression in the absence of p53-mediated cell-cycle arrest,
apoptosis, and senescence. Cell. 149:1269-1283. https://doi.org/10.1016/j
.cell.2012.04.026

Liang, D., A.M. Minikes, and X. Jiang. 2022. Ferroptosis at the intersection of
lipid metabolism and cellular signaling. Mol. Cell. 82:2215-2227. https://
doi.org/10.1016/j.molcel.2022.03.022

Lin, S.C., and D.G. Hardie. 2018. AMPK: Sensing glucose as well as cellular
energy status. Cell Metabol. 27:299-313. https://doi.org/10.1016/j.cmet
.2017.10.009

Ling, N.X.Y., A. Kaczmarek, A. Hoque, E. Davie, K.R.W. Ngoei, K.R. Morrison,
W.J. Smiles, G.M. Forte, T. Wang, S. Lie, et al. 2020. mTORCI directly
inhibits AMPK to promote cell proliferation under nutrient stress. Nat.
Metabol. 2:41-49. https://doi.org/10.1038/s42255-019-0157-1

Linkermann, A., R. Skouta, N. Himmerkus, S.R. Mulay, C. Dewitz, F. De Zen,
A. Prokai, G. Zuchtriegel, F. Krombach, P.S. Welz, et al. 2014. Syn-
chronized renal tubular cell death involves ferroptosis. Proc. Natl. Acad.
Sci. USA. 111:16836-16841. https://doi.org/10.1073/pnas.1415518111

Lipton, J.O., and M. Sahin. 2014. The neurology of mTOR. Neuron. 84:275-291.
https://doi.org/10.1016/j.neuron.2014.09.034

Liu, G.Y., and D.M. Sabatini. 2020. mTOR at the nexus of nutrition, growth,
ageing and disease. Nat. Rev. Mol. Cell Biol. 21:183-203. https://doi.org/
10.1038/541580-019-0199-y

Liu, H., L. Zhao, M. Wang, K. Yang, Z. Jin, C. Zhao, and G. Shi. 2022a. FNDC5
causes resistance to sorafenib by activating the PI3K/Akt/Nrf2 pathway
in hepatocellular carcinoma cells. Front. Oncol. 12:852095. https://doi
.org/10.3389/fonc.2022.852095

Liu, W., B. Chakraborty, R. Safi, D. Kazmin, C.Y. Chang, and D.P. McDonnell.
2021. Dysregulated cholesterol homeostasis results in resistance to
ferroptosis increasing tumorigenicity and metastasis in cancer. Nat.
Commun. 12:5103. https://doi.org/10.1038/541467-021-25354-4

Liu, W., D. Zhao, X. Wu, F. Yue, H. Yang, and K. Hu. 2022b. Rapamycin
ameliorates chronic intermittent hypoxia and sleep deprivation-
induced renal damage via the mammalian target of rapamycin
(mTOR)/NOD-like receptor protein 3 (NLRP3) signaling pathway.
Bioengineered. 13:5537-5550. https://doi.org/10.1080/21655979.2022
.2037872

Louandre, C., Z. Ezzoukhry, C. Godin, ].C. Barbare, ].C. Maziere, B. Chauffert,
and A. Galmiche. 2013. Iron-dependent cell death of hepatocellular
carcinoma cells exposed to sorafenib. Int. J. Cancer. 133:1732-1742.
https://doi.org/10.1002/ijc.28159

Lu, X.Y., XJ. Shi, A. Hu, ].Q. Wang, Y. Ding, W. Jiang, M. Sun, X. Zhao, J. Luo,
W. Qi, and B.L. Song. 2020. Feeding induces cholesterol biosynthesis via
the mTORCI-USP20-HMGCR axis. Nature. 588:479-484. https://doi
.org/10.1038/541586-020-2928-y

Luo, M., L. Wu, K. Zhang, H. Wang, T. Zhang, L. Gutierrez, D. O’Connell, P.
Zhang, Y. Li, T. Gao, et al. 2018. miR-137 regulates ferroptosis by tar-
geting glutamine transporter SLCIA5 in melanoma. Cell Death Differ. 25:
1457-1472. https://doi.org/10.1038/s41418-017-0053-8

Ma, X., L. Xiao, L. Liu, L. Ye, P. Su, E. Bi, Q. Wang, M. Yang, J. Qian, and Q. Yi.
2021. CD36-mediated ferroptosis dampens intratumoral CD8(+) T cell
effector function and impairs their antitumor ability. Cell Metabol. 33:
1001-1012.e5. https://doi.org/10.1016/j.cmet.2021.02.015

Magtanong, L., P.J. Ko, M. To, ].Y. Cao, G.C. Forcina, A. Tarangelo, C.C. Ward,
K. Cho, G.J. Patti, D.K. Nomura, et al. 2019. Exogenous monounsaturated
fatty acids promote a ferroptosis-resistant cell state. Cell Chem. Biol. 26:
420-432.€9. https://doi.org/10.1016/j.chembiol.2018.11.016

Mak, T.W., M. Grusdat, G.S. Duncan, C. Dostert, Y. Nonnenmacher, M. Cox,
C. Binsfeld, Z. Hao, A. Brustle, M. Itsumi, et al. 2017. Glutathione primes
T cell metabolism for inflammation. Immunity. 46:1089-1090. https://
doi.org/10.1016/j.immuni.2017.06.009

Mancias, ].D., X. Wang, S.P. Gygi, ].W. Harper, and A.C. Kimmelman. 2014.
Quantitative proteomics identifies NCOA4 as the cargo receptor me-
diating ferritinophagy. Nature. 509:105-109. https://doi.org/10.1038/
naturel3148

Mao, C., X. Liu, Y. Zhang, G. Lei, Y. Yan, H. Lee, P. Koppula, S. Wu, L. Zhuang,
B. Fang, et al. 2021. DHODH-mediated ferroptosis defence is a targetable
vulnerability in cancer. Nature. 593:586-590. https://doi.org/10.1038/
541586-021-03539-7

Journal of Cell Biology
https://doi.org/10.1083/jcb.202208103

920z Atenugad 0} uo3senb Aq 4pd'€0180220Z a0l/8202Z 11 L/£018022028/Z 1L/ 1.zZ/4Pd-8loie/qol/Bio sseidny/:dpy woly pepeojumoq

15 of 18


https://doi.org/10.1016/j.cell.2012.12.016
https://doi.org/10.1016/j.cell.2012.12.016
https://doi.org/10.1038/ncb2152
https://doi.org/10.1182/blood-2004-03-0849
https://doi.org/10.1182/blood-2004-03-0849
https://doi.org/10.1016/j.molmet.2014.06.004
https://doi.org/10.1016/j.molmet.2014.06.004
https://doi.org/10.1101/gad.340919.120
https://doi.org/10.1038/srep33636
https://doi.org/10.1038/srep33636
https://doi.org/10.1016/j.cmet.2018.07.010
https://doi.org/10.1038/s41467-022-29905-1
https://doi.org/10.1038/s41467-021-24859-2
https://doi.org/10.1038/nrm4007
https://doi.org/10.1016/j.chembiol.2021.01.006
https://doi.org/10.1074/jbc.M112.424499
https://doi.org/10.1126/science.1215135
https://doi.org/10.1126/science.1215135
https://doi.org/10.1016/s1097-2765(00)80295-6
https://doi.org/10.1016/s1097-2765(00)80295-6
https://doi.org/10.1038/s41556-018-0244-7
https://doi.org/10.1016/j.cell.2017.10.037
https://doi.org/10.1038/s41556-020-0461-8
https://doi.org/10.1038/s41556-020-0461-8
https://doi.org/10.1128/MCB.00839-13
https://doi.org/10.1128/MCB.00839-13
https://doi.org/10.1038/s41392-020-00297-2
https://doi.org/10.1038/s41392-020-00297-2
https://doi.org/10.2217/fon-2021-0883
https://doi.org/10.1016/j.cell.2012.04.026
https://doi.org/10.1016/j.cell.2012.04.026
https://doi.org/10.1016/j.molcel.2022.03.022
https://doi.org/10.1016/j.molcel.2022.03.022
https://doi.org/10.1016/j.cmet.2017.10.009
https://doi.org/10.1016/j.cmet.2017.10.009
https://doi.org/10.1038/s42255-019-0157-1
https://doi.org/10.1073/pnas.1415518111
https://doi.org/10.1016/j.neuron.2014.09.034
https://doi.org/10.1038/s41580-019-0199-y
https://doi.org/10.1038/s41580-019-0199-y
https://doi.org/10.3389/fonc.2022.852095
https://doi.org/10.3389/fonc.2022.852095
https://doi.org/10.1038/s41467-021-25354-4
https://doi.org/10.1080/21655979.2022.2037872
https://doi.org/10.1080/21655979.2022.2037872
https://doi.org/10.1002/ijc.28159
https://doi.org/10.1038/s41586-020-2928-y
https://doi.org/10.1038/s41586-020-2928-y
https://doi.org/10.1038/s41418-017-0053-8
https://doi.org/10.1016/j.cmet.2021.02.015
https://doi.org/10.1016/j.chembiol.2018.11.016
https://doi.org/10.1016/j.immuni.2017.06.009
https://doi.org/10.1016/j.immuni.2017.06.009
https://doi.org/10.1038/nature13148
https://doi.org/10.1038/nature13148
https://doi.org/10.1038/s41586-021-03539-7
https://doi.org/10.1038/s41586-021-03539-7
https://doi.org/10.1083/jcb.202208103

Marin-Aguilar, F., A.V. Lechuga-Vieco, E. Alcocer-Gomez, B. Castejon-Vega, J.
Lucas, C. Garrido, A. Peralta-Garcia, A.J. Perez-Pulido, A. Varela-Lopez,
J.L. Quiles, et al. 2020. NLRP3 inflammasome suppression improves
longevity and prevents cardiac aging in male mice. Aging Cell. 19:
€13050. https://doi.org/10.1111/acel.13050

Marino, G., M. Niso-Santano, E.H. Baehrecke, and G. Kroemer. 2014. Self-
consumption: The interplay of autophagy and apoptosis. Nat. Rev. Mol.
Cell Biol. 15:81-94. https://doi.org/10.1038/nrm3735

Martina, J.A., and R. Puertollano. 2013. Rag GTPases mediate amino acid-
dependent recruitment of TFEB and MITF to lysosomes. J. Cell Biol.
200:475-491. https://doi.org/10.1083/jcb.201209135

Martincorena, I., K.M. Raine, M. Gerstung, K.J. Dawson, K. Haase, P. Van Loo,
H. Davies, M.R. Stratton, and P.J. Campbell. 2017. Universal patterns of
selection in cancer and somatic tissues. Cell. 171:1029-1041.e21. https://
doi.org/10.1016/j.cell.2017.09.042

Matoba, S., J.G. Kang, W.D. Patino, A. Wragg, M. Boehm, O. Gavrilova, P.J.
Hurley, F. Bunz, and P.M. Hwang. 2006. p53 regulates mitochondrial
respiration. Science. 312:1650-1653. https://doi.org/10.1126/science.1126863

Maurer, U., C. Charvet, A.S. Wagman, E. Dejardin, and D.R. Green. 2006.
Glycogen synthase kinase-3 regulates mitochondrial outer membrane
permeabilization and apoptosis by destabilization of MCL-1. Mol. Cell.
21:749-760. https://doi.org/10.1016/j.molcel 2006.02.009

Meng, D., Q. Yang, H. Wang, C.H. Melick, R. Navlani, A.R. Frank, and J.L.
Jewell. 2020. Glutamine and asparagine activate mTORCI indepen-
dently of Rag GTPases. J. Biol. Chem. 295:2890-2899. https://doi.org/10
.1074/jbc.AC119.011578

Meynet, O., B. Zunino, L. Happo, L.A. Pradelli, J. Chiche, M.A. Jacquin, L.
Mondragon, J.F. Tanti, B. Taillan, G. Garnier, et al. 2013. Caloric re-
striction modulates Mcl-1 expression and sensitizes lymphomas to BH3
mimetic in mice. Blood. 122:2402-2411. https://doi.org/10.1182/blood
-2013-01-478651

Mir, S.U.R., N.M. George, L. Zahoor, R. Harms, Z. Guinn, and N.E. Sarvetnick.
2015. Inhibition of autophagic turnover in beta-cells by fatty acids and
glucose leads to apoptotic cell death. J. Biol. Chem. 290:6071-6085.
https://doi.org/10.1074/jbc.M114.605345

Munday, M.R., D.G. Campbell, D. Carling, and D.G. Hardie. 1988. Identifica-
tion by amino acid sequencing of three major regulatory phosphoryl-
ation sites on rat acetyl-CoA carboxylase. Eur. J. Biochem. 175:331-338.
https://doi.org/10.1111/j.1432-1033.1988.tb14201.x

Nazir, S., I. Gadi, M.M. Al-Dabet, A. Elwakiel, S. Kohli, S. Ghosh, J. Man-
oharan, S. Ranjan, F. Bock, R.C. Braun-Dullaeus, et al. 2017. Cytopro-
tective activated protein C averts Nlrp3 inflammasome-induced
ischemia-reperfusion injury via mTORCI inhibition. Blood. 130:
2664-2677. https://doi.org/10.1182/blood-2017-05-782102

Ng, S., Y.T. Wu, B. Chen, J. Zhou, and H.M. Shen. 2011. Impaired autophagy
due to constitutive mTOR activation sensitizes TSC2-null cells to cell
death under stress. Autophagy. 7:1173-1186. https://doi.org/10.4161/auto
.7.10.16681

Nj, J., K. Chen, J. Zhang, and X. Zhang. 2021. Inhibition of GPX4 or mTOR
overcomes resistance to Lapatinib via promoting ferroptosis in NSCLC
cells. Biochem. Biophys. Res. Commun. 567:154-160. https://doi.org/10
.1016/j.bbrc.2021.06.051

Nicklin, P., P. Bergman, B. Zhang, E. Triantafellow, H. Wang, B. Nyfeler, H.
Yang, M. Hild, C. Kung, C. Wilson, et al. 2009. Bidirectional transport of
amino acids regulates mTOR and autophagy. Cell. 136:521-534. https://
doi.org/10.1016/j.cell.2008.11.044

Noh, J.H., K.M. Kim, P.R. Pandey, N. Noren Hooten, R. Munk, G. Kundu, S. De,
J.L. Martindale, X. Yang, M.K. Evans, et al. 2019. Loss of RNA-binding
protein GRSF1 activates mTOR to elicit a proinflammatory transcrip-
tional program. Nucleic Acids Res. 47:2472-2486. https://doi.org/10.1093/
nar/gkz082

Nukarinen, E., T. Nagele, L. Pedrotti, B. Wurzinger, A. Mair, R. Landgraf, F.
Bornke, ]. Hanson, M. Teige, E. Baena-Gonzalez, et al. 2016. Quantita-
tive phosphoproteomics reveals the role of the AMPK plant ortholog
SnRK1 as a metabolic master regulator under energy deprivation. Sci.
Rep. 6:31697. https://doi.org/10.1038/srep31697

Oka, S.I., T. Hirata, W. Suzuki, D. Naito, Y. Chen, A. Chin, H. Yaginuma, T.
Saito, N. Nagarajan, P. Zhai, et al. 2017. Thioredoxin-1 maintains
mechanistic target of rapamycin (mTOR) function during oxidative
stress in cardiomyocytes. J. Biol. Chem. 292:18988-19000. https://doi
.0rg/10.1074/jbc. M117.807735

Origanti, S., S.L. Nowotarski, T.D. Carr, S. Sass-Kuhn, L. Xiao, ].Y. Wang, and
L.M. Shantz. 2012. Ornithine decarboxylase mRNA is stabilized in an
mTORCl-dependent manner in Ras-transformed cells. Biochem. J. 442:
199-207. https://doi.org/10.1042/BJ20111464

Zhu et al.
mTORC1 in cell death

TR
(: k(J
IV

Orning, P., D. Weng, K. Starheim, D. Ratner, Z. Best, B. Lee, A. Brooks, S. Xia,
H. Wu, M.A. Kelliher, et al. 2018. Pathogen blockade of TAK1 triggers
caspase-8-dependent cleavage of gasdermin D and cell death. Science.
362:1064-1069. https://doi.org/10.1126/science.aau2818

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

Owen, J.L., Y. Zhang, S.H. Bae, M.S. Farooqi, G. Liang, R.E. Hammer, J.L.
Goldstein, and M.S. Brown. 2012. Insulin stimulation of SREBP-1c pro-
cessing in transgenic rat hepatocytes requires p70 Sé-kinase. Proc. Natl.
Acad. Sci. USA. 109:16184-16189. https://doi.org/10.1073/pnas.1213343109

Parent, A., X. Elduque, D. Cornu, L. Belot, J.P. Le Caer, A. Grandas, M.B.
Toledano, and B. D’Autreaux. 2015. Mammalian frataxin directly en-
hances sulfur transfer of NFS1 persulfide to both ISCU and free thiols.
Nat. Commun. 6:5686. https://doi.org/10.1038/ncomms6686

Pavlova, N.N., and C.B. Thompson. 2016. The emerging hallmarks of cancer
metabolism. Cell Metabol. 23:27-47. https://doi.org/10.1016/j.cmet.2015
.12.006

Peterson, T.R., S.S. Sengupta, T.E. Harris, A.E. Carmack, S.A. Kang, E. Bal-
deras, D.A. Guertin, K.L. Madden, A.E. Carpenter, B.N. Finck, and D.M.
Sabatini. 2011. mTOR complex 1 regulates lipin 1 localization to control
the SREBP pathway. Cell. 146:408-420. https://doi.org/10.1016/j.cell
.2011.06.034

Pfister, S.X., and A. Ashworth. 2017. Marked for death: Targeting epigenetic
changes in cancer. Nat. Rev. Drug Dis. 16:241-263. https://doi.org/10
.1038/nrd.2016.256

Porstmann, T., C.R. Santos, B. Griffiths, M. Cully, M. Wu, S. Leevers, J.R.
Griffiths, Y.L. Chung, and A. Schulze. 2008. SREBP activity is regulated
by mTORCI and contributes to Akt-dependent cell growth. Cell Metabol.
8:224-236. https://doi.org/10.1016/j.cmet.2008.07.007

Poursaitidis, I., X. Wang, T. Crighton, C. Labuschagne, D. Mason, S.L. Cramer,
K. Triplett, R. Roy, O.E. Pardo, M.J. Seckl], et al. 2017. Oncogene-selective
sensitivity to synchronous cell death following modulation of the amino
acid nutrient cystine. Cell Rep. 18:2547-2556. https://doi.org/10.1016/j
.celrep.2017.02.054

Pradelli, L.A., M. Beneteau, C. Chauvin, M. A. Jacquin, S. Marchetti, C. Munoz-
Pinedo, P. Auberger, M. Pende, and J.E. Ricci. 2010. Glycolysis inhibi-
tion sensitizes tumor cells to death receptors-induced apoptosis by AMP
kinase activation leading to Mcl-1 block in translation. Oncogene. 29:
1641-1652. https://doi.org/10.1038/0nc.2009.448

Rathmell, J.C., CJ. Fox, D.R. Plas, P.S. Hammerman, R.M. Cinalli, and C.B.
Thompson. 2003. Akt-directed glucose metabolism can prevent Bax
conformation change and promote growth factor-independent survival.
Mol. Cell. Biol. 23:7315-7328. https://doi.org/10.1128/MCB.23.20.7315
-7328.2003

Rathmell, J.C., M.G. Vander Heiden, M.H. Harris, K.A. Frauwirth, and C.B.
Thompson. 2000. In the absence of extrinsic signals, nutrient utiliza-
tion by lymphocytes is insufficient to maintain either cell size or via-
bility. Mol. Cell. 6:683-692. https://doi.org/10.1016/s1097-2765(00)
00066-6

Robitaille, A.M., S. Christen, M. Shimobayashi, M. Cornu, L.L. Fava, S. Moes,
C. Prescianotto-Baschong, U. Sauer, P. Jenoe, and M.N. Hall. 2013.
Quantitative phosphoproteomics reveal mTORCI activates de novo
pyrimidine synthesis. Science. 339:1320-1323. https://doi.org/10.1126/
science.1228771

Roczniak-Ferguson, A., C.S. Petit, F. Froehlich, S. Qian, J. Ky, B. Angarola, T.C.
Walther, and S.M. Ferguson. 2012. The transcription factor TFEB links
mTORCI1 signaling to transcriptional control of lysosome homeostasis.
Sci. Signal. 5:ra42. https://doi.org/10.1126/scisignal.2002790

Rojo de la Vega, M., E. Chapman, and D.D. Zhang. 2018. NRF2 and the hall-
marks of cancer. Cancer Cell. 34:21-43. https://doi.org/10.1016/j.ccell
.2018.03.022

Rouault, T.A. 2015. Mammalian iron-sulphur proteins: Novel insights into
biogenesis and function. Nat. Rev. Mol. Cell Biol. 16:45-55. https://doi
.org/10.1038/nrm3909

Samidurai, A., R. Ockaili, C. Cain, S.K. Roh, S.M. Filippone, D. Kraskauskas,
R.C. Kukreja, and A. Das. 2020. Differential regulation of mTOR com-
plexes with miR-302a attenuates myocardial reperfusion injury in di-
abetes. iScience. 23:101863. https://doi.org/10.1016/j.isci.2020.101863

Sarhan, ., B.C. Liu, H.I. Muendlein, P. Li, R. Nilson, A.Y. Tang, A. Rongvaux,
S.C. Bunnell, F. Shao, D.R. Green, and A. Poltorak. 2018. Caspase-8 in-
duces cleavage of gasdermin D to elicit pyroptosis during Yersinia in-
fection. Proc. Natl. Acad. Sci. USA. 115:E10888-E10897. https://doi.org/10
.1073/pnas.1809548115

Journal of Cell Biology
https://doi.org/10.1083/jcb.202208103

920z Atenugad 0} uo3senb Aq 4pd'€0180220Z a0l/8202Z 11 L/£018022028/Z 1L/ 1.zZ/4Pd-8loie/qol/Bio sseidny/:dpy woly pepeojumoq

16 of 18


https://doi.org/10.1111/acel.13050
https://doi.org/10.1038/nrm3735
https://doi.org/10.1083/jcb.201209135
https://doi.org/10.1016/j.cell.2017.09.042
https://doi.org/10.1016/j.cell.2017.09.042
https://doi.org/10.1126/science.1126863
https://doi.org/10.1016/j.molcel.2006.02.009
https://doi.org/10.1074/jbc.AC119.011578
https://doi.org/10.1074/jbc.AC119.011578
https://doi.org/10.1182/blood-2013-01-478651
https://doi.org/10.1182/blood-2013-01-478651
https://doi.org/10.1074/jbc.M114.605345
https://doi.org/10.1111/j.1432-1033.1988.tb14201.x
https://doi.org/10.1182/blood-2017-05-782102
https://doi.org/10.4161/auto.7.10.16681
https://doi.org/10.4161/auto.7.10.16681
https://doi.org/10.1016/j.bbrc.2021.06.051
https://doi.org/10.1016/j.bbrc.2021.06.051
https://doi.org/10.1016/j.cell.2008.11.044
https://doi.org/10.1016/j.cell.2008.11.044
https://doi.org/10.1093/nar/gkz082
https://doi.org/10.1093/nar/gkz082
https://doi.org/10.1038/srep31697
https://doi.org/10.1074/jbc.M117.807735
https://doi.org/10.1074/jbc.M117.807735
https://doi.org/10.1042/BJ20111464
https://doi.org/10.1126/science.aau2818
https://doi.org/10.1073/pnas.1607152113
https://doi.org/10.1073/pnas.1607152113
https://doi.org/10.1073/pnas.1213343109
https://doi.org/10.1038/ncomms6686
https://doi.org/10.1016/j.cmet.2015.12.006
https://doi.org/10.1016/j.cmet.2015.12.006
https://doi.org/10.1016/j.cell.2011.06.034
https://doi.org/10.1016/j.cell.2011.06.034
https://doi.org/10.1038/nrd.2016.256
https://doi.org/10.1038/nrd.2016.256
https://doi.org/10.1016/j.cmet.2008.07.007
https://doi.org/10.1016/j.celrep.2017.02.054
https://doi.org/10.1016/j.celrep.2017.02.054
https://doi.org/10.1038/onc.2009.448
https://doi.org/10.1128/MCB.23.20.7315-7328.2003
https://doi.org/10.1128/MCB.23.20.7315-7328.2003
https://doi.org/10.1016/s1097-2765(00)00066-6
https://doi.org/10.1016/s1097-2765(00)00066-6
https://doi.org/10.1126/science.1228771
https://doi.org/10.1126/science.1228771
https://doi.org/10.1126/scisignal.2002790
https://doi.org/10.1016/j.ccell.2018.03.022
https://doi.org/10.1016/j.ccell.2018.03.022
https://doi.org/10.1038/nrm3909
https://doi.org/10.1038/nrm3909
https://doi.org/10.1016/j.isci.2020.101863
https://doi.org/10.1073/pnas.1809548115
https://doi.org/10.1073/pnas.1809548115
https://doi.org/10.1083/jcb.202208103

Saxton, R.A., L. Chantranupong, K.E. Knockenhauer, T.U. Schwartz, and D.M.
Sabatini. 2016a. Mechanism of arginine sensing by CASTORI upstream
of mTORCL. Nature. 536:229-233. https://doi.org/10.1038/nature19079

Saxton, R.A., K.E. Knockenhauer, R.L. Wolfson, L. Chantranupong, M.E. Pa-
cold, T. Wang, T.U. Schwartz, and D.M. Sabatini. 2016b. Structural basis
for leucine sensing by the Sestrin2-mTORC1 pathway. Science. 351:
53-58. https://doi.org/10.1126/science.aad2087

Seibt, T.M., B. Proneth, and M. Conrad. 2019. Role of GPX4 in ferroptosis and
its pharmacological implication. Free Radic. Biol. Med. 133:144-152.
https://doi.org/10.1016/j.freeradbiomed.2018.09.014

Seiler, A., M. Schneider, H. Forster, S. Roth, E.K. Wirth, C. Culmsee, N.
Plesnila, E. Kremmer, O. Radmark, W. Wurst, et al. 2008. Glutathione
peroxidase 4 senses and translates oxidative stress into 12/15-lipoxy-
genase dependent- and AIF-mediated cell death. Cell Metabol. 8:237-248.
https://doi.org/10.1016/j.cmet.2008.07.005

Sharma, D., A. Malik, A. Balakrishnan, R.K.S. Malireddi, and T.D. Kanneganti.
2020. RIPK3 promotes Mefv expression and pyrin inflammasome ac-
tivation via modulation of mTOR signaling. J. Immunol. 205:2778-2785.
https://doi.org/10.4049/jimmunol.2000244

Sheen, J.H., R. Zoncu, D. Kim, and D.M. Sabatini. 2011. Defective regulation of
autophagy upon leucine deprivation reveals a targetable liability of
human melanoma cells in vitro and in vivo. Cancer Cell. 19:613-628.
https://doi.org/10.1016/j.ccr.2011.03.012

Shimada, K., R. Skouta, A. Kaplan, W.S. Yang, M. Hayano, SJ. Dixon, L.M.
Brown, C.A. Valenzuela, A.]J. Wolpaw, and B.R. Stockwell. 2016. Global
survey of cell death mechanisms reveals metabolic regulation of ferrop-
tosis. Nat. Chem. Biol. 12:497-503. https://doi.org/10.1038/nchembio.2079

Skouta, R., SJ. Dixon, J. Wang, D.E. Dunn, M. Orman, K. Shimada, P.A.
Rosenberg, D.C. Lo, ].M. Weinberg, A. Linkermann, and B.R. Stockwell.
2014. Ferrostatins inhibit oxidative lipid damage and cell death in di-
verse disease models. J. Am. Chem. Soc. 136:4551-4556. https://doi.org/10
.1021/ja411006a

Song, X., S. Zhu, P. Chen, W. Hou, Q. Wen, J. Liu, Y. Xie, J. Liu, D.J. Klionsky,
G. Kroemer, et al. 2018. AMPK-mediated BECN1 phosphorylation pro-
motes ferroptosis by directly blocking system Xc(-) activity. Curr. Biol.
28:2388-2399.e5. https://doi.org/10.1016/j.cub.2018.05.094

Stockwell, B.R. 2022. Ferroptosis turns 10: Emerging mechanisms, physio-
logical functions, and therapeutic applications. Cell. 185:2401-2421.
https://doi.org/10.1016/j.cell.2022.06.003

Sun, Y., N. Berleth, W. Wu, D. Schlutermann, J. Deitersen, F. Stuhldreier, L.
Berning, A. Friedrich, S. Akgun, M.J. Mendiburo, et al. 2021. Fin56-
induced ferroptosis is supported by autophagy-mediated GPX4 degra-
dation and functions synergistically with mTOR inhibition to kill
bladder cancer cells. Cell Death Dis. 12:1028. https://doi.org/10.1038/
541419-021-04306-2

Tarangelo, A., L. Magtanong, K.T. Bieging-Rolett, Y. Li, J. Ye, L.D. Attardi, and
S.J. Dixon. 2018. p53 suppresses metabolic stress-induced ferroptosis in
cancer cells. Cell Rep. 22:569-575. https://doi.org/10.1016/j.celrep.2017
12.077

Tarangelo, A., ]. Rodencal, J.T. Kim, L. Magtanong, J.Z. Long, and S.J. Dixon.
2022. Nucleotide biosynthesis links glutathione metabolism to ferrop-
tosis sensitivity. Life Sci. Alliance. 5:e202101157. https://doi.org/10
.26508/1s2.202101157

Terzi, E.M., V.O. Sviderskiy, S.W. Alvarez, G.C. Whiten, and R. Possemato.
2021. Iron-sulfur cluster deficiency can be sensed by IRP2 and regulates
iron homeostasis and sensitivity to ferroptosis independent of IRP1 and
FBXLS5. Sci. Adv. 7:eabg4302. https://doi.org/10.1126/sciadv.abg4302

Tesfay, L., B.T. Paul, A. Konstorum, Z. Deng, A.O. Cox, J. Lee, C.M. Furdui, P.
Hegde, F.M. Torti, and S.V. Torti. 2019. Stearoyl-CoA desaturase 1 pro-
tects ovarian cancer cells from ferroptotic cell death. Cancer Res. 79:
5355-5366. https://doi.org/10.1158/0008-5472.CAN-19-0369

Thomas, J.P., P.G. Geiger, M. Maiorino, F. Ursini, and A.W. Girotti. 1990a.
Enzymatic reduction of phospholipid and cholesterol hydroperoxides in
artificial bilayers and lipoproteins. Biochim. Biophys. Acta. 1045:252-260.
https://doi.org/10.1016/0005-2760(90)90128-k

Thomas, J.P., M. Maiorino, F. Ursini, and A.W. Girotti. 1990b. Protective
action of phospholipid hydroperoxide glutathione peroxidase against
membrane-damaging lipid peroxidation. In situ reduction of phos-
pholipid and cholesterol hydroperoxides. J. Biol. Chem. 265:454-461.
https://doi.org/10.1016/s0021-9258(19)40252-4

Thompson, C.A. 2003. First drug-eluting coronary stent approved. Am. J. Health
Syst. Pharm. 60:1210-1212. https://doi.org/10.1093/ajhp/60.12.1210

Thompson, C.B. 2011. Rethinking the regulation of cellular metabolism. Cold
Spring Harbor Symp. Quant. Biol. 76:23-29. https://doi.org/10.1101/sqb
.2012.76.010496

Zhu et al.
mTORC1 in cell death

TR
(: k(J
IV

Tonks, N.K. 2005. Redox redux: Revisiting PTPs and the control of cell sig-
naling. Cell. 121:667-670. https://doi.org/10.1016/j.cell.2005.05.016
Torrence, M.E., M.R. MacArthur, A.M. Hosios, A.]. Valvezan, ].M. Asara, ].R.
Mitchell, and B.D. Manning. 2021. The mTORCI-mediated activation of
ATF4 promotes protein and glutathione synthesis downstream of
growth signals. Elife. 10:e63326. https://doi.org/10.7554/eLife.63326

Trefts, E., and R.J. Shaw. 2021. AMPK: Restoring metabolic homeostasis over
space and time. Mol. Cell. 81:3677-3690. https://doi.org/10.1016/j.molcel
.2021.08.015

Tsoi, J., L. Robert, K. Paraiso, C. Galvan, K.M. Sheu, J. Lay, D.J.L. Wong, M.
Atefi, R. Shirazi, X. Wang, et al. 2018. Multi-stage differentiation de-
fines melanoma subtypes with differential vulnerability to drug-
induced iron-dependent oxidative stress. Cancer Cell. 33:890-904.¢5.
https://doi.org/10.1016/j.ccell.2018.03.017

Ubellacker, ].M., A. Tasdogan, V. Ramesh, B. Shen, E.C. Mitchell, M.S. Martin-
Sandoval, Z. Gu, M.L. McCormick, A.B. Durham, D.R. Spitz, et al. 2020.
Lymph protects metastasizing melanoma cells from ferroptosis. Nature.
585:113-118. https://doi.org/10.1038/541586-020-2623-z

Valvezan, A.J., M.C. McNamara, S.K. Miller, M.E. Torrence, J.M. Asara, E.P.
Henske, and B.D. Manning. 2020. IMPDH inhibitors for antitumor
therapy in tuberous sclerosis complex. JCI Insight. 5:135071. https://doi
.org/10.1172/jci.insight.135071

Valvezan, A.J., M. Turner, A. Belaid, H.C. Lam, S.K. Miller, M.C. McNamara,
C. Baglini, B.E. Housden, N. Perrimon, D.J. Kwiatkowski, et al. 2017.
mTORC1 couples nucleotide synthesis to nucleotide demand resulting
in a targetable metabolic vulnerability. Cancer Cell. 32:624-638.e5.
https://doi.org/10.1016/j.ccell.2017.09.013

Venkatesh, D., B.R. Stockwell, and C. Prives. 2020. p21 can be a barrier to
ferroptosis independent of p53. Aging. 12:17800-17814. https://doi.org/
10.18632/aging.103961

Vezina, C., A. Kudelski, and S.N. Sehgal. 1975. Rapamycin (AY-22, 989), a new
antifungal antibiotic. I. Taxonomy of the producing streptomycete and
isolation of the active principle. J. Antibiot. 28:721-726. https://doi.org/
10.7164/antibiotics.28.721

Villar, V.H., T.L. Nguyen, V. Delcroix, S. Teres, M. Bouchecareilh, B. Salin, C.
Bodineau, P. Vacher, M. Priault, P. Soubeyran, and R.V. Duran. 2017.
mTORCl1 inhibition in cancer cells protects from glutaminolysis-
mediated apoptosis during nutrient limitation. Nat. Commun. 8:14124.
https://doi.org/10.1038/ncomms14124

Viswanathan, V.S., M.J. Ryan, H.D. Dhruv, S. Gill, 0.M. Eichhoff, B. Seashore-
Ludlow, S.D. Kaffenberger, ].K. Eaton, K. Shimada, A.J. Aguirre, et al.
2017. Dependency of a therapy-resistant state of cancer cells on a lipid
peroxidase pathway. Nature. 547:453-457. https://doi.org/10.1038/
nature23007

Wan, W., Z. You, Y. Xu, L. Zhou, Z. Guan, C. Peng, C.C.L. Wong, H. Su, T.
Zhou, H. Xia, and W. Liu. 2017. mTORC1 phosphorylates acetyltrans-
ferase p300 to regulate autophagy and lipogenesis. Mol. Cell. 68:
323-335.e6. https://doi.org/10.1016/j.molcel.2017.09.020

Wang, S.J., D. Li, Y. Ou, L. Jiang, Y. Chen, Y. Zhao, and W. Gu. 2016. Acety-
lation is crucial for p53-mediated ferroptosis and tumor suppression.
Cell Rep. 17:366-373. https://doi.org/10.1016/j.celrep.2016.09.022

Warner, G.J., M.J. Berry, M.E. Moustafa, B.A. Carlson, D.L. Hatfield, and J.R.
Faust. 2000. Inhibition of selenoprotein synthesis by selenocysteine
tRNA[Ser]Sec lacking isopentenyladenosine. J. Biol. Chem. 275:
28110-28119. https://doi.org/10.1074/jbc.M001280200

Weerasekara, V.K., D.J. Panek, D.G. Broadbent, J.B. Mortenson, A.D. Mathis,
G.N. Logan, ]J.T. Prince, D.M. Thomson, J.W. Thompson, and J.L. An-
dersen. 2014. Metabolic-stress-induced rearrangement of the 14-3-3¢
interactome promotes autophagy via a ULK1- and AMPK-regulated 14-
3-3( interaction with phosphorylated Atg9. Mol. Cell. Biol. 34:4379-4388.
https://doi.org/10.1128/MCB.00740-14

Wei, F.Z., Z. Cao, X. Wang, H. Wang, M.Y. Cai, T. Li, N. Hattori, D. Wang,
Y. Du, B. Song, et al. 2015. Epigenetic regulation of autophagy by the
methyltransferase EZH2 through an MTOR-dependent pathway.
Autophagy. 11:2309-2322. https://doi.org/10.1080/15548627.2015
1117734

Wei, G., D. Twomey, J. Lamb, K. Schlis, ]. Agarwal, R.W. Stam, ].T. Opferman,
S.E. Sallan, M.L. den Boer, R. Pieters, et al. 2006. Gene expression-based
chemical genomics identifies rapamycin as a modulator of MCL1 and
glucocorticoid resistance. Cancer Cell. 10:331-342. https://doi.org/10
.1016/j.ccr.2006.09.006

Weinreb, O., S. Mandel, M.B.H. Youdim, and T. Amit. 2013. Targeting dys-
regulation of brain iron homeostasis in Parkinson’s disease by iron
chelators. Free Radic. Biol. Med. 62:52-64. https://doi.org/10.1016/j
freeradbiomed.2013.01.017

Journal of Cell Biology
https://doi.org/10.1083/jcb.202208103

920z Atenugad 0} uo3senb Aq 4pd'€0180220Z a0l/8202Z 11 L/£018022028/Z 1L/ 1.zZ/4Pd-8loie/qol/Bio sseidny/:dpy woly pepeojumoq

17 of 18


https://doi.org/10.1038/nature19079
https://doi.org/10.1126/science.aad2087
https://doi.org/10.1016/j.freeradbiomed.2018.09.014
https://doi.org/10.1016/j.cmet.2008.07.005
https://doi.org/10.4049/jimmunol.2000244
https://doi.org/10.1016/j.ccr.2011.03.012
https://doi.org/10.1038/nchembio.2079
https://doi.org/10.1021/ja411006a
https://doi.org/10.1021/ja411006a
https://doi.org/10.1016/j.cub.2018.05.094
https://doi.org/10.1016/j.cell.2022.06.003
https://doi.org/10.1038/s41419-021-04306-2
https://doi.org/10.1038/s41419-021-04306-2
https://doi.org/10.1016/j.celrep.2017.12.077
https://doi.org/10.1016/j.celrep.2017.12.077
https://doi.org/10.26508/lsa.202101157
https://doi.org/10.26508/lsa.202101157
https://doi.org/10.1126/sciadv.abg4302
https://doi.org/10.1158/0008-5472.CAN-19-0369
https://doi.org/10.1016/0005-2760(90)90128-k
https://doi.org/10.1016/s0021-9258(19)40252-4
https://doi.org/10.1093/ajhp/60.12.1210
https://doi.org/10.1101/sqb.2012.76.010496
https://doi.org/10.1101/sqb.2012.76.010496
https://doi.org/10.1016/j.cell.2005.05.016
https://doi.org/10.7554/eLife.63326
https://doi.org/10.1016/j.molcel.2021.08.015
https://doi.org/10.1016/j.molcel.2021.08.015
https://doi.org/10.1016/j.ccell.2018.03.017
https://doi.org/10.1038/s41586-020-2623-z
https://doi.org/10.1172/jci.insight.135071
https://doi.org/10.1172/jci.insight.135071
https://doi.org/10.1016/j.ccell.2017.09.013
https://doi.org/10.18632/aging.103961
https://doi.org/10.18632/aging.103961
https://doi.org/10.7164/antibiotics.28.721
https://doi.org/10.7164/antibiotics.28.721
https://doi.org/10.1038/ncomms14124
https://doi.org/10.1038/nature23007
https://doi.org/10.1038/nature23007
https://doi.org/10.1016/j.molcel.2017.09.020
https://doi.org/10.1016/j.celrep.2016.09.022
https://doi.org/10.1074/jbc.M001280200
https://doi.org/10.1128/MCB.00740-14
https://doi.org/10.1080/15548627.2015.1117734
https://doi.org/10.1080/15548627.2015.1117734
https://doi.org/10.1016/j.ccr.2006.09.006
https://doi.org/10.1016/j.ccr.2006.09.006
https://doi.org/10.1016/j.freeradbiomed.2013.01.017
https://doi.org/10.1016/j.freeradbiomed.2013.01.017
https://doi.org/10.1083/jcb.202208103

Wirth, EXK., M. Conrad, ]J. Winterer, C. Wozny, B.A. Carlson, S. Roth, D.
Schmitz, G.W. Bornkamm, V. Coppola, L. Tessarollo, et al. 2010. Neu-
ronal selenoprotein expression is required for interneuron develop-
ment and prevents seizures and neurodegeneration. FASEB J. 24:
844-852. https://doi.org/10.1096/fj.09-143974

Wohlhieter, C.A., A.L. Richards, F. Uddin, C.H. Hulton, A. Quintanal-Villa-
longa, A. Martin, E. de Stanchina, U. Bhanot, M. Asher, N.S. Shah, et al.
2020. Concurrent mutations in STK11 and KEAPI promote ferroptosis
protection and SCD1 dependence in lung cancer. Cell Rep. 33:108444.
https://doi.org/10.1016/j.celrep.2020.108444

Wolfson, R.L., L. Chantranupong, R.A. Saxton, K. Shen, S.M. Scaria, J.R.
Cantor, and D.M. Sabatini. 2016. Sestrin2 is a leucine sensor for the
mTORC1 pathway. Science. 351:43-48. https://doi.org/10.1126/science
.aab2674

Woo, Y., H]J. Lee, Y.M. Jung, and Y.J. Jung. 2019. mTOR-mediated antioxidant
activation in solid tumor radioresistance. J. Oncol. 2019:5956867.
https://doi.org/10.1155/2019/5956867

W, J., A.M. Minikes, M. Gao, H. Bian, Y. Li, B.R. Stockwell, Z.N. Chen, and X.
Jiang. 2019a. Intercellular interaction dictates cancer cell ferroptosis via
NF2-YAP signalling. Nature. 572:402-406. https://doi.org/10.1038/
541586-019-1426-6

Wu, Y., L. Shi, L. Li, L. Fu, Y. Liu, Y. Xiong, and J. Sheen. 2019b. Integration of
nutrient, energy, light, and hormone signalling via TOR in plants. J. Exp.
Bot. 70:2227-2238. https://doi.org/10.1093/jxb/erz028

Xie, Y., S. Zhu, X. Song, X. Sun, Y. Fan, J. Liu, M. Zhong, H. Yuan, L. Zhang,
T.R. Billiar, et al. 2017. The tumor suppressor p53 limits ferroptosis by
blocking DPP4 activity. Cell Rep. 20:1692-1704. https://doi.org/10.1016/j
.celrep.2017.07.055

Yalcin, S., D. Marinkovic, S.K. Mungamuri, X. Zhang, W. Tong, R. Sellers, and
S. Ghaffari. 2010. ROS-mediated amplification of AKT/mTOR signalling
pathway leads to myeloproliferative syndrome in Foxo3(-/-) mice.
EMBO J. 29:4118-4131. https://doi.org/10.1038/emb0j.2010.292

Yang, M., P. Chen, J. Liu, S. Zhu, G. Kroemer, D.J. Klionsky, M.T. Lotze, H.J.
Zeh, R. Kang, and D. Tang. 2019a. Clockophagy is a novel selective
autophagy process favoring ferroptosis. Sci. Adv. 5:eaaw2238. https://
doi.org/10.1126/sciadv.aaw2238

Yang, W.H., CK.C. Ding, T. Sun, G. Rupprecht, C.C. Lin, D. Hsu, and J.T. Chi.
2019b. The Hippo pathway effector TAZ regulates ferroptosis in renal
cell carcinoma. Cell Rep. 28:2501-2508.e4. https://doi.org/10.1016/j
.celrep.2019.07.107

Yang, W.S., KJ. Kim, M.M. Gaschler, M. Patel, M.S. Shchepinov, and B.R.
Stockwell. 2016. Peroxidation of polyunsaturated fatty acids by lip-
oxygenases drives ferroptosis. Proc. Natl. Acad. Sci. USA. 113:
E4966-E4975. https://doi.org/10.1073/pnas.1603244113

Yang, W.S., R. SriRamaratnam, M.E. Welsch, K. Shimada, R. Skouta, V.S.
Viswanathan, J.H. Cheah, P.A. Clemons, A.F. Shamji, C.B. Clish, et al.
2014. Regulation of ferroptotic cancer cell death by GPX4. Cell. 156:
317-331. https://doi.org/10.1016/j.cell.2013.12.010

Yang, W.S., and B.R. Stockwell. 2016. Ferroptosis: Death by lipid perox-
idation. Trends Cell Biol. 26:165-176. https://doi.org/10.1016/j.tcb.2015.10
.014

Ye, J., W. Palm, M. Peng, B. King, T. Lindsten, M.O. Li, C. Koumenis, and C.B.
Thompson. 2015. GCN2 sustains mTORC1 suppression upon amino acid
deprivation by inducing Sestrin2. Genes Dev. 29:2331-2336. https://doi
.0rg/10.1101/gad.269324.115

Yi, J.,J. Zhu, J. Wu, C.B. Thompson, and X. Jiang. 2020. Oncogenic activation
of PI3K-AKT-mTOR signaling suppresses ferroptosis via SREBP-
mediated lipogenesis. Proc. Natl. Acad. Sci. USA. 117:31189-31197.
https://doi.org/10.1073/pnas.2017152117

Yu, X, and Y.C. Long. 2016. Crosstalk between cystine and glutathione is
critical for the regulation of amino acid signaling pathways and fer-
roptosis. Sci. Rep. 6:30033. https://doi.org/10.1038/srep30033

Yuan, T., K. Annamalai, S. Naik, B. Lupse, S. Geravandi, A. Pal, A. Do-
browolski, J. Ghawali, M. Ruhlandt, K.D.D. Gorrepati, et al. 2021. The
Hippo kinase LATS2 impairs pancreatic beta-cell survival in diabetes

Zhu et al.
mTORC1 in cell death

TR
(: k(J
IV

through the mTORCI1-autophagy axis. Nat. Commun. 12:4928. https://doi
.org/10.1038/541467-021-25145-x

Zabala-Letona, A., A. Arruabarrena-Aristorena, N. Martin-Martin, S.
Fernandez-Ruiz, ].D. Sutherland, M. Clasquin, ]J. Tomas-Cortazar, J. Ji-
menez, I. Torres, P. Quang, et al. 2017. mTORCI-dependent AMD1
regulation sustains polyamine metabolism in prostate cancer. Nature.
547:109-113. https://doi.org/10.1038/nature22964

Zhang, C.S., B. Jiang, M. Li, M. Zhu, Y. Peng, Y.L. Zhang, Y.Q. Wu, T.Y. Li, Y.
Liang, Z. Lu, et al. 2014. The lysosomal v-ATPase-Ragulator complex is a
common activator for AMPK and mTORCI, acting as a switch between
catabolism and anabolism. Cell Metabol. 20:526-540. https://doi.org/10
.1016/j.cmet.2014.06.014

Zhang, X., X. He, Q. Li, X. Kong, Z. Ou, L. Zhang, Z. Gong, D. Long, J. Li, M.
Zhang, et al. 2017. PI3K/AKT/mTOR signaling mediates valproic acid-
induced neuronal differentiation of neural stem cells through epige-
netic modifications. Stem Cell Rep. 8:1256-1269. https://doi.org/10.1016/j
.stemcr.2017.04.006

Zhang, X., I. Sergin, T.D. Evans, S.J. Jeong, A. Rodriguez-Velez, D. Kapoor, S.
Chen, E. Song, K.B. Holloway, J.R. Crowley, et al. 2020. High-protein
diets increase cardiovascular risk by activating macrophage mTOR to
suppress mitophagy. Nat. Metabol. 2:110-125. https://doi.org/10.1038/
542255-019-0162-4

Zhang, Y., R.V. Swanda, L. Nie, X. Liu, C. Wang, H. Lee, G. Lei, C. Mao, P.
Koppula, W. Cheng, et al. 2021. mTORCI couples cyst(e)ine availability
with GPX4 protein synthesis and ferroptosis regulation. Nat. Commun.
12:1589. https://doi.org/10.1038/s41467-021-21841-w

Zhang, Y., H. Tan, ].D. Daniels, F. Zandkarimi, H. Liu, L.M. Brown, K. Uchida,
0.A. O’Connor, and B.R. Stockwell. 2019. Imidazole ketone erastin induces
ferroptosis and slows tumor growth in a mouse lymphoma model. Cell
Chem. Biol. 26:623-633.€9. https://doi.org/10.1016/j.chembiol.2019.01.008

Zhang, Y.H., D.W. Wang, S.F. Xu, S. Zhang, Y.G. Fan, Y.Y. Yang, S.Q. Guo, S.
Wang, T. Guo, Z.Y. Wang, and C. Guo. 2018. a-Lipoic acid improves
abnormal behavior by mitigation of oxidative stress, inflammation,
ferroptosis, and tauopathy in P301S Tau transgenic mice. Redox Biol. 14:
535-548. https://doi.org/10.1016/j.redox.2017.11.001

Zhang, Y.L, H. Guo, C.S. Zhang, S.Y. Lin, Z. Yin, Y. Peng, H. Luo, Y. Shi, G.
Lian, C. Zhang, et al. 2013. AMP as a low-energy charge signal auton-
omously initiates assembly of AXIN-AMPK-LKBI1 complex for AMPK
activation. Cell Metabol. 18:546-555. https://doi.org/10.1016/j.cmet.2013
.09.005

Zhao, J., H.H. Dar, Y. Deng, C.M. St Croix, Z. Li, Y. Minami, L.H. Shrivastava,
Y.Y. Tyurina, E. Etling, J.C. Rosenbaum, et al. 2020a. PEBPI acts as a
rheostat between prosurvival autophagy and ferroptotic death in
asthmatic epithelial cells. Proc. Natl. Acad. Sci. USA. 117:14376-14385.
https://doi.org/10.1073/pnas.1921618117

Zhao, Y., M. Li, X. Yao, Y. Fei, Z. Lin, Z. Li, K. Cai, Y. Zhao, and Z. Luo. 2020b.
HCARI1/MCT1 regulates tumor ferroptosis through the lactate-mediated
AMPK-SCD1 activity and its therapeutic implications. Cell Rep. 33:
108487. https://doi.org/10.1016/j.celrep.2020.108487

Zheng, Z., W. Deng, Y. Bai, R. Miao, S. Mei, Z. Zhang, Y. Pan, Y. Wang, R. Min,
F. Deng, et al. 2021. The lysosomal rag-ragulator complex licenses RIPK1
and caspase-8-mediated pyroptosis by Yersinia. Science. 372:eabg0269.
https://doi.org/10.1126/science.abg0269

Zhu, H., ].D. Klement, C. Lu, P.S. Redd, D. Yang, A.D. Smith, D.B. Poschel, J.
Zou, D. Liu, P.G. Wang, et al. 2021. Asah2 represses the p53-hmox1 Axis
to protect myeloid-derived suppressor cells from ferroptosis.
J. Immunol. 206:1395-1404. https://doi.org/10.4049/jimmunol.2000500

Zhu, J., and C.B. Thompson. 2019. Metabolic regulation of cell growth and
proliferation. Nat. Rev. Mol. Cell Biol. 20:436-450. https://doi.org/10
.1038/541580-019-0123-5

Zilka, O., R. Shah, B. Li, ].P. Friedmann Angeli, M. Griesser, M. Conrad, and
D.A. Pratt. 2017. On the mechanism of cytoprotection by Ferrostatin-
1 and liproxstatin-1 and the role of lipid peroxidation in ferroptotic cell
death. ACS Cent. Sci. 3:232-243. https://doi.org/10.1021/acscentsci
.7b00028

Journal of Cell Biology
https://doi.org/10.1083/jcb.202208103

920z Atenugad 0} uo3senb Aq 4pd'€0180220Z a0l/8202Z 11 L/£018022028/Z 1L/ 1.zZ/4Pd-8loie/qol/Bio sseidny/:dpy woly pepeojumoq

18 of 18


https://doi.org/10.1096/fj.09-143974
https://doi.org/10.1016/j.celrep.2020.108444
https://doi.org/10.1126/science.aab2674
https://doi.org/10.1126/science.aab2674
https://doi.org/10.1155/2019/5956867
https://doi.org/10.1038/s41586-019-1426-6
https://doi.org/10.1038/s41586-019-1426-6
https://doi.org/10.1093/jxb/erz028
https://doi.org/10.1016/j.celrep.2017.07.055
https://doi.org/10.1016/j.celrep.2017.07.055
https://doi.org/10.1038/emboj.2010.292
https://doi.org/10.1126/sciadv.aaw2238
https://doi.org/10.1126/sciadv.aaw2238
https://doi.org/10.1016/j.celrep.2019.07.107
https://doi.org/10.1016/j.celrep.2019.07.107
https://doi.org/10.1073/pnas.1603244113
https://doi.org/10.1016/j.cell.2013.12.010
https://doi.org/10.1016/j.tcb.2015.10.014
https://doi.org/10.1016/j.tcb.2015.10.014
https://doi.org/10.1101/gad.269324.115
https://doi.org/10.1101/gad.269324.115
https://doi.org/10.1073/pnas.2017152117
https://doi.org/10.1038/srep30033
https://doi.org/10.1038/s41467-021-25145-x
https://doi.org/10.1038/s41467-021-25145-x
https://doi.org/10.1038/nature22964
https://doi.org/10.1016/j.cmet.2014.06.014
https://doi.org/10.1016/j.cmet.2014.06.014
https://doi.org/10.1016/j.stemcr.2017.04.006
https://doi.org/10.1016/j.stemcr.2017.04.006
https://doi.org/10.1038/s42255-019-0162-4
https://doi.org/10.1038/s42255-019-0162-4
https://doi.org/10.1038/s41467-021-21841-w
https://doi.org/10.1016/j.chembiol.2019.01.008
https://doi.org/10.1016/j.redox.2017.11.001
https://doi.org/10.1016/j.cmet.2013.09.005
https://doi.org/10.1016/j.cmet.2013.09.005
https://doi.org/10.1073/pnas.1921618117
https://doi.org/10.1016/j.celrep.2020.108487
https://doi.org/10.1126/science.abg0269
https://doi.org/10.4049/jimmunol.2000500
https://doi.org/10.1038/s41580-019-0123-5
https://doi.org/10.1038/s41580-019-0123-5
https://doi.org/10.1021/acscentsci.7b00028
https://doi.org/10.1021/acscentsci.7b00028
https://doi.org/10.1083/jcb.202208103

	mTORC1 beyond anabolic metabolism: Regulation of cell death
	Introduction
	Outline placeholder
	Metabolites that coordinate mTORC1 activity with ferroptosis regulation
	Amino acid
	Lipid and cholesterol
	Nucleotide
	ROS
	Polyamine
	Iron
	Signaling pathways that connect mTORC1 activity with ferroptosis regulation
	RTK oncogenic pathway
	p53 tumor suppressive pathway
	AMPK signaling pathway
	KEAP1
	Hippo pathway
	Epigenetic regulation
	Autophagy
	mTORC1 in other forms of cell death
	mTORC1 in apoptosis regulation
	mTORC1 in pyroptosis regulation
	Therapeutic opportunities by targeting mTORC1 and its role in ferroptosis regulation
	Perspectives


	Acknowledgments
	References


