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Lipid droplets and polyunsaturated
fatty acid trafficking: Balancing life
and death

Mauro Danielli, Leja Perne, Eva Jarc Jovi¢i¢ and Toni Petan*

Department of Molecular and Biomedical Sciences, Jozef Stefan Institute, Ljubljana, Slovenia

Lipid droplets are fat storage organelles ubiquitously distributed across the
eukaryotic kingdom. They have a central role in regulating lipid metabolism and
undergo a dynamic turnover of biogenesis and breakdown to meet cellular
requirements for fatty acids, including polyunsaturated fatty acids.
Polyunsaturated fatty acids esterified in membrane phospholipids define
membrane fluidity and can be released by the activity of phospholipases A, to act
as ligands for nuclear receptors or to be metabolized into a wide spectrum of lipid
signaling mediators. Polyunsaturated fatty acids in membrane phospholipids are also
highly susceptible to lipid peroxidation, which if left uncontrolled leads to ferroptotic
cell death. On the one hand, lipid droplets act as antioxidant organelles that control
polyunsaturated fatty acid storage in triglycerides in order to reduce membrane lipid
peroxidation, preserve organelle function and prevent cell death, including
ferroptosis. On the other hand, lipid droplet breakdown fine-tunes the delivery of
polyunsaturated fatty acids into metabolic and signaling pathways, but unrestricted
lipid droplet breakdown may also lead to the release of lethal levels of
polyunsaturated fatty acids. Precise regulation of lipid droplet turnover is thus
essential for polyunsaturated fatty acid distribution and cellular homeostasis. In
this review, we focus on emerging aspects of lipid droplet-mediated regulation of
polyunsaturated fatty acid trafficking, including the management of membrane lipid
peroxidation, ferroptosis and lipid mediator signaling.
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Introduction

Lipid droplets (LDs) are cytosolic organelles that are continuously synthesized and broken
down in response to different cellular needs and environmental signals (Walther et al., 2016;
Welte and Gould, 2017; Olzmann and Carvalho, 2019). Their unique and seemingly simple
structure consisting of a neutral lipid core, composed mainly of triacylglycerols (TAGs) and
sterol esters, covered by a single monolayer of phospholipids, has long concealed the dynamic
nature of these organelles. LDs harbor numerous proteins and enzymes that not only participate
in LD metabolism, but also enable LDs to interact with other organelles, metabolic processes
and signaling pathways, thereby extending the function of LDs beyond lipids and energy
production. However, even their most basic and well-recognized roles as regulators of lipid
metabolism, fatty acid (FA) trafficking and signaling are still not fully understood (Walther
et al., 2016; Henne et al., 2018; Olzmann and Carvalho, 2019; Jarc and Petan, 2020; Petan, 2020;
Renne and Hariri, 2021).

Cells maintain a tight control of membrane composition by integrating pathways of de novo
lipogenesis, lipid storage and removal to preserve membrane and organelle integrity and
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function. Accumulation of exogenous or endogenous free
(unesterified) FAs in the cell leads to lipotoxicity, causing
(ER)
disruption of membrane integrity and cell death (Herms et al,
2013; Han and Kaufman, 2016; Petan et al., 2018; Olzmann and
Carvalho, 2019). LDs have the unique ability to incorporate excess FAs

and cholesterol into their neutral cores, packaged in the form of TAGs

mitochondrial damage, endoplasmic reticulum stress,

and cholesterol esters (CEs), thereby reducing potential lipotoxic
damage (Greenberg and Coleman, 2011; Nguyen et al., 2017). LD
accumulation is often triggered by nutrient and oxidative stress
(Listenberger et al., 2003; Welte and Gould, 2017; Henne et al.,
2018; Jarc et al, 2018; Jarc and Petan, 2019; Olzmann and
Carvalho, 2019; Petan, 2020; Smoli¢ et al., 2021; Wilcock et al,,
2022), suggesting a tight coupling between energy and redox
imbalances and LD turnover. The functions of LDs in stressed cells
are influenced by the metabolic characteristics of the particular cell
type and the current state of the cell, which is largely determined by
nutrient and oxygen availability in the microenvironment. Notably,
emerging evidence suggests that many of the roles of LDs in stressed
cells involve managing membrane remodeling and composition,
especially through the trafficking of saturated, monounsaturated
and polyunsaturated FAs (PUFAs) among different lipid classes
stored in various lipid pools and organelles.

Elevated lipid peroxidation of membrane-residing PUFAs,
coupled with reduced cellular antioxidant capacity, leads to the
accumulation of lipid peroxides and triggers ferroptosis, a type of
regulated, iron-dependent cell death (Dixon et al, 2012). The
relationship between LDs and the control of lipid peroxidation in
ferroptosis is emerging (Bailey et al., 2015; Bai et al., 2018; Angeli et al.,
2019; Petan, 2020; Aldrovandi et al., 2021; Lange and Olzmann, 2021;
Subramanian and Marelli-Berg, 2021; Liang et al., 2022). LDs could be
involved in ferroptosis through distinct and context dependent
mechanisms, such as sequestering membrane-derived or exogenous
PUFAs to prevent lipid peroxidation, or by providing PUFAs for
phospholipid synthesis and thereby increasing membrane oxidative
damage. LDs may also regulate membrane unsaturation by balancing
the provision of monounsaturated fatty acids (MUFAs) for
phospholipid synthesis and remodeling (Ackerman et al., 2018; Jarc
et al,, 2018). In addition, LDs are also storage pools for lipid signaling
molecules. LDs can release PUFAs, which may directly bind to
regulatory proteins and activate signaling pathways, or serve as
precursors for the synthesis of bioactive lipid mediators, such as
eicosanoids (Dvorak et al., 1983; Triggiani et al., 1994; Bozza et al,,
2011; Dichlberger et al., 2014; Papackova and Cahova, 2015; Schlager
et al., 2015; Schlager et al.,, 2017).

The idea that LDs play a major role in the subcellular distribution
of PUFAss is rapidly evolving. In this review, we focus on the context-
dependent, dual role of LDs in PUFA trafficking and metabolism,
which can either protect against or contribute to membrane and
organelle dysfunction and cell death.

The Janus face of polyunsaturated fatty
acids

PUFAs are essential FAs with more than one double bond.
Linoleic (LA, 18:2w-6) and a-linolenic (ALA, 18:3w-3) acids are
precursors for de mnovo synthesis of other long-chain PUFAs,
including arachidonic acid (AA, 20:4w-6), docosahexaenoic acid
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(DHA, 22:6w-3) and eicosapentaenoic acid (EPA, 20:5w-3). LA and
ALA are not endogenously synthesized in mammals due to a lack of
specific desaturases and need to be obtained from the diet
(Ponnampalam et al., 2021). Several studies from recent years have
shown that PUFA uptake and endogenous conversion are not
redundant but rather support the diversity in PUFA species, which
is required for proper function of several tissues (brain, metabolic
tissues, reproductive organs, blood cells, etc.) and specific cellular
mechanisms (osteogenesis, mechanosensing, etc.) (Moon et al., 2009;
Roqueta-Rivera et al., 2010; Fan et al., 2012; Bazinet and Layé¢, 2014;
Pauter et al., 2014; Stoffel et al., 2014; Levental et al., 2017; Hashimoto
and Hossain, 2018). PUFA metabolism is regulated by numerous
proteins and enzymes, including FA-binding proteins, elongases,
desaturases, acyltransferases, acyl-CoA synthetases and esterases,
some of which show pronounced preferences for PUFAs relative to
other FAs. For (PLA,) and
lysophospholipid acyltransferase (LPLAT) enzymes act together

example, phospholipase A,
within the Lands’ cycle as membrane remodeling enzymes that
allow phospholipids to go through a quality control circuit,
PLA,/
acyltransferase reactions. However, the mechanisms that control

whereby acyl chains are replaced by sequential
the selective incorporation of PUFAs into different cellular lipid
pools, such as membrane phospholipids and TAGs, and the
subcellular (re)distribution of PUFAs derived from various sources,
e.g., from FA uptake or de novo synthesis (Young et al., 2022), are only
beginning to emerge.

PUFAs confer a number of biophysical properties to cell
membranes, including flexibility, fluidity, thickness and bending
rigidity (Hyvonen and Kovanen, 2005; Antonny et al., 2015; Budin
et al,, 2018; Harayama and Shimizu, 2020; Tiberti et al., 2020). PUFAs
are required for fundamental membrane functions, such as
stabilization of membrane proteins, membrane fission during
endocytosis, protein-lipid interactions and lipid peroxidation (Pinot
et al., 2014; Vdasquez et al., 2014; Stockwell et al., 2017; Lorent et al.,
2020). These functions highlight the importance of a finely tuned
control of PUFA content within cell membranes (Harayama and
Shimizu, 2020). Membrane PUFAs also undergo enzymatic and
non-enzymatic oxidation, which may lead to oxidative chain
reactions that propagate within the membrane. Unrestricted
membrane lipid peroxidation can result in organelle dysfunction
and loss of plasma membrane integrity committing cells to
ferroptosis (Dixon et al., 2012; Yang et al,, 2014; Aldrovandi et al.,
2021; Liang et al., 2022). The (patho)physiological roles of ferroptosis
and the mechanisms that prevent this recently discovered form of cell
death are currently under investigation. Elaborate surveillance and
repair mechanisms that control PUFA peroxidation and prevent
ferroptosis are emerging. The main one is mediated by the
glutathione peroxidase 4 (GPX4) enzyme, which directly eliminates
lipid peroxides formed in membrane phospholipids (Ursini et al.,
1982; Liang et al., 2022). Other mechanisms that prevent ferroptosis
include free radical scavengers generated by ferroptosis suppressor
protein 1 (FSP1), dihydroorotate dehydrogenase (DHODH) and
guanosine triphosphate cyclohydrolase 1 (GCHI1) (Bersuker et al,
2019; Doll et al., 2019; Kraft et al., 2020; Soula et al., 2020; Mao et al.,
2021). However, how lipid metabolism and PUFA trafficking are
controlled to prevent or mitigate lipid peroxidation in response to
ferroptotic insults is poorly understood.

PUFAs are also important signaling lipids and precursors for
bioactive lipid mediators. They can directly affect the expression of
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genes by binding to and regulating the activity of different nuclear
transcription factors, including peroxisome proliferator-activated
(PPARs), (RXRs) and
regulatory element-binding proteins (SREBPs), thereby playing a

receptors retinoid X receptors sterol
major role in FA, TAG and cholesterol metabolism (Xu et al,
1999; Lengqvist et al., 2004; Zuniga et al., 2011; Papackova and
Cahova, 2015; Echeverria et al, 2016; Harayama and Shimizu,
2020). PUFA with (LOX) and

cyclooxygenase (COX) enzymes leads to the production of lipid

oxidation lipoxygenase
mediators, including prostaglandins and leukotrienes, which are
secreted from cells in minute amounts to modulate various
physiological functions, including cell growth, inflammation and
immune responses (Wang and DuBois, 2010; Buckley et al., 2014;
Serhan, 2014; Dennis and Norris, 2015; Chiurchiu et al., 2018).
However, LOX enzymes have also been implicated in membrane
phospholipid peroxidation leading to ferroptotic cell death (Yang
et al, 2016; Kagan et al., 2017), suggesting that PUFA delivery into
signaling vs. cell death oxygenation pathways must be tightly
controlled. Lethal lipid peroxidation caused by LOX-mediated
PUFA oxidation at the membrane occurs under specific conditions
when major cellular redox mechanisms are dysregulated, e.g., by
inhibition of GPX4 activity and/or glutathione deficiency (Yang
et al, 2016; Kagan et al,, 2017). On the other hand, conventional
COX- and LOX-mediated lipid mediator synthesis is regulated by
stimulus-induced PLA,-mediated membrane hydrolysis that controls
the availability of free PUFAs (Lambeau and Gelb, 2008; Wang and
DuBois, 2010; Murakami et al., 2022). In addition, these PUFA-
derived lipid mediators may also be reincorporated into
phospholipids to perform specific functions in the membrane
(Hajeyah et al., 2020) and possibly serve as a readily available pool
of lipid mediators. In addition, ferroptotic cells also produce and
release bioactive lipid mediators (Angeli et al., 2014). Thus, PUFA
oxygenation pathways have pleiotropic roles ranging from membrane
homeostasis, metabolism, intra- and intercellular signaling,
inflammation and immunity to the management of cell death.

The abundance of PUFA-containing phospholipids in the
membrane has been recognized as an important factor that may
tilt the redox balance against or in favor of lipid peroxidation
(Rysman et al., 2010; Bailey et al., 2015; Doll et al, 2017; Agmon
et al,, 2018; Dierge et al., 2021; Bartolacci et al., 2022). Accordingly,
several enzymes involved in membrane remodeling, including acyl-
CoA synthetase long chain family member 4 (ACSL4),
lysophosphatidylcholine acyltransferase 3 (LPCAT3), the group IV
cytosolic PLA, (cPLAa) and the group VIA Ca’'-independent
phospholipase A, (iPLA,B) have already been identified as
regulators of ferroptosis sensitivity (Doll et al., 2017; Kagan et al.,
2017; Beharier et al., 2020; Sun et al., 2021; Bartolacci et al., 2022;
Stockwell, 2022). However, we are far from an integrative view of how
membrane remodeling is linked to other lipid metabolic pathways
including de novo lipogenesis, lipid uptake or LD turnover (Petan,
2020; Bartolacci et al., 2022; Petan and Mancek-Keber, 2022). Acting
as dynamic buffering systems that control the delivery of FAs to
various cellular destinations, LDs are emerging as key modulators of
membrane composition and integrity, particularly in stressed cells.
The channeling of PUFAs from membrane phospholipids and
sequestration into LDs has been shown to protect cells from lipid
peroxidation and oxidative stress (Bailey et al., 2015; Jarc et al., 2018).
However, elevated PUFA release through LD breakdown can also

induce oxidative stress and promote lipid peroxidation, suggesting
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that the precise regulation of LD turnover is essential for membrane
and redox homeostasis (Wang et al., 2015; Biilow et al., 2018; Zheng
etal.,, 2017; Baietal., 2018; Jarc et al., 2018; Zou et al., 2019; Tousignant
et al, 2020; You et al, 2021). The underlying mechanisms of LD-
mediated control of membrane composition, lipid peroxidation and
cell fate are yet to be uncovered.

Lipid droplets as stress response
organelles

LDs have been implicated in the regulation of FA metabolism and
trafficking in various pathophysiological contexts (Bailey et al., 2015;
Jarc et al., 2018; Olzmann and Carvalho, 2019; Jarc and Petan, 2020)
The importance of LD turnover has been recognized in stressed cells
(Henne et al,, 2018; Petan et al., 2018) and associated with the
protection from the harmful effects of dysregulated lipid and
oxidative metabolism. LDs accumulate in cells experiencing various
nutrient, energy and redox imbalances caused by hypoxia (Bailey et al.,
2015; Schlaepfer et al., 2015), oxidative stress (Liu et al., 2015; Liu et al.,
2017; Toannou et al., 2019), nutrient deficiency (Cabodevilla et al.,
2013; Pucer et al., 2013; Rambold et al., 2015; Hariri et al., 2018),
exogenous (PU)FA overload (Listenberger et al., 2003; Jarc et al,
2018), acidity (Dierge et al,, 2021), inflammation and infection (Brok
et al., 2018; Libbing et al., 2019; Jarc and Petan, 2020; Bosch and Pol,
2022). These findings suggest that cells increase LD abundance as a
general protective mechanism against stress. Accordingly, a number of
studies have reported that blocking LD biogenesis in stressed cells
results in cell dysfunction and death (Bailey et al., 2015; Nguyen et al.,
2017; Jarc et al., 2018; Dierge et al., 2021; Wilcock et al., 2022). In some
conditions, LDs act as “on-demand” reservoirs that fine-tune FA
storage and release to control mitochondrial FA oxidation and
prevent the build-up of toxic lipids (Liu et al, 2015; Liu et al,
2017; Nguyen et al, 2017). In other conditions, LDs act as
antioxidant organelles that sequester membrane PUFAs into their
protective neutral lipid core to prevent their oxidation (Bailey et al.,
2015). Accordingly, recent evidence suggests that LDs modulate
ferroptosis sensitivity by regulating membrane unsaturation
through the control of PUFA/MUFA trafficking between the TAG
and phospholipid lipid pools (Bai et al., 2018; Brunet et al., 2021;
Dierge et al., 2021) (Figure 1). These emerging mechanisms of LD-
mediated regulation of mitochondrial function, lipid (per)oxidation
and ferroptotic cell death are discussed in the following sections.

Lipid droplets control lipid fluxes to
preserve redox homeostasis and
organelle integrity

Recent studies have revealed that LD-mediated control of lipid
trafficking is essential for the preservation of redox homeostasis and
organelle integrity in various conditions of stress. During severe
nutrient deprivation (in the absence of serum and amino acids or
glutamine) cells upregulate LD biogenesis, which is driven by FAs
derived from bulk autophagy (Rambold et al., 2015; Nguyen et al.,
2017). The fact that LDs are formed de novo in cells with limited
energy sources hints at their essentiality under these conditions. In
accordance, diacylglycerol acyltransferase 1 (DGAT1)-mediated LD
biogenesis was necessary for the protection of mitochondria against
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FIGURE 1

Lipid droplets (LDs) control essential cellular processes and protect from ferroptosis by balancing polyunsaturated fatty acid (PUFA) sequestration and
release. (A) Under homeostatic conditions, the biosynthesis of triacylglycerols (TAGs) enriched with PUFAs (PUFA-TAGs) and their packaging in LDs may lower
the abundance of oxidizable PUFAs esterified in membrane phospholipids (PUFA-PLs). In principle, already oxidized PUFAs esterified in phospholipids (ox-
PUFA-PLs) could also be transferred into LDs and stored as oxidized TAGs (ox-PUFA-TAGs). On the other hand, the balanced release of
monounsaturated fatty acids (MUFAs) and PUFAs via TAG lipolysis maintains proper membrane composition, thereby preventing lipid peroxidation and
reducing ferroptosis sensitivity. PUFA release from LDs also supports energy production, mitochondrial function and the redox balance. In addition, lipolysis
also delivers PUFAs into oxygenation pathways that convert these FAs into signaling mediators, such as prostaglandins and leukotrienes, which regulate
various cellular functions, including cell growth, inflammation and immunity. (B) Under various stress conditions, impaired TAG synthesis may lead to an
enrichment of membranes with PUFAs that can result in elevated lipid peroxidation and ferroptosis. Excess PUFAs may also overload mitochondria and other
organelles, as well as disrupt the biosynthesis of lipid mediators. (C) Excessive breakdown of LDs by neutral lipases (at the lipid droplet surface) or acid lipases
(in the lysosome) during acute or chronic stress may disrupt organelle function, impair redox signaling and metabolism, and enrich membranes with PUFAs.
This can increase lipid peroxidation levels and sensitivity to ferroptosis. The release of excess PUFAs from LDs may also stimulate the production of pro-
inflammatory and pro-tumorigenic lipid mediators, which can overstimulate mitogenic, inflammatory and other signaling pathways.

the high flux of autophagy-derived free FAs (Nguyen et al.,, 2017).
Under these conditions, inhibition of DGATI1-mediated TAG
synthesis results the of
acylcarnitines, a transport form of FAs required for mitochondrial

in accumulation of toxic levels
uptake, leading to mitochondrial dysfunction. Besides reducing FA
lipotoxicity, the sequestration of autophagy-derived FAs in LDs also
enables a precise regulation of FA-delivery to mitochondria through
the lipolytic activity of adipose triglyceride lipase (ATGL) (Rambold
etal., 2015; Nguyen et al.,, 2017). In conditions of iron deficiency, LDs
have been implicated in the regulation of mitophagy, a selective form
of autophagy required for the removal of defective mitochondria
(Long et al, 2022; Long and McWilliams, 2022). Namely,
mitophagy in iron-depleted cells was preceded by massive lipidome
remodeling indicative of defects in mitochondrial oxidative and FA
metabolism and elevated LD accumulation in the proximity of
mitochondria. Inhibition of DGAT1-mediated LD biogenesis led to
lysosomal defects and reduced removal of mitochondria via
mitophagy, suggesting a tight coupling between mitochondrial
dysfunction, LD biogenesis and mitophagy (Long et al., 2022). Tt
remains to be investigated how LD-mediated control of lipid
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homeostasis is connected to the lysosomal system that sustains
mitophagy. LDs thus participate in rapid responses to acute stress
and are essential for the management of lipid metabolic
rearrangements that are required for organelle quality control
mechanisms in various contexts.

Cellular and mitochondrial homeostasis are tightly coupled with the
continuous control of reactive oxygen species (ROS)-induced stress. In
this context, LDs are emerging as pivotal organelles that buffer excessive
lipid fluxes that may disrupt the intercellular metabolic coupling between
neuronal and glial cells (Teixeira et al., 2020). In general, LDs are rarely
found in neurons (Pennetta and Welte, 2018) which have a reduced
capacity for mitochondrial FA oxidation (Schonfeld and Reiser, 2013).
However, enhanced neuronal activity leads to the accumulation of FAs
and to an increase in lipid peroxidation levels, and surprisingly, also to
modest LD accumulation, indicating that excess FAs could be partially
stored in neuronal LDs (Ioannou et al,, 2019). Under these conditions,
neuronal mitochondria are highly fragmented and unable to consume
excess FAs. Instead, both FAs and lipid peroxides are secreted from
neurons as free FAs or as small apolipoprotein E (ApoE)-like particles and
subsequently internalized in glial cells, where they accumulate in glial LDs
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FIGURE 2

Emerging pathways of PUFA channeling from membranes to lipid droplets (LDs). The redistribution of PUFAs into TAGs stored within LDs can occur via at

least two conceptually distinct lipid remodeling pathways driven by PLA; and PLD enzymes. PLA,-catalysed phospholipid hydrolysis liberates membrane
resident PUFAs, which are released into the cytosol. To re-enter any metabolic or remodeling pathways, including the Kennedy pathway of de novo
phospholipid and TAG biosynthesis, PUFAs have to be first converted into active PUFA-CoA intermediates by CoA synthetase enzymes, such as ACSL4,
which shows preference for PUFAs, whereas the activation of MUFAs is preferentially handled by ACSL3. On the other hand, PLD-catalyzed hydrolysis of
PUFA-rich phospholipids generates PUFA-containing PA, which remains confined to the 2D space of the membrane bilayer. This in principle enables a more
efficient channeling of the PUFA acyl chain into TAGs via the Kennedy pathway by the sequential action of lipin and DGAT1 enzymes within the ER membrane.
PUFA-PA can also be formed de novo via the AGPAT3 enzyme with known preference for PUFAs. In principle, with the help of LD-associated ACSL4, free
PUFAs can also be converted into PUFA-TAGs by the DGAT2 enzyme, which can relocate from the ER to LDs to catalyze local LD expansion. In addition, PA
formed by PLD can participate in lipid droplet formation and expansion by PLIN3 recruitment. Cofactors and by-products are omitted. ACSL3: acyl-CoA
synthetase long chain family member 3; ACSL4: acyl-CoA synthetase long chain family member 4; AGPAT3 (also known as LPAAT3): 1-acyl-sn-glycerol-3-
phosphate acyltransferase gamma; CoA: coenzyme A; DAG: diacylglycerol; DGAT1: diacylglycerol acyltransferase 1; ER: endoplasmic reticulum; LPCAT3:
lysophosphatidylcholine acyltransferase 3; MUFA: monounsaturated fatty acid; PA: phosphatidic acid; PC: phosphatidylcholine; PE:
phosphatidylethanolamine; PLA,: phospholipase A,; PLD: phospholipase D; PLIN3: perilipin 3 PS: phosphatidylserine; PUFA: polyunsaturated fatty acid; sPLA:

secreted phospholipase A,; TAG: triacylglycerol.

(Toannou et al.,, 2019). In accordance, neuronal mitochondrial defects
have also been linked with increased production of ROS, which stimulates
ApoE-dependent LD accumulation in neighboring glial cells (Liu et al.,
2015; 2017). In response to elevated levels of ROS, glial-lactate-driven
neuronal lipogenesis is upregulated and excess lipids are transferred via
ApoE4 to glial LDs, which protects from neurodegeneration (Liu et al,
2017). LD biogenesis is also upregulated in glial cells exposed to glucose
deprivation, hypoxia or exogenous FAs (Smoli¢ et al, 2021). LD
accumulation in glia is thus stimulated by different stress conditions
and regulated by neuronal activity.

Neuronal activity also controls LD breakdown in glia (Ioannou et al,,
2019). During excess neuronal activity, increased LD lipolysis and
mitochondrial FA oxidation were observed in glia in addition to
reduced ROS and lipid peroxidation levels, suggesting that glial cells
take-up incoming neuronal-derived FAs and upregulate B-oxidation in
order to protect from FA-induced oxidative stress. Therefore, LDs in glial
cells provide a dynamic lipid repository that under physiological
conditions regulates lipid exchange between neurons and glia through
Apo-mediated transport, while under pathological conditions it protects
from oxidative stress-induced neurodegeneration (Liu et al,, 2015; Liu
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etal, 2017; Toannou et al.,, 2019; Islimye et al., 2022). Intact LD turnover is
also essential for proper neural development from neural stem/progenitor
cells (NSPCs) (Ramosaj et al, 2021). In adult NSPCs, LDs are highly
abundant, but their number is significantly reduced upon NSPC
differentiation. However, artificially increasing LD accumulation by the
addition of exogenous oleic acid (OA) leads to increased neuronal
generation and their better survival. High LD content in NSPCs was
associated with increased glycolysis and oxidative phosphorylation, but
also with reduced lipid peroxidation and protection against high levels of
ROS. In addition, LD lipolysis via ATGL was essential for NSPC
proliferation. Altogether, LDs play important roles in the nervous
system by protecting neurons from acute and chronic damage caused
by oxidative stress and membrane lipid peroxidation.

PUFA sequestration into TAGs reduces
lipid (per)oxidation and cell damage

PUFA-containing phospholipids (PUFA-PLs) are prone to

oxidation under conditions of oxidative stress. Recent studies
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suggest that stressed cells activate a protective membrane remodeling
mechanism that redistributes PUFAs from the PUFA-PL membrane
pool to the PUFA-containing TAG (PUFA-TAG) pool in LDs in order
to prevent PUFA oxidation (Bailey et al., 2015; Jarc et al., 2018; Dierge
et al., 2021) (Figure 2).

LD biogenesis is strongly induced in central nervous system (CNS)
cells of Drosophila larvae fed with linoleate rather than with stearic acid,
suggesting a stronger LD-mediated buffering of exogenous PUFAs
relative to their saturated analogues (Bailey et al., 2015). When the
larvae were fed a PUFA-rich diet and then challenged with hypoxia,
which induces oxidative stress and increases LD content per se, there was
a decrease of linoleate-containing phosphatidylcholines (PCs) and
phosphatidylethanolamines (PEs), accompanied by a corresponding
increase in the linoleate TAG pool (Bailey et al., 2015). This transfer
of PUFA acyl chains from membrane phospholipids to TAGs was
dependent on the conversion of PC into phosphatidic acid (PA) by
phospholipase D (PLD), followed by lipin-mediated dephosphorylation
of PA into diacylglycerol (DAG), and its conversion into TAGs by
DGAT1 (Figure 2). Knockdown of DGAT1 reduced LD content and
suppressed neuroblast proliferation, while increasing PUFA oxidation
and accumulation of toxic peroxides in vitro and in vivo (Bailey et al.,
2015). These findings suggest that a precise channeling of PUFAs from
membrane phospholipids to drive DGAT1-mediated LD biogenesis is
activated in hypoxic neuroblasts to minimize the toxic effects of
membrane PUFA oxidation. LDs thus act as antioxidant organelles
that sequester membrane PUFAs to reduce their availability for
peroxidation.

In line with a protective role of LD biogenesis against oxidative
stress and PUFA-induced lipotoxicity, DGAT enzymes have been
recently recognized for their roles in coordinating lipid and redox
metabolism also in cancer cells (Ackerman et al., 2018; Cheng et al.,
20205 Jovici¢ et al, 2021; Wilcock et al, 2022). In glioblastoma
xenografts, targeting DGAT1 disrupted lipid homeostasis, increased
acylcarnitine accumulation, and induced oxidative stress, leading to
suppressed tumor growth (Cheng et al., 2020). In melanoma cells,
DGAT! inhibition caused excess FA oxidation and ROS generation,
accompanied by activation of nuclear factor erythroid 2-related factor
2 (NRF2) signaling, which reduces ROS-mediated cellular damage
through upregulation of superoxide dismutase 1 (SOD1) (Wilcock
et al,, 2022). Combined DGAT1 and SOD1 suppression caused fatal
ROS overload and melanoma cell death, as well as suppressed tumor
growth. In breast cancer cells, DGATI-mediated incorporation of
PUFAs into TAGs is required to deliver small amounts of PUFAs to
oxygenation pathways that convert these FAs into mitogenic lipid
mediators (Jovici¢ et al., 2021). However, when these cells are exposed
to high levels of exogenous PUFAs, DGATI-mediated PUFA
sequestration into LDs prevents oxidative stress-dependent cell
death (Jarc et al, 2018). DGAT activity is also necessary for
maintaining membrane unsaturation levels and preventing clear
cell renal cancer cell death and tumor growth during hypoxia
(Ackerman et al, 2018). These studies collectively demonstrate that
impairing DGAT-mediated LD biogenesis in rapidly proliferating
cancer cells disrupts (PU)FA fluxes, which in turn overload
mitochondria, alter membrane composition, impair lipid mediator
production and cause lethal imbalances in redox defense mechanisms.

Notably, LDs and DGAT enzymes have recently been implicated in
the regulation of membrane lipid peroxidation and ferroptosis
sensitivity of cancer cells (Dierge et al., 2021). LDs were found to be
essential for the suppression of ferroptosis in cancer cells under acidic
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conditions. LD biogenesis was induced by acidosis and LD
accumulation was further augmented by PUFA supplementation.
Under these conditions, lipidomic analyses showed that exogenously
added PUFAs were preferentially esterified in the TAG pool rather than
the phospholipid pool. Longer exposure to exogenous PUFAs and
increasing their concentration led to elevated lipid peroxidation and
resulted in ferroptotic cell death, possibly due to exceeding the capacity
of TAGs to buffer PUFA overload. Importantly, cells treated with
DGAT inhibitors lost the ability to accumulate LDs under acidic
conditions and PUFA distribution turned from TAGs towards free
FAs and membrane phospholipids. Furthermore, DGAT inhibition led
to increased cell death, which was reversed by the potent lipophilic
radical-trapping antioxidant and ferroptosis inhibitor ferrostatin-1
(Miotto et al., 2020). Finally, in a human tumor xenograft model, a
PUFA-rich diet delayed tumor growth in a ferroptosis-dependent
manner, and combining a PUFA-rich diet with DGAT1 inhibitor
treatment further suppressed tumor progression (Dierge et al., 2021).
LD biogenesis is thus important for the prevention of membrane lipid
peroxidation and ferroptosis in acidic cancer cells.

LDs may also contain oxidized lipids (Veglia et al., 2017; Zhang
et al., 2019; Aldrovandi et al., 2021; Lange et al., 2021), which could
sensitize cells to ferroptosis. For example, treating cancer cells with
conjugated linoleates, such as a-eleostearic acid («aESA), was found to
increase ferroptotic cell death in an LD-dependent manner (Beatty
et al., 2021). Mechanistically, the LD-resident long-chain-fatty-acid-
CoA ligase 1 (ACSL1) was found to promote aESA incorporation into
cellular lipids, including TAGs, which triggered ferroptosis. Lipidomic
analyses revealed the presence of oxidized adducts of aESA in the TAG
pool. This suggests that LDs may take-up already oxidized PUFAs or
serve as sites of lipid (per)oxidation. In accordance with the latter,
Lange et al. (2021) have found using an artificial LD model that LD
oxidation sensitivity is defined by the unsaturation levels of the PL
monolayer and the TAG core, as well as by the ratio of different lipid
species, all of which play a significant role in propagation of LD lipid
peroxidation. Overall, these findings suggest that PUFA-TAG storage
might be a double-edged sword in regulating ferroptosis sensitivity, as
it can protect from membrane PUFA oxidation but also act as a source
of lipid (per)oxidation, which could propagate to membrane lipids
(Beatty et al., 2021). Further research is needed to fully understand the
mechanisms involved in TAG oxidation and the role of oxidized TAGs
in driving ferroptosis.

Monounsaturated fatty acids, lipid
peroxidation and ferroptosis

Another mechanism employed by cells to protect from lipid (per)
oxidation involves the incorporation of less harmful MUFAs in cell
membranes in order to reduce PUFA content and membrane
(Figure  3). The effect of the
monounsaturated OA in the protection from lipotoxicity has been

unsaturation beneficial
observed in many studies (Listenberger et al., 2003; Ackerman et al.,
2018; Chen et al., 2018; Jarc et al., 2018; Lisec et al., 2019; Pérez-Marti
et al,, 2022) and more recently also linked with ferroptosis resistance
(Magtanong et al., 2019; Tesfay et al., 2019; Ubellacker et al., 2020;
Brunet et al,, 2021; Xie et al., 2022).

Dietary OA reduces renal damage in high-fat diet-fed mice with
diabetes by reducing the ER stress caused by saturated FAs (Pérez-
Marti et al., 2022). Exogenous OA also alleviates saturated FA toxicity
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Lipid droplets (LDs) release MUFAs to protect cells from lipid peroxidation and cell death. (A) In cells loaded with exogenous PUFAs, the biogenesis of LDs
enriched with PUFA-TAGs is increased. Under these conditions, lipolysis via ATGL and lipophagy mediate the transfer of PUFAs from LDs to membrane
phospholipids (PUFA-PLs), thereby increasing lipid peroxidation and oxidative stress, which can lead to cell death. (B) When MUFAs are added simultaneously
with PUFAs or synthesized by the cell via SCD1, LD are enriched in both species. In this case, lipolysis via ATGL and HSL (and likely also lipophagy) liberate

both MUFAs and PUFAs from LDs, feeding a more balanced FA mixture for phospholipid acyl chain remodeling pathways (the Lands’ cycle),

leading to a

reduced abundance of oxidizable PUFAs in membranes and restricted lipid peroxidation. Cofactors and by-products are omitted. ATGL: adipose triglyceride
lipase; ER: endoplasmic reticulum; HSL: hormone sensitive lipase; MUFA: monounsaturated fatty acid; Nu: nucleus; Ox: oxidized; PL: phospholipid; PUFA:
polyunsaturated fatty acid; ROS: reactive oxygen species; SCD1: stearoyl-CoA desaturase 1; SFA: saturated fatty acid; TAG: triacylglycerol.

by inducing LD biogenesis and facilitating the incorporation of
saturated FAs into TAGs (Listenberger et al., 2003). Nutrient stress
together with hypoxia could lead to a harmful increase in FA
saturation through inhibition of the oxygen-dependent stearoyl-
CoA desaturase 1 (SCD1) (Ackerman et al, 2018). Under hypoxia
and serum depletion, TAGs and hormone sensitive lipase (HSL)-
mediated lipolysis are an essential source of MUFAs that counters
toxic lipid accumulation of ceramides and acylcarnitines through
buffering saturated FAs (Ackerman et al, 2018). In breast cancer
cells overloaded with PUFAs, which leads to massive accumulation of
PUFA-rich LDs driving ATGL-dependent cell death, co-
supplementation with OA or membrane remodeling by the group
X secreted phospholipase A, (sPLA,-X) protects from PUFA
2018). sPLA,-X-mediated hydrolysis of
lipoproteins and the plasma membrane redirects OA into TAGs,
thereby lowering the ratio of PUFA/MUFA released from LDs
upon lipolysis by ATGL and reducing cell death (Jarc et al., 2018).

lipotoxicity (Jarc et al,

Exogenous OA and sPLA,-mediated membrane remodeling could
therefore act at two levels in parallel to protect from PUFA overload:
by direct incorporation of OA into membrane phospholipids and by
stimulating a cycle of TAG synthesis and lipolysis that reduces
membrane PUFA content (Jarc et al, 2018). In accordance,
blocking DGAT-mediated LD biogenesis prevents sPLA,-mediated
suppression of cell death (Jarc et al., 2018) and may also diminish the
protective effect of OA on ferroptotic cell death (Magtanong et al.,
2019). Further study is needed to fully understand the mechanistic
details and the contributions of these pathways to protection against
PUFA toxicity.

Recent studies have shown that the control of MUFA activation
and trafficking regulates ferroptotic sensitivity (Magtanong et al.,
2019; Ubellacker et al., 2020; Xie et al., 2022). The incorporation of
exogenous MUFAs into cellular phospholipids by long chain acyl-CoA
synthetase 3 (ACSL3) has been shown to be necessary for the
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acquisition of a ferroptosis-resistant state in cancer cells, and this
process was independent of LD formation (Magtanong et al., 2019).
Intercellular MUFA trafficking between adipocytes and cancer cells
also contributes to ferroptosis resistance and is mediated by ACSL3
(Xie et al., 2022). In addition, the inhibition of the rate-limiting step of
de novo MUFA synthesis, which is mediated by SCD1, has been shown
to trigger both apoptosis and ferroptosis by decreasing membrane
unsaturation, accompanied by ceramide accumulation, and lowering
the levels of the endogenous membrane antioxidant coenzyme Q10
(CoQ10), 2019). Targeting MUFA
metabolic pathways therefore represents another strategy for

respectively (Tesfay et al,

inducing ferroptosis in cancer treatment.

Despite evidence that LDs are involved in MUFA trafficking,
their role in MUFA-mediated protection from ferroptosis remains
unclear (Magtanong et al., 2019; Liang et al., 2022). A recent study
in C. elegans provides important insights into the potential role of
LDs in MUFA-regulated suppression of ferroptosis (Brunet et al.,
2021). The study found that LDs are critical for MUFA-induced
lifespan extension in C. elegans by forming close contact sites with
These “organelle hubs” were required for the
of ether which regulates
longevity in part by modulating ferroptosis. The accumulation
of dietary MUFAs in ether lipids increases the MUFA to PUFA
ratio, reducing the negative impact of PUFA-containing ether

peroxisomes.

maintenance lipid homeostasis,

lipids and inhibiting ferroptotic cell death. These findings
support the idea that LDs are important in the protection from
ferroptosis mediated by MUFAs.

LDs are thus involved in several mechanisms that regulate
oxidative stress, which are critical for cell survival. They protect
cell membranes from lipid oxidation by acting as intracellular
buffers that sequester exogenous or membrane-derived PUFAs, and
by releasing less harmful MUFAs that contribute to membrane lipid
remodeling and homeostasis.
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Lipid droplet breakdown controls PUFA
lipotoxicity and ferroptosis sensitivity

It is becoming clear that LDs can regulate the bioavailability of
PUFAs and MUFAs, functioning as metabolic hubs that release FAs
from neutral lipids “on-demand” to maintain the FA saturation ratio,
balance membrane composition, and reduce lipotoxicity (Renne and
Hariri, 2021; Bosch and Pol, 2022). However, LD breakdown can be
detrimental to cell health under certain conditions, either through the
accelerated release of PUFAs from TAGs leading to lipotoxicity or
through the activation of pathways involved in lipid metabolism
causing metabolic stress. LD breakdown through lipolysis or
lipophagy can induce oxidative stress and cell death in conditions
of high PUFA burden or hypoxia (Herms et al., 2013; Zechner et al.,
2017; Petan et al., 2018; Castelli et al., 2021; Grabner et al., 2021; Schott
et al,, 2022). Excessive lipolysis has also been associated with various
states of lipid overload and cell damage, increasing the pool of free FAs
and altering signaling pathways that regulate oxidative metabolism
and membrane homeostasis (Haemmerle and Lass, 2018; Li et al,,
2022). In contrast, lipophagy has only recently received attention due
to its relatively late discovery in 2009 (Singh et al., 2009). However,
impaired lipophagy also leads to dysregulated lipid homeostasis
through increased lipid accumulation and storage, disrupting the
maintenance of energy supply, membrane homeostasis, and
mitochondrial function, potentially resulting in cell death (Zhang
et al., 2022). The relationship between LD breakdown pathways
and lipid peroxidation is currently not well understood, but its role
in regulating ferroptosis sensitivity has recently been proposed (Bai
et al,, 2018; Zou et al,, 2019; Tousignant et al., 2020; You et al., 2021).

ATGL-mediated lipolysis in non-adipose tissues has been shown
to be involved in the regulation of mitochondrial oxidation, ER stress,
turnover of toxic FAs, membrane homeostasis, oxidative stress and
FA-mediated signaling. ATGL plays an important role in cellular
PUFA distribution and lipotoxicity, which has been linked with cancer
cell survival and neurodegeneration. Treatment of breast cancer cells
with exogenous DHA resulted in the accumulation of DHA in TAGs
and PLs and oxidative stress-induced cell death (Jarc et al., 2018).
Blocking ATGL-mediated lipolysis led to a significant LD
accumulation with PUFA retention in TAGs, which protected from
oxidative stress and cell death, suggesting that lipolysis is responsible
for lethal levels of DHA release from LD stores. While the role of
ATGL in cancer is still controversial (Petan et al., 2018), ATGL-
mediated lipolysis appears to be beneficial in neurons and renal cells
(Yang et al,, 2020; Lubojemska et al., 2021). In C. elegans, ATGL was
found to autonomously regulate neuronal LD dynamics and PUFA-
mediated neural functions and neurodegeneration (Yang et al., 2020).
Mutations in ATGL-1 and LID-1 genes, homologs of mammalian
ATGL and its co-factor comparative gene identification 58 (CGI-58),
were identified as being responsible for pathological LD accumulation
in neurons. This finding suggests that lipolysis prevents the
appearance of visible LDs in neurons under physiological
ATGL-1-mediated
combination with de novo lipogenesis was found to be required for

conditions.  Mechanistically, lipolysis  in
PUFA-mediated touch sensation of neurons, while blocking both
reported to protect against PUFA-induced

neurodegeneration. The neurodegeneration was fueled by increased

pathways  was
ROS generation and altered PUFA partitioning between phospholipid

and TAG species, with reduced PUFA-PL levels and increased PUFA-
TAGs. Thus, neuronal lipolysis protects against neurodegeneration by
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reducing TAG levels. In a Drosophila model of diabetes with renal
failure, LD lipolysis was found to be beneficial for the preservation of
renal cell endocytosis (Lubojemska et al., 2021). A high-fat diet (HFD)
led to renal dysfunction with nephrocyte LD accumulation and defects
in ER, mitochondria and endocytosis caused by increased levels of
circulating lipids. Stimulating nephrocyte lipolysis through ATGL
overexpression rescued the HFD-induced endocytosis dysfunction
and restored the volumes of mitochondria and ER without
increasing lipid peroxidation. In contrast, blocking LD biogenesis
through DGAT1 knockdown increased lipid peroxidation levels
and failed to rescue mitochondria and the ER, indicating a
beneficial role of lipolysis over LD biogenesis in the protection of
nephrocytes from HFD lipotoxicity.

Intriguingly, the distribution of PUFAs in the human liver appears
to be regulated by patatin-like phospholipase domain-containing
protein 3 (PNPLA3) (Luukkonen et al., 2019), which is the closest
relative of ATGL within the PNPLA family (Grabner et al., 2021). In
human carriers with the PNPLA3-I1148M mutation, high PUFA
content in liver TAGs and PUFA-deficient lipoproteins secreted by
the liver were observed, suggesting PUFA-TAG retention (Luukkonen
et al., 2019). Furthermore, PNPLA3 knock-out and PNPLA3-1148M
knock-in cells displayed PUFA-induced LD accumulation, while
treatment with saturated FAs or MUFAs did not change LD levels,
indicating that loss of PNPLA3 results preferentially in PUFA
sequestration within TAG. In addition, the distribution of alkyne-
linoleic acid was significantly reduced in the phosphatidylcholine
fraction but elevated in TAGs in these cells. Under lipolytic
conditions, PUFA-containing DAGs accumulated in
PNPLA3 knock-out and PNPLA3-1148M knock-in cells in parallel
with decreased PUFA-PC levels, suggesting that PNPLA3 is required
for the transfer of PUFAs from DAGs to phospholipids and is a major
regulator of PUFA distribution in the liver. It is currently unknown
whether PNPLA3 also contributes to PUFA-TAG degradation
through its TAG lipase activity.

Lipophagy was first described in hepatocytes, where blocking
autophagy resulted in LD accumulation (Singh et al., 2009). Since
then, the role for autophagy in the regulation of LD turnover,
including LD biogenesis and breakdown, has been established in
various mammalian cells (Petan et al, 2018; Xie et al., 2020;
Schepers and Behl, 2021). In hepatocytes, lipophagy can occur
through macrolipophagy, in which autophagosomes selectively
target LDs for through
microlipophagy, in which lysosomes directly engulf LDs. The latter

degradation in lysosomes, or
was previously thought to be a conserved pathway of lipophagy limited
to yeast, but has recently been confirmed in hepatocytes (Schulze et al.,
2020). It is not yet clear which pathway of lipophagy is predominant in
hepatocytes, and it appears that this may depend on the type of
metabolic stress (Goodman, 2021). Notably, new evidence suggests
that (macro)lipophagy may contribute to ferroptosis in hepatocytes
(Bai et al., 2018). First, GPX4 inhibition by RAS-selective lethal 3
(RSL3) was found to lead to LD accumulation during the first hours of
RSL3 treatment preceding the onset of ferroptotic cell death. This
suggests that LD-mediated protective responses may be triggered by
the first signals of elevated lipid peroxidation, at a stage, when cell
death may still be reversible under physiological conditions. It is
currently unknown whether the RSL3-induced LD accumulation is
caused by an increase in LD biogenesis or a decrease in LD breakdown.
Second, increased lipid storage in hepatocytes has been shown to
reduce the level of lipid peroxidation during ferroptosis. Third,
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Lipid droplets (LDs) sensitize drug-resistant cancer cells to ferroptosis. The acquisition of multidrug resistant states in cancer cells is accompanied by
widespread metabolic remodeling and activation of various signaling pathways, including increased lipid uptake, progesterone receptor membrane
component 1 (PGRMC1) overexpression and activation of the hypoxia-inducible factor 2 alpha (HIF-2a)/hypoxia-inducible LD-associated protein (HILPDA)
axis, which promote the accumulation of polyunsaturated fatty acid (PUFA)-enriched triglycerides and cholesteryl esters stored within LDs. These LDs
may contribute through lipolysis and lipophagy to the enrichment of membrane phospholipids with PUFAs (PUFA-PLs). PUFA-PLs are easily oxidized during
oxidative stress giving rise to various oxidized phospholipid species (ox-PUFA-PLs) that impair membrane function and may further propagate membrane lipid

peroxidation, which can sensitize cells to ferroptosis.

silencing the autophagy proteins autophagy-related protein 5
(ATG5) and Ras-related protein 7 (Rab7) has been shown to
protect from RSL3-induced ferroptosis, likely by blocking
lipophagy and reducing lipid peroxidation levels. Finally, inhibition
of lipophagy has also been observed to regulate ferroptosis in vivo.
Collectively, these findings suggest that lipophagy in hepatocytes is

closely connected to ferroptotic cell death.

Lipid droplets and the sensitivity of
therapy-resistant cancer to ferroptosis

Chemical induction of ferroptosis activates major lipid metabolism
pathways, including those involved in PUFA-phospholipid membrane
remodeling and LD turnover, which may contribute to lipid peroxidation
and cell death. For example, induction of ferroptosis by imidazole ketone
erastin (IKE) has been shown to alter the expression of enzymes involved
in membrane lipid remodeling, LD turnover and lipid signaling in diffuse
large B cell lymphoma cancer cells (Zhang et al, 2019). Untargeted
lipidomic analyses revealed that IKE-treated cancer cells had significantly
lower levels of PUFA-PLs and PUFA-TAGs, while co-treatment with
antioxidants or ferrostatin-1 reversed these effects and increased TAG
levels. The decrease in PUFA-PLs and PUFA-TAGs upon IKE treatment
and upregulation of enzymes involved in phospholipid and TAG
remodeling, including group IIF secreted phospholipase A2 (sPLA,-
IIF), ATGL and lysophosphatidylcholine acyltransferase 4 (LPCAT4),
could be associated with activation of protective removal of oxidized
PUFA tails from phospholipids and TAGs to prevent oxidative damage.
However, the reduction in TAG levels and increase in ATGL expression in
IKE-treated cancer cells also suggest activated lipolysis, which could lead
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to an increased burden of free PUFAs causing cell damage and death. In
line with this, inhibition of the ER transmembrane protein inositol-
requiring transmembrane kinase/endoribonuclease la (IREla), a key
transducer of the unfolded protein response (Mori, 2009), has been
shown to promote PUFA-TAG accumulation and upregulation of
genes encoding diacylglycerol acyltransferase 2 (DGAT2) and HSL
enzymes, which sensitize cancer cells to starvation (Almanza et al,
2022). This suggests that IREa may be an important modulator of
lipolysis-induced PUFA oxidation stress and may contribute to
ferroptosis sensitivity.

Interestingly, several types of therapy-resistant cancer cells are
particularly sensitive to ferroptosis and LDs can contribute to this
sensitivity (Figure 4) (Viswanathan et al., 2017; Angeli et al., 2019; Zou
et al,, 2019; Petan, 2020; Tousignant et al., 2020; You et al,, 2021).
(2020)
hypersensitivity of prostate cancer cells is linked with lipid

Tousignant et al. recently proposed that ferroptosis
remodeling caused by androgen-targeted therapy (ATT). ATT-
induced changes included a reduction of de novo lipogenesis,
enhanced lipid uptake, mobilization of storage lipids (TAG and
CE) by lipases and phospholipid remodeling with elevated
membrane PUFA content and dependence on GPX4 activity
(Tousignant et al., 2020). These findings suggest the possibility that
LD breakdown is feeding phospholipid synthesis and enrichment with
PUFAs and thus mediating ferroptosis sensitivity. Similarly, the highly
aggressive clear-cell carcinoma (CCCs) cells were found resistant to a
broad range of cancer therapy and highly vulnerable to ferroptosis
(Miess et al., 2018). The hypoxia-inducible factor 2a (HIF-2a) was
identified as a major regulator of this vulnerability by promoting the
selective enrichment of TAG and phospholipid pools with PUFAs
through activation of hypoxia-inducible lipid droplet-associated
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protein (HILPDA) (Zou et al., 2019). HILPDA expression had a
profound impact on TAG abundance and enrichment with PUFAs,
as well as on PUFA enrichment in PEs, and it also contributed to clear
cell morphology. These elevated PUFA levels in LD and membrane
lipids are thus associated with high ferroptosis sensitivity. Notably, a
role for lipophagy in the regulation of ferroptosis sensitivity of
therapy-resistant cancer cells has also been recently described (You
et al., 2021). Overexpression of progesterone receptor membrane
component 1 (PGRMCI1) has been shown to increase ferroptosis
sensitivity in paclitaxel-resistant cancer cells through the induction
of LD breakdown via lipophagy, resulting in increased levels of PUFAs
and lipid peroxidation. In summary, targeting ferroptosis together
with lipid metabolism in cancer cells may provide a great opportunity
in the treatment of aggressive cancers. The close relationship between
ferroptosis sensitivity and LD turnover suggests that targeting both
pathways could increase the success of cancer therapy.

Lipid droplets and the production of
PUFA-derived signaling mediators

PUFAs are precursors for the production of various signaling
lipids, including the AA-derived eicosanoids and the DHA-derived
docosanoids. These bioactive lipid mediators, produced by COXs,
LOXs and CYP450 monooxygenases, are essential for the modulation
of inflammation, the immune response and various homeostatic
functions (Dennis and Norris, 2015; Hajeyah et al, 2020; Dyall
et al,, 2022). Inflammatory cell activation is characterized by LD
accumulation and a rapid synthesis and release of numerous lipid
mediators that collectively act on target cells to elicit the desired
signaling response (Bozza et al, 2011; Dyall et al., 2022). Lipid
mediator production is regulated by the availability of particular
PUFA species, resident not only in membrane phospholipids, as
widely accepted, but also in other lipid pools, including LDs and
extracellular lipoproteins (Jarc and Petan, 2020). Recent studies have
uncovered that the hydrolysis of neutral lipids stored in LDs by neutral
lipases provides PUFAs for lipid mediator production (Dichlberger
et al,, 2014; Schlager et al., 2015; Gartung et al., 2016; Riederer et al.,
2017; Kuo et al,, 2018; Jovici¢ et al., 2021). LDs are thus emerging as
important regulators of lipid mediator signaling (Pérez-Chacon et al.,
2009; Astudillo et al., 2018; Kita et al., 2018).

Current knowledge on the control of PUFA supply for lipid
mediator synthesis is poor and limited to basic biochemical
pathways of PUFA distribution between different lipid classes
(Pérez-Chacon et al.,, 2009; Astudillo et al., 2018; Jarc and Petan,
2020). The canonical pathway of stimulus-induced lipid mediator
production is driven by membrane phospholipid hydrolysis and
release of PUFAs by PLA, enzymes, most notably cPLA,a (Dennis
and Norris, 2015; Petan, 2020; Murakami et al., 2022). Over the years,
several reports have suggested that lipid mediator synthesis may occur
at LDs, since cPLA,a was found on the LD surface together with COX
and LOX enzymes (Dvorak et al., 1993; Bozza et al., 1997; Bozza et al.,
2011; Accioly et al., 2008; Wooten et al., 2008; Moreira et al., 2009).
However, the evidence for cPLA,a action at the LD surface is limited
to colocalization studies (D’Avila et al., 2006; D’Avila et al., 2011; Silva
etal., 2009). Notably, recent studies suggest that LDs control canonical
lipid mediator production by regulating the trafficking of PUFA
precursors between neutral and membrane lipid pools (Dichlberger
et al,, 2014; Jovici¢ et al,, 2021). Accordingly, the TAG lipid pool has
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emerged as important source of PUFAs for lipid mediator production
in different cell types (Bozza et al., 2009; Dichlberger et al., 2014;
Schlager et al., 2015; Gartung et al., 2016; Riederer et al., 2017; Kuo
et al., 2018; Jovici¢ et al., 2021; Dierendonck et al., 2022).

Several recent studies have shown that the two major neutral
lipases ATGL and HSL participate in lipid mediator production
(Dichlberger et al., 2014; Schlager et al., 2015; Gartung et al., 2016;
Riederer et al., 2017; Kuo et al., 2018; Sohn et al., 2018; Jovici¢ et al.,
2021; Dierendonck et al., 2022). ATGL-mediated lipolysis has been
implicated in eicosanoid synthesis in leukocytes, neutrophils,
mastocytes, endothelial and cancer cells (Dichlberger et al., 2014;
Schlager et al., 2015; Riederer et al., 2017; Jovici¢ et al., 2021). Most
notably, ATGL deficiency also reduced lipid mediator release in
neutrophils in vivo (Schlager et al, 2015). In adipocytes, ATGL-
and HSL-mediated lipolysis control the production of eicosanoids
(Gartung et al., 2016; Sohn et al., 2018) and FA esters of hydroxy FAs
(FAHFAs), anti-inflammatory lipid mediators derived from TAG
estolides (TAGs with glycerol-bound FAHFAs) (Brejchova et al,
2021). Recent evidence suggests that lipolysis-driven lipid mediator
production could be regulated by HILPDA (Dierendonck et al., 2022),
an endogenous ATGL suppressor (Grabner et al., 2021). Furthermore,
our recent study has shown that DGAT-mediated esterification of
PUFAs into TAGs is required for PUFA entry into both the ATGL-
and cPLA,a-mediated lipid mediator production pathways (Jovici¢
et al., 2021). In addition, DGAT inhibition completely abolished the
canonical PLA,-stimulated lipid mediator production, indicating that
TAG synthesis is a prerequisite step for lipid mediator synthesis.
Finally, lysosomal CE degradation by lysosomal acid lipase (LAL) has
been found to drive the synthesis of various lipid mediators in
macrophages (Schlager et al, 2017). LAL is also involved in
lipophagy (Zechner et al., 2017), however, there is no evidence that
LD breakdown by lipophagy is involved in lipid mediator production.
Besides LAL, other phospholipases and lipases may also contribute to
the process (Jarc and Petan, 2020; Grabner et al., 2021; Murakami
et al., 2022; Petan and Mancek-Keber, 2022).

Altogether, current evidence suggests that LDs play pivotal roles in
lipid mediator signaling. The esterification of PUFAs into TAGs and
their subsequent release by different lipases involved in LD breakdown
may drive lipid mediator production in various cells and tissues. TAG-
derived PUFAs can be either directly oxidized by COX and LOX
enzymes or incorporated into membrane phospholipids and then
released by PLA,s via the canonical pathway. LDs are therefore
involved in both canonical and non-canonical lipid mediator
biosynthesis and may affect various downstream signaling
pathways, including inflammation, immunity and tumorigenesis.
Further research is needed to confirm the pathophysiological
significance of LDs as lipid mediator production hubs.

Conclusion

LDs play a central role in the trafficking and distribution of
intracellular lipids. They are being recognized as regulators of
PUFA distribution, as they not only provide membrane building
blocks and precursors for lipid mediator production, but also
modulate the presence PUFAs in cellular membranes, influencing
lipid peroxidation and cell fate. However, our knowledge of how cells
regulate LD turnover to fulfill these functions is limited, and the
complex coordination between LDs and other cellular mechanisms

frontiersin.org


https://www.frontiersin.org/journals/cell-and-developmental-biology
https://www.frontiersin.org
https://doi.org/10.3389/fcell.2023.1104725

Danielli et al.

related to the management of PUFA availability, distribution and
oxidation is just beginning to be understood.

Evidence from various species and tissues suggests that LDs
protect against oxidative stress and lipid (per)oxidation by taking-
up and storing PUFAs in the form of TAGs. However, it is not yet fully
understood how the sequestration and release of FAs from LDs is
coordinated with changes in redox metabolism aimed at slowing down
membrane lipid oxidation and adapting antioxidant surveillance
mechanisms to various oxidative and pro-ferroptotic insults.
Further research is needed to investigate these processes.

Another important aspect of LD-mediated control of lipid
peroxidation is their integration in cellular metabolism. For
example, LDs channel FAs to mitochondria and activate
signaling pathways in order to sustain respiration and energy
production, but also to promote the generation of redox
equivalents [e.g., NAD(P)H], which are essential for both redox
defense and biosynthetic pathways (Pucer et al., 2013; Rambold
etal, 2015; Zechner et al., 2017). In accordance, mitochondrial {3
oxidation may also protect cells from ferroptosis (Nassar et al.,
20205 Hoy et al., 2021). It will thus be important to investigate the
integration of LDs in the wider aspects of cellular metabolism and
redox signaling in order to decipher their roles in lipid
peroxidation and ferroptosis.

It is also noteworthy that even though the extent of lipid
peroxidation within LDs has been poorly studied so far, LDs,
including the PUFA-TAG pool, could also be targets for lipid
(per)oxidation (Veglia et al, 2017; Zhang et al, 2019;
Aldrovandi et al, 2021; Lange et al., 2021). Future research
should also examine the mechanisms of PUFA trafficking
between the LD phospholipid monolayer and the TAG core, and
determine how PUFA oxygenation at the LD surface monolayer vs.
the neutral lipid core impacts lipid peroxidation and cell fate.

In summary, it will be interesting to see in future studies how LDs
govern (PU)FA trafficking towards various metabolic and signaling

References

Accioly, M. T., Pacheco, P., Maya-Monteiro, C. M., Carrossini, N., Robbs, B. K., Oliveira,
S. S, et al. (2008). Lipid bodies are reservoirs of cyclooxygenase-2 and sites of
prostaglandin-E2 synthesis in colon cancer cells. Cancer Res. 68, 1732-1740. doi:10.
1158/0008-5472.can-07-1999

Ackerman, D., Tumanov, S., Qiu, B., Michalopoulou, E., Spata, M., Azzam, A.,
et al. (2018). Triglycerides promote lipid homeostasis during hypoxic stress by
balancing fatty acid saturation. Cell Rep. 24, 2596-2605. doi:10.1016/j.celrep.2018.
08.015

Agmon, E,, Solon, J., Bassereau, P., and Stockwell, B. R. (2018). Modeling the effects of
lipid peroxidation during ferroptosis on membrane properties. Sci. Rep-uk 8, 5155. doi:10.
1038/s41598-018-23408-0

Aldrovandi, M., Fedorova, M., and Conrad, M. (2021). Juggling with lipids, a game of
Russian roulette. Trends Endocrinol. Metab. 32, 463-473. doi:10.1016/j.tem.2021.04.012

Almanza, A., Mnich, K, Blomme, A. Robinson, C. M., Rodriguez-Blanco, G.,
Kierszniowska, S., et al. (2022). Regulated IREla-dependent decay (RIDD)-mediated
reprograming of lipid metabolism in cancer. Nat. Commun. 13, 2493. doi:10.1038/s41467-
022-30159-0

Angeli, . P. F,, Krysko, D. V., and Conrad, M. (2019). Ferroptosis at the crossroads of
cancer-acquired drug resistance and immune evasion. Nat. Rev. Cancer 19, 405-414.
doi:10.1038/s41568-019-0149-1

Angeli, J. P. F,, Schneider, M., Proneth, B., Tyurina, Y. Y., Tyurin, V. A,, Hammond, V..,
et al. (2014). Inactivation of the ferroptosis regulator Gpx4 triggers acute renal failure in
mice. Nat. Cell Biol. 16, 1180-1191. doi:10.1038/ncb3064

Antonny, B., Vanni, S., Shindou, H., and Ferreira, T. (2015). From zero to six double
bonds: Phospholipid unsaturation and organelle function. Trends Cell Biol. 25, 427-436.
doi:10.1016/j.tcb.2015.03.004

Frontiers in Cell and Developmental Biology

1

10.3389/fcell.2023.1104725

fates, including membrane remodeling for organelle homeostasis and
protection against harmful lipid (per)oxidation.

Author contributions

TP conceptualised the study, MD wrote the first draft of the
manuscript. MD, LP, and EJJ prepared the figures. MD, LP, EJJ, and
TP wrote the final version of the manuscript.

Funding

This work was supported by the Slovenian Research Agency
postdoctoral grants (Z3-2650 to EJ and Z3-3211 to MD), a
research programme (P1-0207) and a research project grant (J7-
1818) to TP and by the EU COST Action CA19105 EpiLipidNet.

Conflict of interest

The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be
construed as a potential conflict of interest.

Publisher’'s note

All claims expressed in this article are solely those of the
authors and do not necessarily represent those of their affiliated
organizations, or those of the publisher, the editors and the
reviewers. Any product that may be evaluated in this article, or
claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Astudillo, A. M., Balboa, M. A., and Balsinde, J. (2018). Selectivity of phospholipid
hydrolysis by phospholipase A2 enzymes in activated cells leading to polyunsaturated fatty
acid mobilization. Biochim. Biophys. Acta 1864, 772-783. doi:10.1016/j.bbalip.2018.07.002

Bai, Y., Meng, L., Han, L, Jia, Y., Zhao, Y., Gao, H., et al. (2018). Lipid storage and

lipophagy regulates ferroptosis. Biochem. Biophys. Res. Comm. 508, 997-1003. doi:10.
1016/j.bbrc.2018.12.039

Bailey, A. P., Koster, G., Guillermier, C., Hirst, E. M. A., MacRae, J. L, Lechene, C. P.,
etal. (2015). Antioxidant role for lipid droplets in a stem cell niche of Drosophila. Cell 163,
340-353. doi:10.1016/j.cell.2015.09.020

Bartolacci, C., Andreani, C., Vale, G., Berto, S., Melegari, M., Crouch, A. C,, et al. (2022).
Targeting de novo lipogenesis and the Lands cycle induces ferroptosis in KRAS-mutant
lung cancer. Nat. Commun. 13, 4327. d0i:10.1038/s41467-022-31963-4

Bazinet, R. P., and Layé¢, S. (2014). Polyunsaturated fatty acids and their metabolites in
brain function and disease. Nat. Rev. Neurosci. 15, 771-785. doi:10.1038/nrn3820

Beatty, A, Singh, T., Tyurina, Y. Y., Tyurin, V. A., Samovich, S., Nicolas, E., et al. (2021).
Ferroptotic cell death triggered by conjugated linolenic acids is mediated by ACSL1. Nat.
Commun. 12, 2244. doi:10.1038/s41467—021—22471—y

Beharier, O., Tyurin, V. A., Goff, J. P., Guerrero-Santoro, J., Kajiwara, K., Chu, T., et al.
(2020). PLA2G6 guards placental trophoblasts against ferroptotic injury. Proc. Natl. Acad.
Sci. 117, 27319-27328. doi:10.1073/pnas.2009201117

Bersuker, K., Hendricks, J. M., Li, Z., Magtanong, L., Ford, B., Tang, P. H., et al. (2019).
The CoQ oxidoreductase FSP1 acts parallel to GPX4 to inhibit ferroptosis. Nature 575,
688-692. doi:10.1038/s41586-019-1705-2

Bosch, M., and Pol, A. (2022). Eukaryotic lipid droplets: Metabolic hubs, and immune
first responders. Trends Endocrinol. Metab. 33, 218-229. doi:10.1016/j.tem.2021.12.006

frontiersin.org


https://doi.org/10.1158/0008-5472.can-07-1999
https://doi.org/10.1158/0008-5472.can-07-1999
https://doi.org/10.1016/j.celrep.2018.08.015
https://doi.org/10.1016/j.celrep.2018.08.015
https://doi.org/10.1038/s41598-018-23408-0
https://doi.org/10.1038/s41598-018-23408-0
https://doi.org/10.1016/j.tem.2021.04.012
https://doi.org/10.1038/s41467-022-30159-0
https://doi.org/10.1038/s41467-022-30159-0
https://doi.org/10.1038/s41568-019-0149-1
https://doi.org/10.1038/ncb3064
https://doi.org/10.1016/j.tcb.2015.03.004
https://doi.org/10.1016/j.bbalip.2018.07.002
https://doi.org/10.1016/j.bbrc.2018.12.039
https://doi.org/10.1016/j.bbrc.2018.12.039
https://doi.org/10.1016/j.cell.2015.09.020
https://doi.org/10.1038/s41467-022-31963-4
https://doi.org/10.1038/nrn3820
https://doi.org/10.1038/s41467-021-22471-y
https://doi.org/10.1073/pnas.2009201117
https://doi.org/10.1038/s41586-019-1705-2
https://doi.org/10.1016/j.tem.2021.12.006
https://www.frontiersin.org/journals/cell-and-developmental-biology
https://www.frontiersin.org
https://doi.org/10.3389/fcell.2023.1104725

Danielli et al.

Bozza, P. T., Bakker-Abreu, 1., Navarro-Xavier, R. A., and Bandeira-Melo, C. (2011).
Lipid body function in eicosanoid synthesis: An update. Prostagl. Leukot. Essent. Fat. Acids
Plefa 85, 205-213. doi:10.1016/j.plefa.2011.04.020

Bozza, P. T., Magalhdes, K. G., and Weller, P. F. (2009). Leukocyte lipid bodies
— biogenesis and functions in inflammation. Biochim. Biophys. Acta 1791, 540-551.
doi:10.1016/j.bbalip.2009.01.005

Bozza, P.T., Yu, W,, Penrose, J. F., Morgan, E. S., Dvorak, A. M., and Weller, P. F. (1997).
Eosinophil lipid bodies: Specific, inducible intracellular sites for enhanced eicosanoid
formation. J. Exp. Med. 186, 909-920. doi:10.1084/jem.186.6.909

Brejchova, K., Radner, F. P. W, Balas, L., Paluchova, V., Cajka, T., Chodounska, H., et al.
(2021). Distinct roles of adipose triglyceride lipase and hormone-sensitive lipase in the
catabolism of triacylglycerol estolides. Proc. Natl. Acad. Sci. U. S. A. 118, €2020999118.
doi:10.1073/pnas.2020999118

Brok, M. H. den, Raaijmakers, T. K., Collado-Camps, E., and Adema, G. J. (2018). Lipid
droplets as immune modulators in myeloid cells. Trends Immunol. 39, 380-392. doi:10.
1016/j.it.2018.01.012

Brunet, A., Papsdorf, K., Hosseini, A., Miklas, J., Cabruja, M., Yu, Y., et al. (2021). A lipid
droplet-peroxisome network drives longevity by monounsaturated fatty acids via
modulating ether lipid synthesis and ferroptosis. PREPRINT (Version 1) available at
Research Square. doi:10.21203/rs.3.rs-740521/v1

Buckley, C. D., Gilroy, D. W, and Serhan, C. N. (2014). Proresolving lipid mediators and
mechanisms in the resolution of acute inflammation. Immunity 40, 315-327. doi:10.1016/
jimmuni.2014.02.009

Budin, I, Rond, T. D. E,, Chen, Y., Chan, L.]. G., Petzold, C.J., and Keasling, J. D. (2018).
Viscous control of cellular respiration by membrane lipid composition. Science 362,
1186-1189. doi:10.1126/science.aat7925

Billow, M. H., Wingen, C., Senyilmaz, D., Gosejacob, D., Sociale, M., Bauer, R, et al.
(2018). Unbalanced lipolysis results in lipotoxicity and mitochondrial damage in
peroxisome-deficient Pex19 mutants. Mol. Biol. Cell 29, 377-352. doi:10.1091/mbc.e17-
08-0535

Cabodevilla, A. G., Sanchez-Caballero, L., Nintou, E., Boiadjieva, V. G., Picatoste, F.,
Gubern, A, et al. (2013). Cell survival during complete nutrient deprivation depends on
lipid droplet-fueled B-oxidation of fatty acids. J. Biol. Chem. 288, 27777-27788. doi:10.
1074/jbc.m113.466656

Castelli, S., Falco, P. D., Ciccarone, F., Desideri, E., and Ciriolo, M. R. (2021). Lipid
catabolism and ROS in cancer: A bidirectional liaison. Cancers 13, 5484. doi:10.3390/
cancers13215484

Chen, X,, Li, L., Liu, X, Luo, R,, Liao, G., Li, L., et al. (2018). Oleic acid protects saturated
fatty acid mediated lipotoxicity in hepatocytes and rat of non-alcoholic steatohepatitis. Life
Sci. 203, 291-304. doi:10.1016/;.1fs.2018.04.022

Cheng, X., Geng, F.,, Pan, M., Wu, X,, Zhong, Y., Wang, C,, et al. (2020). Targeting
DGAT1 ameliorates glioblastoma by increasing fat catabolism and oxidative stress. Cell
Metab. 32, 229-242. doi:10.1016/j.cmet.2020.06.002

Chiurchit, V., Leuti, A, and Maccarrone, M. (2018). Bioactive lipids and chronic
inflammation: Managing the fire within. Front. Immunol. 9, 38. doi:10.3389/fimmu.2018.00038

D’Avila, H., Freire-de-Lima, C. G., Roque, N. R,, Teixeira, L., Barja-Fidalgo, C., Silva, A.
R, et al. (2011). Host cell lipid bodies triggered by Trypanosoma cruzi infection and
enhanced by the uptake of apoptotic cells are associated with prostaglandin E2 generation
and increased parasite growth. J. Infect. Dis. 204, 951-961. doi:10.1093/infdis/jir432

D’Avila, H., Melo, R. C. N, Parreira, G. G., Werneck-Barroso, E., Castro-Faria-Neto, H.
C., and Bozza, P. T. (2006). Mycobacterium bovis Bacillus calmette-guérin induces TLR2-
mediated formation of lipid bodies: Intracellular domains for eicosanoid synthesis in vivo.
J. Immunol. 176, 3087-3097. doi:10.4049/jimmunol.176.5.3087

Dennis, E. A., and Norris, P. C. (2015). Eicosanoid storm in infection and inflammation.
Nat. Rev. Immunol. 15, 511-523. doi:10.1038/nri3859

Dichlberger, A., Schlager, S., Maaninka, K., Schneider, W. J., and Kovanen, P. T. (2014).
Adipose triglyceride lipase regulates eicosanoid production in activated human mast cells.
J. Lipid Res. 55, 2471-2478. doi:10.1194/jlr.m048553

Dierendonck, X. A. M. H. V., Vrieling, F., Smeehuijzen, L., Deng, L., Boogaard, J. P.,
Croes, C.-A., et al. (2022). Triglyceride breakdown from lipid droplets regulates the
inflammatory response in macrophages. Proc. Natl. Acad. Sci. U. S. A. 119, €2114739119.
doi:10.1073/pnas.2114739119

Dierge, E., Debock, E., Guilbaud, C., Corbet, C., Mignolet, E., Mignard, L., et al. (2021).
Peroxidation of n-3 and n-6 polyunsaturated fatty acids in the acidic tumor environment
leads to ferroptosis-mediated anticancer effects. Cell Metab. 33, 1701-1715.e5. doi:10.
1016/j.cmet.2021.05.016

Dixon, S.J., Lemberg, K. M., Lamprecht, M. R, Skouta, R., Zaitsev, E. M., Gleason, C. E.,
et al. (2012). Ferroptosis: An iron-dependent form of nonapoptotic cell death. Cell 149,
1060-1072. doi:10.1016/j.cell.2012.03.042

Doll, S, Freitas, F. P., Shah, R., Aldrovandi, M., Silva, M. C. D. A,, Ingold, L, et al. (2019).
FSP1 is a glutathione-independent ferroptosis suppressor. Nature 575, 693-698. doi:10.
1038/541586-019-1707-0

Doll, S., Proneth, B., Tyurina, Y. Y., Panzilius, E., Kobayashi, S., Ingold, I, et al. (2017).
ACSL4 dictates ferroptosis sensitivity by shaping cellular lipid composition. Nat. Chem.
Biol. 13, 91-98. doi:10.1038/nchembio.2239

Frontiers in Cell and Developmental Biology

12

10.3389/fcell.2023.1104725

Dvorak, A. M., Weller, P. F.,, Harvey, S., Morgan, E. S., and Dvorak, H. F. (1993).
Ultrastructural localization of prostaglandin endoperoxide synthase (cyclooxygenase) to
isolated, purified fractions of Guinea pig peritoneal macrophage and line
10 hepatocarcinoma cell lipid bodies. Int. Arch. Allergy Imm 101, 136-142. doi:10.
1159/000236511

Dvorak, H. F., Senger, D. R., and Dvorak, A. M. (1983). Fibrin as a component of the
tumor stroma: Origins and biological significance. Cancer Metast Rev. 2, 41-73. doi:10.
1007/b£f00046905

Dyall, S. C,, Balas, L., Bazan, N. G., Brenna, J. T., Chiang, N., Souza, F. da C,, et al. (2022).
Polyunsaturated fatty acids and fatty acid-derived lipid mediators: Recent advances in the
understanding of their biosynthesis, structures, and functions. Prog. Lipid Res. 86, 101165.
doi:10.1016/j.plipres.2022.101165

Echeverria, F., Ortiz, M., Valenzuela, R, and Videla, L. A. (2016). Long-chain
polyunsaturated fatty acids regulation of PPARs, signaling: Relationship to tissue
development and aging. Prostagl. Leukot. Essent. Fat. Acids 114, 28-34. doi:10.1016/j.
plefa.2016.10.001

Fan, Y.-Y., Monk, J. M., Hou, T. Y., Callway, E., Vincent, L., Weeks, B., et al. (2012).
Characterization of an arachidonic acid-deficient (Fads1 knockout) mouse model. J. Lipid
Res. 53, 1287-1295. doi:10.1194/jlr.m024216

Gartung, A, Zhao, J., Chen, S., Mottillo, E., VanHecke, G. C., Ahn, Y.-H., et al. (2016).
Characterization of eicosanoids produced by adipocyte lipolysis: Implication of
cyclooxygenase-2 in adipose inflammation. J. Biol. Chem. 291, 16001-16010. doi:10.
1074/jbc.m116.725937

Goodman, J. M. (2021). The importance of microlipophagy in liver. Proc. Natl. Acad. Sci.
U. S. A. 118, €2024058118. doi:10.1073/pnas.2024058118

Grabner, G. F.,, Xie, H., Schweiger, M., and Zechner, R. (2021). Lipolysis: Cellular
mechanisms for lipid mobilization from fat stores. Nat. Metab. 3, 1445-1465. doi:10.1038/
542255-021-00493-6

Greenberg, A. S., and Coleman, R. A. (2011). Expanding roles for lipid droplets. Trends
Endocrinol. Metab. 22, 195-196. doi:10.1016/j.tem.2011.04.002

Haemmerle, G., and Lass, A. (2018). Genetically modified mouse models to study
hepatic neutral lipid mobilization. Biochim. Biophys. Acta 1865, 879-894. doi:10.1016/j.
bbadis.2018.06.001

Hajeyah, A. A, Griffiths, W.J., Wang, Y., Finch, A. J., and O’Donnell, V. B. (2020). The
biosynthesis of enzymatically oxidized lipids. Front. Endocrinol. 11, 591819. doi:10.3389/
fendo.2020.591819

Han, J., and Kaufman, R. J. (2016). The role of ER stress in lipid metabolism and
lipotoxicity. J. Lipid Res. 57, 1329-1338. doi:10.1194/jlr.r067595

Harayama, T., and Shimizu, T. (2020). Roles of polyunsaturated fatty acids, from
mediators to membranes. J. Lipid Res. 61, 1150-1160. doi:10.1194/jlr.r120000800

Hariri, H., Rogers, S., Ugrankar, R, Liu, Y. L., Feathers, J. R,, and Henne, W. M. (2018).
Lipid droplet biogenesis is spatially coordinated at ER-vacuole contacts under nutritional
stress. EMBO Rep. 19, 57-72. doi:10.15252/embr.201744815

Hashimoto, M., and Hossain, S. (2018). Biochemistry and health benefits of fatty acids.
doi:10.5772/intechopen.80430

Henne, W. M., Reese, M. L., and Goodman, J. M. (2018). The assembly of lipid
droplets and their roles in challenged cells. EMBO J. 37, €98947. doi:10.15252/embj.
201898947

Herms, A., Bosch, M., Ariotti, N, Reddy, B. J. N., Fajardo, A., Fernandez-Vidal, A., et al.
(2013). Cell-to-Cell heterogeneity in lipid droplets suggests a mechanism to reduce
lipotoxicity. Curr. Biol. 23, 1489-1496. d0i:10.1016/j.cub.2013.06.032

Hoy, A. ], Nagarajan, S. R., and Butler, L. M. (2021). Tumour fatty acid metabolism in
the context of therapy resistance and obesity. Nat. Rev. Cancer 21, 753-766. doi:10.1038/
$41568-021-00388-4

Hyvonen, M. T., and Kovanen, P. T. (2005). Molecular dynamics simulations of
unsaturated lipid bilayers: Effects of varying the numbers of double bonds. Eur.
Biophys. J. 34, 294-305. doi:10.1007/s00249-004-0455-7

TIoannou, M. S., Jackson, J., Sheu, S.-H., Chang, C.-L., Weigel, A. V., Liu, H,, et al. (2019).
Neuron-astrocyte metabolic coupling protects against activity-induced fatty acid toxicity.
Cell 177, 1522-1535. doi:10.1016/j.cell.2019.04.001

Islimye, E., Girard, V., and Gould, A. P. (2022). Functions of stress-induced lipid
droplets in the nervous system. Front. Cell Dev. Biol. 10, 863907. doi:10.3389/fcell.2022.
863907

Jarc, E., Kump, A., Malavasi¢, P., Eichmann, T. O., Zimmermann, R., and Petan, T.
(2018). Lipid droplets induced by secreted phospholipase A2 and unsaturated fatty acids
protect breast cancer cells from nutrient and lipotoxic stress. Biochim. Biophys. Acta 1863,
247-265. doi:10.1016/j.bbalip.2017.12.006

Jarc, E., and Petan, T. (2020). A twist of FATe: Lipid droplets and inflammatory lipid
mediators. Biochimie 169, 69-87. doi:10.1016/j.biochi.2019.11.016

Jarc, E., and Petan, T. (2019). Lipid droplets and the management of cellular stress. Yale
J. Biol. Med. 92, 435-452.

Jovidi¢, E. J., Janez, A. P., Eichmann, T. O., Koren, S., Brglez, V., Jordan, P. M., et al.
(2021). Lipiddroplets control mitogenic lipid mediator production in human cancer cells.
PREPRINT available at. BioRxiv. doi:10.1101/2021.11.25.470010

frontiersin.org


https://doi.org/10.1016/j.plefa.2011.04.020
https://doi.org/10.1016/j.bbalip.2009.01.005
https://doi.org/10.1084/jem.186.6.909
https://doi.org/10.1073/pnas.2020999118
https://doi.org/10.1016/j.it.2018.01.012
https://doi.org/10.1016/j.it.2018.01.012
https://doi.org/10.21203/rs.3.rs-740521/v1
https://doi.org/10.1016/j.immuni.2014.02.009
https://doi.org/10.1016/j.immuni.2014.02.009
https://doi.org/10.1126/science.aat7925
https://doi.org/10.1091/mbc.e17-08-0535
https://doi.org/10.1091/mbc.e17-08-0535
https://doi.org/10.1074/jbc.m113.466656
https://doi.org/10.1074/jbc.m113.466656
https://doi.org/10.3390/cancers13215484
https://doi.org/10.3390/cancers13215484
https://doi.org/10.1016/j.lfs.2018.04.022
https://doi.org/10.1016/j.cmet.2020.06.002
https://doi.org/10.3389/fimmu.2018.00038
https://doi.org/10.1093/infdis/jir432
https://doi.org/10.4049/jimmunol.176.5.3087
https://doi.org/10.1038/nri3859
https://doi.org/10.1194/jlr.m048553
https://doi.org/10.1073/pnas.2114739119
https://doi.org/10.1016/j.cmet.2021.05.016
https://doi.org/10.1016/j.cmet.2021.05.016
https://doi.org/10.1016/j.cell.2012.03.042
https://doi.org/10.1038/s41586-019-1707-0
https://doi.org/10.1038/s41586-019-1707-0
https://doi.org/10.1038/nchembio.2239
https://doi.org/10.1159/000236511
https://doi.org/10.1159/000236511
https://doi.org/10.1007/bf00046905
https://doi.org/10.1007/bf00046905
https://doi.org/10.1016/j.plipres.2022.101165
https://doi.org/10.1016/j.plefa.2016.10.001
https://doi.org/10.1016/j.plefa.2016.10.001
https://doi.org/10.1194/jlr.m024216
https://doi.org/10.1074/jbc.m116.725937
https://doi.org/10.1074/jbc.m116.725937
https://doi.org/10.1073/pnas.2024058118
https://doi.org/10.1038/s42255-021-00493-6
https://doi.org/10.1038/s42255-021-00493-6
https://doi.org/10.1016/j.tem.2011.04.002
https://doi.org/10.1016/j.bbadis.2018.06.001
https://doi.org/10.1016/j.bbadis.2018.06.001
https://doi.org/10.3389/fendo.2020.591819
https://doi.org/10.3389/fendo.2020.591819
https://doi.org/10.1194/jlr.r067595
https://doi.org/10.1194/jlr.r120000800
https://doi.org/10.15252/embr.201744815
https://doi.org/10.5772/intechopen.80430
https://doi.org/10.15252/embj.201898947
https://doi.org/10.15252/embj.201898947
https://doi.org/10.1016/j.cub.2013.06.032
https://doi.org/10.1038/s41568-021-00388-4
https://doi.org/10.1038/s41568-021-00388-4
https://doi.org/10.1007/s00249-004-0455-7
https://doi.org/10.1016/j.cell.2019.04.001
https://doi.org/10.3389/fcell.2022.863907
https://doi.org/10.3389/fcell.2022.863907
https://doi.org/10.1016/j.bbalip.2017.12.006
https://doi.org/10.1016/j.biochi.2019.11.016
https://doi.org/10.1101/2021.11.25.470010
https://www.frontiersin.org/journals/cell-and-developmental-biology
https://www.frontiersin.org
https://doi.org/10.3389/fcell.2023.1104725

Danielli et al.

Kagan, V. E,, Mao, G., Qu, F., Angeli, ]. P. F,, Doll, S,, Croix, C. S,, et al. (2017). Oxidized
arachidonic and adrenic PEs navigate cells to ferroptosis. Nat. Chem. Biol. 13, 81-90.
doi:10.1038/nchembio.2238

Kita, Y., Shindou, H., and Shimizu, T. (2018). Cytosolic phospholipase A2 and
lysophospholipid acyltransferases. Biochim. Biophys. Acta 1864, 838-845. doi:10.1016/j.
bbalip.2018.08.006

Kraft, V. A. N, Bezjian, C. T., Pfeiffer, S., Ringelstetter, L., Muiller, C., Zandkarimi, F.,
et al. (2020). GTP cyclohydrolase 1/tetrahydrobiopterin counteract ferroptosis through
lipid remodeling. Acs Cent. Sci. 6, 41-53. doi:10.1021/acscentsci.9b01063

Kuo, A., Lee, M. Y., Yang, K., Gross, R. W., and Sessa, W. C. (2018). Caveolin-1 regulates
lipid droplet metabolism in endothelial cells via autocrine prostacyclin-stimulated, cAMP-
mediated lipolysis. J. Biol. Chem. 293, 973-983. doi:10.1074/jbc.ra117.000980

Lambeau, G., and Gelb, M. H. (2008). Biochemistry and physiology of mammalian
secreted phospholipases A2. Annu. Rev. Biochem. 77, 495-520. doi:10.1146/annurev.
biochem.76.062405.154007

Lange, M., and Olzmann, J. A. (2021). Ending on a sour note: Lipids orchestrate
ferroptosis in cancer. Cell Metab. 33, 1507-1509. doi:10.1016/j.cmet.2021.07.011

Lange, M., Wagner, P. V., and Fedorova, M. (2021). Lipid composition dictates the rate
of lipid peroxidation in artificial lipid droplets. Free Radic. Res. 55, 469-480. doi:10.1080/
10715762.2021.1898603

Lenggqyvist, J., Urquiza, A. M. D. E., Bergman, A.-C., Willson, T. M,, Sj6vall, J., Perlmann,
T., et al. (2004). Polyunsaturated fatty acids including docosahexaenoic and arachidonic
acid bind to the retinoid X receptor a ligand-binding domain. Mol. Cell Proteomics 3,
692-703. doi:10.1074/mcp.m400003-mcp200

Levental, K. R.,, Surma, M. A., Skinkle, A. D., Lorent, J. H., Zhou, Y., Klose, C., et al.
(2017). w-3 polyunsaturated fatty acids direct differentiation of the membrane phenotype
in mesenchymal stem cells to potentiate osteogenesis. Sci. Adv. 3, eaao1193. doi:10.1126/
sciadv.aao1193

Li, Y., Li, Z,, Ngandiri, D. A, Perez, M. L., Wolf, A., and Wang, Y. (2022). The molecular
brakes of adipose tissue lipolysis. Front. Physiol. 13, 826314. doi:10.3389/fphys.2022.
826314

Liang, D., Minikes, A. M., and Jiang, X. (2022). Ferroptosis at the intersection of lipid
metabolism and cellular signaling. Mol. Cell 82, 2215-2227. doi:10.1016/j.molcel.2022.
03.022

Libbing, C. L., McDevitt, A. R., Azcueta, R.-M. P., Ahila, A., and Mulye, M. (2019). Lipid
droplets: A significant but understudied contributor of host-bacterial interactions. Cells 8,
354. doi:10.3390/cells8040354

Lisec, J., Jaeger, C., Rashid, R., Munir, R., and Zaidi, N. (2019). Cancer cell lipid class
homeostasis is altered under nutrient-deprivation but stable under hypoxia. BMC Cancer
19, 501. doi:10.1186/s12885-019-5733-y

Listenberger, L. L., Han, X, Lewis, S. E., Cases, S., Farese, R. V., Ory, D. S,, et al. (2003).
Triglyceride accumulation protects against fatty acid-induced lipotoxicity. Proc. Natl.
Acad. Sci. U. S. A. 100, 3077-3082. doi:10.1073/pnas.0630588100

Liu, L., MacKenzie, K. R., Putluri, N., Maleti¢-Savati¢, M., and Bellen, H. J. (2017). The
glia-neuron lactate shuttle and elevated ROS promote lipid synthesis in neurons and lipid
droplet accumulation in glia via APOE/D. Cell Metab. 26, 719-737. doi:10.1016/j.cmet.
2017.08.024

Liu, L., Zhang, K., Sandoval, H., Yamamoto, S., Jaiswal, M., Sanz, E,, et al. (2015). Glial
lipid droplets and ROS induced by mitochondrial defects promote neurodegeneration. Cell
160, 177-190. doi:10.1016/j.cell.2014.12.019

Long, M., and McWilliams, T. G. (2022). Lipid droplets promote efficient mitophagy.
Autophagy 19, 724-725. doi:10.1080/15548627.2022.2089956

Long, M., Sanchez-Martinez, A., Longo, M., Suomi, F., Stenlund, H., Johansson, A.
L, et al. (2022). DGAT]1 activity synchronises with mitophagy to protect cells from
metabolic rewiring by iron depletion. EMBO J. 41, €109390. doi:10.15252/embj.
2021109390

Lorent, J. H., Levental, K. R., Ganesan, L., Rivera-Longsworth, G., Sezgin, E.,
Doktorova, M., et al. (2020). Plasma membranes are asymmetric in lipid
unsaturation, packing and protein shape. Nat. Chem. Biol. 16, 644-652. doi:10.
1038/s41589-020-0529-6

Lubojemska, A., Stefana, M. L, Sorge, S., Bailey, A. P., Lampe, L., Yoshimura, A., et al.
(2021). Adipose triglyceride lipase protects renal cell endocytosis in a Drosophila dietary
model of chronic kidney disease. Plos Biol. 19, €3001230. doi:10.1371/journal.pbio.
3001230

Luukkonen, P. K., Nick, A., Holtti-Vuori, M., Thiele, C., Isokuortti, E., Lallukka-
Briick, S., et al. (2019). Human PNPLA3-1148M variant increases hepatic retention
of polyunsaturated fatty acids. JCI Insight 4, €127902. doi:10.1172/jci.insight.
127902

Magtanong, L., Ko, P.-J., To, M., Cao, J. Y., Forcina, G. C.,, Tarangelo, A., et al. (2019).
Exogenous monounsaturated fatty acids promote a ferroptosis-resistant cell state. Cell
Chem. Biol. 26, 420-432. doi:10.1016/j.chembiol.2018.11.016

Mao, C,, Liu, X,, Zhang, Y., Lei, G., Yan, Y., Lee, H,, et al. (2021). DHODH-mediated
ferroptosis defence is a targetable vulnerability in cancer. Nature 593, 586-590. doi:10.
1038/541586-021-03539-7

Miess, H., Dankworth, B., Gouw, A. M., Rosenfeldt, M., Schmitz, W., Jiang, M., et al.
(2018). The glutathione redox system is essential to prevent ferroptosis caused by impaired

Frontiers in Cell and Developmental Biology

13

10.3389/fcell.2023.1104725

lipid metabolism in clear cell renal cell carcinoma. Oncogene 37, 5435-5450. doi:10.1038/
541388-018-0315-z

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

Moon, Y.-A., Hammer, R. E., and Horton, J. D. (2009). Deletion of ELOVL5 leads to
fatty liver through activation of SREBP-1c in mice. J. Lipid Res. 50, 412-423. doi:10.1194/
jlr.m800383-j1r200

Moreira, L. S., Piva, B,, Gentile, L. B., Mesquita-Santos, F. P, D’Avila, H., Maya-
Monteiro, C. M., et al. (2009). Cytosolic phospholipase A2-driven PGE2 synthesis within
unsaturated fatty acids-induced lipid bodies of epithelial cells. Biochim. Biophys. Acta
1791, 156-165. doi:10.1016/j.bbalip.2009.01.003

Mori, K. (2009). Signalling pathways in the unfolded protein response: Development
from yeast to mammals. J. Biochem. 146, 743-750. doi:10.1093/jb/mvp166

Murakami, M., Takamiya, R., Miki, Y., Sugimoto, N., Nagasaki, Y., Suzuki-Yamamoto,
T., etal. (2022). Segregated functions of two cytosolic phospholipase A2 isoforms (cPLA2a
and cPLA2¢) in lipid mediator generation. Biochem. Pharmacol. 203, 115176. doi:10.1016/
j.bcp.2022.115176

Nassar, Z. D., Mah, C. Y., Dehairs, J., Burvenich, 1. J., Irani, S., Centenera, M. M., et al.
(2020). Human DECRI is an androgen-repressed survival factor that regulates PUFA
oxidation to protect prostate tumor cells from ferroptosis. Elife 9, €54166. doi:10.7554/elife.
54166

Nguyen, T. B., Louie, S. M., Daniele, J. R,, Tran, Q., Dillin, A., Zoncu, R, et al. (2017).
DGAT1-Dependent lipid droplet biogenesis protects mitochondrial function during
starvation-induced autophagy. Dev. Cell 42, 9-21. doi:10.1016/j.devcel.2017.06.003

Olzmann, J. A., and Carvalho, P. (2019). Dynamics and functions of lipid droplets. Nat.
Rev. Mol. Cell Biol. 20, 137-155. doi:10.1038/s41580-018-0085-z

Papackova, Z., and Cahova, M. (2015). Fatty acid signaling: The new function of
intracellular lipases. Int. J. Mol. Sci. 16, 3831-3855. doi:10.3390/ijms16023831

Pauter, A. M., Olsson, P., Asadi, A., Herslof, B., Csikasz, R. L., Zadravec, D., et al.
(2014). Elovl2 ablation demonstrates that systemic DHA is endogenously produced
and is essential for lipid homeostasis in mice. J. Lipid Res. 55, 718-728. doi:10.1194/
jlr.m046151

Pennetta, G., and Welte, M. A. (2018). Emerging links between lipid droplets and motor
neuron diseases. Dev. Cell 45, 427-432. doi:10.1016/j.devcel.2018.05.002

Pérez-Chacon, G., Astudillo, A. M., Balgoma, D., Balboa, M. A., and Balsinde, J. (2009).
Control of free arachidonic acid levels by phospholipases A2 and lysophospholipid
acyltransferases. Biochim. Biophys. Acta 1791, 1103-1113. doi:10.1016/j.bbalip.2009.
08.007

Pérez-Marti, A., Ramakrishnan, S., Li, J., Dugourd, A., Molenaar, M. R., Motte, L. R. D.
L., etal. (2022). Reducing lipid bilayer stress by monounsaturated fatty acids protects renal
proximal tubules in diabetes. eLife 11, €74391. doi:10.7554/elife.74391

Petan, T, Jarc, E., and Jusovi¢, M. (2018). Lipid droplets in cancer: Guardians of fat in a
stressful world. Molecules 23, 1941. doi:10.3390/molecules23081941

Petan, T. (2020). Lipid droplets in cancer. Rev. Physiol. Bioch Pharm. doi:10.1007/112_
2020_51

Petan, T., and Mancek-Keber, M. (2022). Half is enough: Oxidized lysophospholipids as
novel bioactive molecules. Free Radic. Bio Med. 188, 351-362. doi:10.1016/j.
freeradbiomed.2022.06.228

Pinot, M., Vanni, S., Pagnotta, S., Lacas-Gervais, S., Payet, L.-A., Ferreira, T., et al.
(2014). Lipid cell biology. Polyunsaturated phospholipids facilitate membrane
deformation and fission by endocytic proteins. Science 345, 693-697. doi:10.1126/
science.1255288

Ponnampalam, E. N,, Sinclair, A. J., and Holman, B. W. B. (2021). The sources, synthesis
and biological actions of omega-3 and omega-6 fatty acids in red meat: An overview. Foods
10, 1358. doi:10.3390/foods10061358

Pucer, A, Brglez, V., Payré, C., Pungercar, J., Lambeau, G., and Petan, T. (2013). Group
X secreted phospholipase A2 induces lipid droplet formation and prolongs breast cancer
cell survival. Mol. Cancer 12, 111. doi:10.1186/1476-4598-12-111

Rambold, A. S., Cohen, S., and Lippincott-Schwartz, J. (2015). Fatty acid trafficking in
starved cells: Regulation by lipid droplet lipolysis, autophagy, and mitochondrial fusion
dynamics. Dev. Cell 32, 678-692. doi:10.1016/j.devcel.2015.01.029

Ramosaj, M., Madsen, S., Maillard, V., Scandella, V., Sudria-Lopez, D., Yuizumi, N., et al.
(2021). Lipid droplet availability affects neural stem/progenitor cell metabolism and
proliferation. Nat. Commun. 12, 7362. doi:10.1038/s41467-021-27365-7

Renne, M. F., and Hariri, H. (2021). Lipid droplet-organelle contact sites as hubs for fatty
acid metabolism, trafficking, and metabolic channeling. Front. Cell Dev. Biol. 9, 726261.
doi:10.3389/fcell.2021.726261

Riederer, M., Lechleitner, M., Kéfeler, H., and Frank, S. (2017). Reduced expression of
adipose triglyceride lipase decreases arachidonic acid release and prostacyclin secretion in
human aortic endothelial cells. Arch. Physiol. Biochem. 123, 249-253. doi:10.1080/
13813455.2017.1309052

Roqueta-Rivera, M., Stroud, C. K., Haschek, W. M., Akare, S. J., Segre, M., Brush, R. S.,
et al. (2010). Docosahexaenoic acid supplementation fully restores fertility and
spermatogenesis in male delta-6 desaturase-null mice. J. Lipid Res. 51, 360-367. doi:10.
1194/jlr.m001180

frontiersin.org


https://doi.org/10.1038/nchembio.2238
https://doi.org/10.1016/j.bbalip.2018.08.006
https://doi.org/10.1016/j.bbalip.2018.08.006
https://doi.org/10.1021/acscentsci.9b01063
https://doi.org/10.1074/jbc.ra117.000980
https://doi.org/10.1146/annurev.biochem.76.062405.154007
https://doi.org/10.1146/annurev.biochem.76.062405.154007
https://doi.org/10.1016/j.cmet.2021.07.011
https://doi.org/10.1080/10715762.2021.1898603
https://doi.org/10.1080/10715762.2021.1898603
https://doi.org/10.1074/mcp.m400003-mcp200
https://doi.org/10.1126/sciadv.aao1193
https://doi.org/10.1126/sciadv.aao1193
https://doi.org/10.3389/fphys.2022.826314
https://doi.org/10.3389/fphys.2022.826314
https://doi.org/10.1016/j.molcel.2022.03.022
https://doi.org/10.1016/j.molcel.2022.03.022
https://doi.org/10.3390/cells8040354
https://doi.org/10.1186/s12885-019-5733-y
https://doi.org/10.1073/pnas.0630588100
https://doi.org/10.1016/j.cmet.2017.08.024
https://doi.org/10.1016/j.cmet.2017.08.024
https://doi.org/10.1016/j.cell.2014.12.019
https://doi.org/10.1080/15548627.2022.2089956
https://doi.org/10.15252/embj.2021109390
https://doi.org/10.15252/embj.2021109390
https://doi.org/10.1038/s41589-020-0529-6
https://doi.org/10.1038/s41589-020-0529-6
https://doi.org/10.1371/journal.pbio.3001230
https://doi.org/10.1371/journal.pbio.3001230
https://doi.org/10.1172/jci.insight.127902
https://doi.org/10.1172/jci.insight.127902
https://doi.org/10.1016/j.chembiol.2018.11.016
https://doi.org/10.1038/s41586-021-03539-7
https://doi.org/10.1038/s41586-021-03539-7
https://doi.org/10.1038/s41388-018-0315-z
https://doi.org/10.1038/s41388-018-0315-z
https://doi.org/10.1016/j.redox.2019.101328
https://doi.org/10.1194/jlr.m800383-jlr200
https://doi.org/10.1194/jlr.m800383-jlr200
https://doi.org/10.1016/j.bbalip.2009.01.003
https://doi.org/10.1093/jb/mvp166
https://doi.org/10.1016/j.bcp.2022.115176
https://doi.org/10.1016/j.bcp.2022.115176
https://doi.org/10.7554/elife.54166
https://doi.org/10.7554/elife.54166
https://doi.org/10.1016/j.devcel.2017.06.003
https://doi.org/10.1038/s41580-018-0085-z
https://doi.org/10.3390/ijms16023831
https://doi.org/10.1194/jlr.m046151
https://doi.org/10.1194/jlr.m046151
https://doi.org/10.1016/j.devcel.2018.05.002
https://doi.org/10.1016/j.bbalip.2009.08.007
https://doi.org/10.1016/j.bbalip.2009.08.007
https://doi.org/10.7554/elife.74391
https://doi.org/10.3390/molecules23081941
https://doi.org/10.1007/112_2020_51
https://doi.org/10.1007/112_2020_51
https://doi.org/10.1016/j.freeradbiomed.2022.06.228
https://doi.org/10.1016/j.freeradbiomed.2022.06.228
https://doi.org/10.1126/science.1255288
https://doi.org/10.1126/science.1255288
https://doi.org/10.3390/foods10061358
https://doi.org/10.1186/1476-4598-12-111
https://doi.org/10.1016/j.devcel.2015.01.029
https://doi.org/10.1038/s41467-021-27365-7
https://doi.org/10.3389/fcell.2021.726261
https://doi.org/10.1080/13813455.2017.1309052
https://doi.org/10.1080/13813455.2017.1309052
https://doi.org/10.1194/jlr.m001180
https://doi.org/10.1194/jlr.m001180
https://www.frontiersin.org/journals/cell-and-developmental-biology
https://www.frontiersin.org
https://doi.org/10.3389/fcell.2023.1104725

Danielli et al.

Rysman, E., Brusselmans, K., Scheys, K., Timmermans, L., Derua, R., Munck, S.,
et al. (2010). De novo lipogenesis protects cancer cells from free radicals and
chemotherapeutics by promoting membrane lipid saturation. Cancer Res. 70,
8117-8126. doi:10.1158/0008-5472.can-09-3871

Schepers, J., and Behl, C. (2021). Lipid droplets and autophagy—Links and regulations
from yeast to humans. J. Cell Biochem. 122, 602-611. doi:10.1002/jcb.29889

Schlaepfer, I. R,, Nambiar, D. K., Ramteke, A., Kumar, R., Dhar, D., Agarwal, C,, et al.
(2015). Hypoxia induces triglycerides accumulation in prostate cancer cells and
extracellular vesicles supporting growth and invasiveness following reoxygenation.
Oncotarget 6, 22836-22856. doi:10.18632/oncotarget.4479

Schlager, S., Goeritzer, M., Jandl, K., Frei, R., Vujic, N., Kolb, D,, et al. (2015). Adipose
triglyceride lipase acts on neutrophil lipid droplets to regulate substrate availability for
lipid mediator synthesis. J. Leukoc. Biol. 98, 837-850. doi:10.1189/j1b.3a0515-206r

Schlager, S., Vujic, N., Korbelius, M., Duta-Mare, M., Dorow, J., Leopold, C., et al.
(2017). Lysosomal lipid hydrolysis provides substrates for lipid mediator synthesis in
murine macrophages. Oncotarget 8, 40037-40051. doi:10.18632/oncotarget.16673

Schonfeld, P., and Reiser, G. (2013). Why does brain metabolism not favor burning of
fatty acids to provide energy? - reflections on disadvantages of the use of free fatty acids as
fuel for brain. J. Cereb. Blood Flow. Metab. 33, 1493-1499. doi:10.1038/jcbfm.2013.128

Schott, M. B., Rozeveld, C. N., Weller, S. G., and McNiven, M. A. (2022). Lipophagy at a
glance. J. Cell Sci. 135, jcs259402. doi:10.1242/jcs.259402

Schulze, R. J., Krueger, E. W., Weller, S. G., Johnson, K. M., Casey, C. A., Schott, M. B.,
et al. (2020). Direct lysosome-based autophagy of lipid droplets in hepatocytes. Proc. Natl.
Acad. Sci. U. S. A. 117, 32443-32452. doi:10.1073/pnas.2011442117

Serhan, C. N. (2014). Pro-resolving lipid mediators are leads for resolution physiology.
Nature 510, 92-101. doi:10.1038/nature13479

Silva, A. R,, Pacheco, P., Vieira-de-Abreu, A., Maya-Monteiro, C. M., D’Alegria, B.,
Magalhaes, K. G., et al. (2009). Lipid bodies in oxidized LDL-induced foam cells are
leukotriene-synthesizing organelles: A MCP-1/CCL2 regulated phenomenon. Biochim.
Biophys. Acta 1791, 1066-1075. doi:10.1016/j.bbalip.2009.06.004

Singh, R., Kaushik, S., Wang, Y., Xiang, Y., Novak, I, Komatsu, M., et al. (2009).
Autophagy regulates lipid metabolism. Nature 458, 1131-1135. doi:10.1038/nature07976

Smoli¢, T., Tavéar, P., Horvat, A., Cerne, U., Vasle, A. H., Tratnjek, L., et al. (2021).
Astrocytes in stress accumulate lipid droplets. Glia 69, 1540-1562. doi:10.1002/glia.23978

Sohn, J. H., Lee, Y. K., Han, J. S., Jeon, Y. G., Kim, J. I, Choe, S. S., et al. (2018). Perilipin 1
(Plin1) deficiency promotes inflammatory responses in lean adipose tissue through lipid
dysregulation. J. Biol. Chem. 293, 13974-13988. doi:10.1074/jbc.ra118.003541

Soula, M., Weber, R. A, Zilka, O., Alwaseem, H., La, K., Yen, F., et al. (2020). Metabolic
determinants of cancer cell sensitivity to canonical ferroptosis inducers. Nat. Chem. Biol.
16, 1351-1360. doi:10.1038/541589-020-0613-y

Stockwell, B. R, Angeli, J. P. F., Bayir, H., Bush, A. L, Conrad, M., Dixon, S. J., et al.
(2017). Ferroptosis: A regulated cell death nexus linking metabolism, redox biology, and
disease. Cell 171, 273-285. doi:10.1016/j.cell.2017.09.021

Stockwell, B. R. (2022). Ferroptosis turns 10: Emerging mechanisms, physiological functions,
and therapeutic applications. Cell 185, 2401-2421. doi:10.1016/j.cell.2022.06.003

Stoffel, W., Hammels, 1., Jenke, B., Binczek, E., Schmidt-Soltau, 1., Brodesser, S., et al.
(2014). Obesity resistance and deregulation of lipogenesis in A6-fatty acid desaturase
(FADS2) deficiency. EMBO Rep. 15, 110-120. doi:10.1002/embr.201338041

Subramanian, M., and Marelli-Berg, F. M. (2021). CD36 pumps fat to defang killer
T cells in tumors. Cell Metab. 33, 1509-1511. doi:10.1016/j.cmet.2021.07.004

Sun, W.-Y., Tyurin, V. A, Mikulska-Ruminska, K., Shrivastava, I. H.,
Anthonymuthu, T. S., Zhai, Y.-J.,, et al. (2021). Phospholipase iPLA2B avert:
ferroptosis by eliminating a redox lipid death signal. Nat. Chem. Biol. 17,
465-476. doi:10.1038/s41589-020-00734-x

Teixeira, V., Maciel, P., and Costa, V. (2020). LeaDing the way in the nervous system:
Lipid Droplets as new players in health and disease. Biochimica Biophysica Acta Bba - Mol
Cell Biol. Lipids 1866, 158820. doi:10.1016/j.bbalip.2020.158820

Tesfay, L., Paul, B. T., Konstorum, A., Deng, Z., Cox, A. O., Lee, ], et al. (2019). Stearoyl-
CoA desaturase 1 protects ovarian cancer cells from ferroptotic cell death. Cancer Res. 79,
5355-5366. doi:10.1158/0008-5472.can-19-0369

Tiberti, M. L., Antonny, B., and Gautier, R. (2020). The transbilayer distribution of
polyunsaturated phospholipids determines their facilitating effect on membrane
deformation. Soft Matter 16, 1722-1730. doi:10.1039/c9sm02107h

Tousignant, K. D., Rockstroh, A., Poad, B. L. ], Talebi, A, Young, R. S. E,, Fard, A. T., et al.
(2020). Therapy-induced lipid uptake and remodeling underpin ferroptosis hypersensitivity in
prostate cancer. Cancer Metab. 8, 11. doi:10.1186/s40170-020-00217-6

Triggiani, M., Oriente, A., and Marone, G. (1994). Differential roles for triglyceride and
phospholipid pools of arachidonic acid in human lung macrophages. J. Immunol. Balt.
152, 1394-1403. doi:10.4049/jimmunol.152.3.1394

Ubellacker, J. M., Tasdogan, A., Ramesh, V., Shen, B., Mitchell, E. C., Martin-Sandoval,
M. S, et al. (2020). Lymph protects metastasizing melanoma cells from ferroptosis. Nature
585, 113-118. doi:10.1038/541586-020-2623-2

Frontiers in Cell and Developmental Biology

14

10.3389/fcell.2023.1104725

Ursini, F., Maiorino, M., Valente, M., Ferri, L., and Gregolin, C. (1982). Purification
from pig liver of a protein which protects liposomes and biomembranes from peroxidative
degradation and exhibits glutathione peroxidase activity on phosphatidylcholine
hydroperoxides. Biochim. Biophys. Acta 710, 197-211. doi:10.1016/0005-2760(82)
90150-3

Vasquez, V., Krieg, M., Lockhead, D., and Goodman, M. B. (2014). Phospholipids that
contain polyunsaturated fatty acids enhance neuronal cell mechanics and touch sensation.
Cell Rep. 6, 70-80. doi:10.1016/j.celrep.2013.12.012

Veglia, F., Tyurin, V. A,, Mohammadyani, D., Blasi, M., Duperret, E. K., Donthireddy, L.,
et al. (2017). Lipid bodies containing oxidatively truncated lipids block antigen cross-
presentation by dendritic cells in cancer. Nat. Commun. 8, 2122. doi:10.1038/s41467-017-
02186-9

Viswanathan, V. S., Ryan, M. ], Dhruv, H. D,, Gill, S., Eichhoff, O. M., Seashore-Ludlow,
B., et al. (2017). Dependency of a therapy-resistant state of cancer cells on a lipid
peroxidase pathway. Nature 547, 453-457. doi:10.1038/nature23007

Walther, T. C,, Chung, J., and Farese, R. V. (2016). Lipid droplet biogenesis. Annu. Rev.
Cell Dev. Biol. 33, 491-510. doi:10.1146/annurev-cellbio-100616-060608

Wang, C,, Zhao, Y., Gao, X, Li, L., Yuan, Y., Liu, F,, et al. (2015). Perilipin 5 improves
hepatic lipotoxicity by inhibiting lipolysis. Hepatology 61, 870-882. doi:10.1002/hep.27409

Wang, D., and DuBois, R. N. (2010). Eicosanoids and cancer. Nat. Rev. Cancer 10,
181-193. doi:10.1038/nrc2809

Welte, M. A., and Gould, A. P. (2017). Lipid droplet functions beyond energy storage.
Biochim. Bihphys Acta 1862, 1260-1272. doi:10.1016/j.bbalip.2017.07.006

Wilcock, D. J., Badrock, A. P., Wong, C. W., Owen, R, Guerin, M., Southam, A. D, et al.
(2022). Oxidative stress from DGAT1 oncoprotein inhibition in melanoma suppresses
tumor growth when ROS defenses are also breached. Cell Rep. 39, 110995. doi:10.1016/j.
celrep.2022.110995

Wooten, R. E., Willingham, M. C., Daniel, L. W., Leslie, C. C., Rogers, L. C., Sergeant, S.,
etal. (2008). Novel translocation responses of cytosolic phospholipase A2alpha fluorescent
proteins. Biochim. Biophys Acta 1783, 1544-1550. doi:10.1016/j.bbamcr.2008.03.008

Xie, Y., Li, J., Kang, R,, and Tang, D. (2020). Interplay between lipid metabolism and
autophagy. Front. Cell Dev. Biol. 8, 431. doi:10.3389/fcell.2020.00431

Xie, Y., Wang, B, Zhao, Y., Tao, Z., Wang, Y., Chen, G., et al. (2022). Mammary
adipocytes protect triple-negative breast cancer cells from ferroptosis. J. Hematol. Oncol.
15, 72. doi:10.1186/s13045-022-01297-1

Xu, J., Nakamura, M. T., Cho, H. P, and Clarke, S. D. (1999). Sterol regulatory element
binding protein-1 expression is suppressed by dietary polyunsaturated fatty acids: A
mechanism for the coordinate suppression of lipogenic genes by polyunsaturated fats.
J. Biol. Chem. 274, 23577-23583. d0i:10.1074/jbc.274.33.23577

Yang, L., Liang, J., Lam, S. M., Yavuz, A,, Shui, G., Ding, M., et al. (2020). Neuronal
lipolysis participates in PUFA-mediated neural function and neurodegeneration. EMBO
Rep. 21, €50214. doi:10.15252/embr.202050214

Yang, W. S., Kim, K. J., Gaschler, M. M,, Patel, M., Shchepinov, M. S., and Stockwell, B.
R. (2016). Peroxidation of polyunsaturated fatty acids by lipoxygenases drives ferroptosis.
Proc. Natl. Acad. Sci. U. S. A113, E4966-E4975. -E4975. doi:10.1073/pnas.1603244113

Yang, W. S, SriRamaratnam, R., Welsch, M. E., Shimada, K., Skouta, R., Viswanathan,
V.S, etal. (2014). Regulation of ferroptotic cancer cell death by GPX4. Cell 156, 317-331.
doi:10.1016/j.cell.2013.12.010

You, J. H, Lee, J., and Roh, J.-L. (2021). PGRMCI-dependent lipophagy promotes
ferroptosis in paclitaxel-tolerant persister cancer cells. J. Exp. Clin. Canc Res. 40, 350.
doi:10.1186/s13046-021-02168-2

Young, R. S. E., Bowman, A. P, Tousignant, K. D., Poad, B. L. J., Gunter, J. H., Philp, L.
K., etal. (2022). Isomeric lipid signatures reveal compartmentalized fatty acid metabolism
in cancer. J. Lipid Res. 100223, 100223. doi:10.1016/j.j1r.2022.100223

Zechner, R, Madeo, F., and Kratky, D. (2017). Cytosolic lipolysis and lipophagy: Two
sides of the same coin. Nat. Rev. Mol. Cell Biol. 18, 671-684. doi:10.1038/nrm.2017.76

Zhang, S., Peng, X,, Yang, S., Li, X., Huang, M., Wei, S,, et al. (2022). The regulation,
function, and role of lipophagy, a form of selective autophagy, in metabolic disorders. Cell
Death Dis. 13, 132. doi:10.1038/s41419-022-04593-3

Zhang, Y., Tan, H., Daniels, J. D., Zandkarimi, F., Liu, H., Brown, L. M., et al. (2019).
Imidazole ketone erastin induces ferroptosis and slows tumor growth in a mouse
lymphoma model. Cell Chem. Biol. 26, 623-633. doi:10.1016/j.chembiol.2019.01.008

Zheng, P., Xie, Z., Yuan, Y., Sui, W., Wang, C., Gao, X,, et al. (2017). Plin5 alleviates
myocardial ischaemia/reperfusion injury by reducing oxidative stress through inhibiting
the lipolysis of lipid droplets. Sci. Rep-uk 7, 42574. doi:10.1038/srep42574

Zou, Y., Palte, M. J,, Deik, A. A,, Li, H,, Eaton, J. K., Wang, W., et al. (2019). A GPX4-
dependent cancer cell state underlies the clear-cell morphology and confers sensitivity to
ferroptosis. Nat. Commun. 10, 1617. d0i:10.1038/s41467-019-09277-9

Zuniga, J., Cancino, M., Medina, F., Varela, P., Vargas, R, Tapia, G., et al. (2011). N-3
PUFA supplementation triggers PPAR-a activation and PPAR-a/NF-kB interaction: Anti-

inflammatory implications in liver ischemia-reperfusion injury. Plos One 6, €28502. doi:10.
1371/journal.pone.0028502

frontiersin.org


https://doi.org/10.1158/0008-5472.can-09-3871
https://doi.org/10.1002/jcb.29889
https://doi.org/10.18632/oncotarget.4479
https://doi.org/10.1189/jlb.3a0515-206r
https://doi.org/10.18632/oncotarget.16673
https://doi.org/10.1038/jcbfm.2013.128
https://doi.org/10.1242/jcs.259402
https://doi.org/10.1073/pnas.2011442117
https://doi.org/10.1038/nature13479
https://doi.org/10.1016/j.bbalip.2009.06.004
https://doi.org/10.1038/nature07976
https://doi.org/10.1002/glia.23978
https://doi.org/10.1074/jbc.ra118.003541
https://doi.org/10.1038/s41589-020-0613-y
https://doi.org/10.1016/j.cell.2017.09.021
https://doi.org/10.1016/j.cell.2022.06.003
https://doi.org/10.1002/embr.201338041
https://doi.org/10.1016/j.cmet.2021.07.004
https://doi.org/10.1038/s41589-020-00734-x
https://doi.org/10.1016/j.bbalip.2020.158820
https://doi.org/10.1158/0008-5472.can-19-0369
https://doi.org/10.1039/c9sm02107h
https://doi.org/10.1186/s40170-020-00217-6
https://doi.org/10.4049/jimmunol.152.3.1394
https://doi.org/10.1038/s41586-020-2623-z
https://doi.org/10.1016/0005-2760(82)90150-3
https://doi.org/10.1016/0005-2760(82)90150-3
https://doi.org/10.1016/j.celrep.2013.12.012
https://doi.org/10.1038/s41467-017-02186-9
https://doi.org/10.1038/s41467-017-02186-9
https://doi.org/10.1038/nature23007
https://doi.org/10.1146/annurev-cellbio-100616-060608
https://doi.org/10.1002/hep.27409
https://doi.org/10.1038/nrc2809
https://doi.org/10.1016/j.bbalip.2017.07.006
https://doi.org/10.1016/j.celrep.2022.110995
https://doi.org/10.1016/j.celrep.2022.110995
https://doi.org/10.1016/j.bbamcr.2008.03.008
https://doi.org/10.3389/fcell.2020.00431
https://doi.org/10.1186/s13045-022-01297-1
https://doi.org/10.1074/jbc.274.33.23577
https://doi.org/10.15252/embr.202050214
https://doi.org/10.1073/pnas.1603244113
https://doi.org/10.1016/j.cell.2013.12.010
https://doi.org/10.1186/s13046-021-02168-2
https://doi.org/10.1016/j.jlr.2022.100223
https://doi.org/10.1038/nrm.2017.76
https://doi.org/10.1038/s41419-022-04593-3
https://doi.org/10.1016/j.chembiol.2019.01.008
https://doi.org/10.1038/srep42574
https://doi.org/10.1038/s41467-019-09277-9
https://doi.org/10.1371/journal.pone.0028502
https://doi.org/10.1371/journal.pone.0028502
https://www.frontiersin.org/journals/cell-and-developmental-biology
https://www.frontiersin.org
https://doi.org/10.3389/fcell.2023.1104725

	Lipid droplets and polyunsaturated fatty acid trafficking: Balancing life and death
	Introduction
	The Janus face of polyunsaturated fatty acids
	Lipid droplets as stress response organelles
	Lipid droplets control lipid fluxes to preserve redox homeostasis and organelle integrity
	PUFA sequestration into TAGs reduces lipid (per)oxidation and cell damage
	Monounsaturated fatty acids, lipid peroxidation and ferroptosis
	Lipid droplet breakdown controls PUFA lipotoxicity and ferroptosis sensitivity
	Lipid droplets and the sensitivity of therapy-resistant cancer to ferroptosis
	Lipid droplets and the production of PUFA-derived signaling mediators
	Conclusion
	Author contributions
	Funding
	Conflict of interest
	Publisher’s note
	References


