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Abstract: Phospholipase A, (PLA;) enzymes were first recognized as an enzyme activity class in
1961. The secreted (sPLAj) enzymes were the first of the five major classes of human PLA;s to be
identified and now number nine catalytically-active structurally homologous proteins. The best-
studied of these, group IIA sPLA;, has a clear role in the physiological response to infection and
minor injury and acts as an amplifier of pathological inflammation. The enzyme has been a target for
anti-inflammatory drug development in multiple disorders where chronic inflammation is a driver
of pathology since its cloning in 1989. Despite intensive effort, no clinically approved medicines
targeting the enzyme activity have yet been developed. This review catalogues the major discoveries
in the human group IIA sPLA; field, focusing on features of enzyme function that may explain this
lack of success and discusses future research that may assist in realizing the potential benefit of
targeting this enzyme. Functionally-selective inhibitors together with isoform-selective inhibitors are
necessary to limit the apparent toxicity of previous drugs. There is also a need to define the relevance
of the catalytic function of hGIIA to human inflammatory pathology relative to its recently-discovered
catalysis-independent function.
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1. Introduction

Phospholipase A, (PLA;) enzyme reactions were formally classified with an Enzyme
Commission number (EC 3.1.1.4) in 1961 [1] and have been the subject of intense study
since then. A literature search on “phospholipase A2” in 2021 retrieved over 28,700 publi-
cations [2] in the 60 years since the enzyme activity was defined. Growth in publication
numbers was exponential up until the early 1990s and has grown linearly in the subsequent
30 years to reach a current rate of ~1700 publications per year in 2020-2021. The discovery
that PLA; enzyme activity was a property shared by a large superfamily of proteins led
to the codification of the enzyme class in a nomenclature system by Prof. Ed Dennis and
colleagues, based on structural and functional features of the enzymes [3,4]. This system
recognized five classes of active enzyme viz. secreted PLA;s (sSPLAjs) cytosolic PLA;s,
(cPLA;js), calcium-independent PLAjs, the platelet activating factor acetylhydrolases and
the lysosomal PLAjs. To date, there are nine sPLA; enzymes expressed in humans, classi-
fied as groups 1B, IIA, IID, 1IE, IIF, III, V, X and XIIA. A brief and by no means exhaustive
timeline of some major discoveries related to human group IIA phospholipase A; (human
PLA2GIIA, human sPLA»-IIA, hGIIA), the subject of this review, is shown in Figure 1.

® PLA: enzyme activity recognized with an EC number

® Purification from snake and bee venoms

® Two groups of PLA:z identified (based on primary sequence analysis)

@® Correlation of plasma PLA: activity with disease severity
Partial protein sequence of human synovial PLA2

Recombinant expression of synovial PLA2

hGIIA identified in sepsis, arthritis, preterm labor, malaria, atherosclerosis
1967 1968-70 1978-81 1985-86 1989 1990 1991 ? Phase lll acute coronary syndrome clinical trial results
1961 1965-69 1977 1984 1988 1989-91 | 1991-98 2014 2021
Crystal structure of hGIIA published

Monoclonal antibodies published
Cloning of synovial/platelet Group IIA PLAz2 cDNA and gene

Characterization, purification of human synovial PLA: activity

®  First crystal structure (bovine Group | PLA2)

@ PLA: activity reported in human secretions and tissues

@ Positional specificity of PLA2 enzyme activity defined
Figure 1. Timeline of major discoveries in hGIIA drug development.

PLA; enzymes are defined by their positional specificity for cleavage of the sn-2 ester
bond of phospholipids to release free fatty acid and lysophospholipid as reported in extracts
of the bovine adrenal medulla [5]. The enzymes were first purified and characterized from
snake and bee venoms [6-9] with the first crystal structure of a PLA;, isolated from bovine
pancreas, published in 1978 [10,11]. The comparison of the primary sequence of PLA,
from several species led to the separation of these enzymes into two groups distinguished
by structural features, with group I comprised of enzymes from elapid snakes and the
pancreas and group II derived from crotalid and viper snakes [12].

In humans, PLA; activity, was first reported in pancreatic juices [13] and cerebrospinal
fluid and brain tissue [14,15]. Over a decade later, during which time enzyme activity assays
were refined [16,17] PLA; activity was detected in plasma from patients with hypotension
and septicemia, providing the first evidence that plasma PLA; activity correlated with
severity of disease [18]. The characterization [19], purification [20] and partial protein
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sequence [21] of a PLA; from the synovial fluid of patients with rheumatoid arthritis and
from platelets [22] followed over the next four years. This information facilitated the
cloning of the gene and recombinant expression of this enzyme [22-24]. Comparison of
the predicted PLA; sequence with the two groups of snake enzyme sequences confirmed
the synovial enzyme as a group II PLA; and with the discovery of several homologous
human gene sequences, this enzyme became referred to as group IIA PLA; [25]. Selective
monoclonal antibodies and their use to identify and quantify hGIIA in plasma and in
tissues and to inhibit its activity, very quickly followed [26-32].

The structure of hGIIA, published in 1991 [33], led to the development and clinical
trial of highly potent active-site inhibitors of hGIIA catalytic activity. Despite these efforts
over the following 30 years, there are no hGIIA inhibitors approved for clinical use. Phase
III clinical trials in patients with acute coronary syndrome were halted due to safety
concerns [34]. This review will explore the hGIIA literature in an effort to shed light on
features of hGIIA function that may account for this lack of success and discuss potential
directions for further research that may be of benefit in realizing the potential clinical utility
of targeting hGIIA function.

2. Relevant Discoveries, 1991-2014

Progress in the phospholipase A, field between 1991 and 2014 has been extensively
reviewed by many groups in both general and specific areas with some examples refer-
enced here [35-39]. Key developments of relevance to hGIIA function in inflammation
were the discovery that the group IIA PLA; gene is non-functional in certain mouse strains,
demonstrating that the enzyme has no universally-essential physiological function in mam-
mals and raising the possibility that enzyme function may be influenced by background
genotype. The finding also raised practical difficulties in generating isogenic in vivo mod-
els where sPLA; expression could be ablated. Transgenic overexpression of hGIIA in
mice provided some insight into the effect of upregulation of the enzyme on phenotype.
However it was clear from the data emerging from cell culture studies and from serum
hGIIA measurements that the effect of aberrant expression of hGIIA was influenced by
cell type, quantitative level of expression and species differences. Robust translation of
preclinical findings to clinically-relevant settings was therefore difficult. Nonetheless,
developments in in vivo gene deletion technologies, together with the development of a
model of inflammatory arthritis that enabled a pathology resembling human arthritis to
be induced in any mouse strain by adoptive transfer of serum demonstrated that group
IIA sPLA; was proinflammatory in this model, while the related group V sPLA, was
suppressive of inflammation [40]. Further, the closely related homolog of group IIA sPLA;,
group IID, has anti-inflammatory effects in lymphoid tissue, resolving hapten-dependent
contact dermatitis in mice [41].

The finding that structurally-related sPLA; enzymes could have opposing effects in a
model of inflammation has significant implications for the development of clinically effective
inhibitors of hGIIA enzyme activity. The active site and catalytic mechanism of sPLA,
enzymes are conserved between isoforms within species and between species. The inhibitor
of hGIIA catalysis, trialed in the clinic, Varespladib [35], despite being highly selective for
sPLA; over other PLA; enzymes, is non-selective for hGIIA over other human secreted
enzymes, also potently inhibiting group V sPLA; (hGV), group X sPLA; (hGX), group 1B,
and group IIE enzymes [42], note: Varespladib is referred to as compound B in this study].
Thus, given there are nine sPLA; enzymes in humans, selectivity within this group will be an
important requirement of effective inhibition of hGIIA-mediated inflammation.

3. hGIIA Function

As described above, the functional impact of hGIIA expression is highly dependent
on cell and tissue type and varies substantially depending on the biochemical context of
its expression. In a physiological context, hGIIA has a well described role in host defense
mediated by its catalytic activity and substrate preference for bacterial membrane phos-
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pholipids phosphatidylglycerol and phosphatidylethanolamine [43,44]. However hGIIA
function in a pathological context is less clear due to its almost ubiquitous upregulation at
organ sites of both chronic and acute inflammation and its implied but poorly-defined role
in directly generating pro-inflammatory lipid mediators. hGIIA, in cell culture and in vitro
experiments, produces lipid mediators such as the potent signaling and only water-soluble
lipid mediator, lysophosphatidic acid (LPA) [45] and arachidonic acid (AA) [39]. AAis
metabolized further by cyclooxygenase, lipoxygenase and cytochrome P450 enzymes to
produce a range of eicosanoid autocrine and paracrine signaling molecules [39]. LPA and
eicosanoids have various physiological roles acting through G-protein coupled receptors
(GPCRs) [39,45].

With the exception of physiological host responses to localized inflammation resulting
from injury or minor infection and in childbirth, inflammatory mediator production is not
the dominant physiological role of hGIIA. Its ability to function as a phospholipase on the
membranes of normal cells is somewhat limited. The highly cationic nature (pI > 10.5) of
hGIIA [46], contributes to its low affinity for the zwitterionic lipid phosphatidylcholine
(PC), which comprises the majority of the outer leaflet of the phospholipid membrane [47].
Several of its preferred substrates; phosphatidylserine (PS), phosphatidylethanolamine (PE)
and phosphatidylglycerol (PG) [48], are present at higher concentrations on the inner leaflet
of the membrane than the outer leaflet. In addition, intracellular cytosolic calcium levels are
far lower than the millimolar concentrations required for hGIIA catalytic activity. Therefore
under physiological conditions, hGIIA generally does not contribute to AA production
through enzymatic activity on the plasma membrane of viable cells [49].

Plasma membrane asymmetry, that protects the cell from hGIIA catalytic activity, is
lost during apoptosis, allowing hGIIA-mediated hydrolysis of the lipid bilayer [50]. This
indicates a potential additional physiological role for hGIIA, involving the removal of
cellular debris, and may also exacerbate certain pathologies where lipid asymmetry is lost.

3.1. hGIIA Function in Host Defense

The physiological functions of hGIIA occur in the extracellular milieu and are fa-
cilitated by electrostatic interactions generated by its positive charge (+14), as most of
its preferred substrates are anionic. As mentioned above, the best characterized role of
hGIIA is in host defense [43,44]. First identified in the 1970s [51-53], hGIIA acts as a first
line of defense against gram-positive bacteria [54,55], attracted by the negatively charged
teichoic and lipoteichoic acids in the peptidoglycan cell wall [56-59]. hGIIA has the highest
bactericidal activity of any sPLA; [60] and is most potent during the logarithmic phase of
bacterial growth [57]. During this phase, hGIIA can penetrate the dividing cell wall and
hydrolyze its preferred substrates PG and PE in the plasma membrane, causing lysis. Gram-
negative bacteria have a thinner peptidoglycan layer with an outer membrane coated with
positively charged lipopolysaccharide (LPS), inhibiting hGIIA hydrolysis of the anionic
plasma membrane [61]. Factors such as bactericidal / permeability increasing proteins (BPI)
and lysozyme can disrupt the cell wall, allowing for hGIIA mediated lysis [62,63]. The
presence of hGIIA in secretory glands and cells such as tear ducts, salivary glands, the
prostate and seminal vesicles, Paneth cells, the lactating breast and gestational tissues also
indicate that host defense is the primary physiological function of hGIIA [64].

Recent research by Dacheux et al. [65] highlights that hGIIA’s role in host defense
extends beyond anti-bactericidal properties to anti-malarial properties. Other sPLA;s
human group IIF, hGV and hGX hydrolyze phospholipids present in lipoproteins producing
non-esterified fatty acids such as polyunsaturated fatty acids that are highly toxic to the
malaria pathogen, Plasmodium falciparum, however these sPLA;s are not detected in the
plasma of infected patients [65]. Conversely, hGIIA has low affinity for these lipoproteins,
but more effectively hydrolyses their oxidized counterparts, which are present in higher
concentrations in plasma from malaria patients [65]. hGIIA is up-regulated in the plasma
of patients with malaria, catalyzes these oxidized phospholipids present in lipoproteins,
promoting its parasite-killing effect [65]. This effect was confirmed with the injection of
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recombinant hGIIA in P. chabaudi infected mice [65], which resulted in a reduction of peak
parasitemia with increased plasma peroxidation.

3.2. hGIIA Function in Inflammation

The known role of hGIIA in inflammatory pathology is primarily a result of its function
as an ‘amplifier of inflammation’ through generation of eicosanoids and lysophospholipids
such as LPA. In physiological inflammation, hGIIA is stored in secretory glands and
vesicles of innate immune cells including mast cells, platelets and eosinophils [66], prior to
release as part of the inflammation response. Under initial inflammatory stimuli, cytokines
such as tumor necrosis factor (TNF), interleukin-1 beta (IL-1f) and interleukin-6 (IL-6)
are secreted from macrophage and mast cells, which in turn activates hGIIA expression
and secretion in a range of cells including macrophage, mast cells, glial cells, platelets,
astrocytes and epithelial cells. hGIIA acts through multiple positive feedback loops to
drive the progression of inflammation from resolvable to chronic. Multiple reports by
Triggiani and Granata et al. [67-69] have shown that secreted hGIIA can also bind to lung
macrophage M-type receptor, although hGIIA binds weakly to this receptor relative to
other sPLA;s. Receptor binding triggers the further cytokine gene transcription for TNF
and IL-6 [67,68], as well as the release of lysosome enzyme (3-glucuronidase and endothelial
growth factors [69]. Through this positive feedback loop, hGIIA and cytokines amplify
each other’s expression, which contributes to the so-called “cytokine” and “eicosanoid”
storm [70] characteristic of severe inflammatory disorders.

The cytokine/eicosanoid amplification cycle also involves cross-talk between hGIIA
and the AA-selective intracellular enzyme cPLAj;-«. TNF increases both hGIIA and
cPLA;-o expression in epithelial cells. Once expressed, hGIIA activates the NF-«B path-
way [71,72], modulating its own expression [73]. NF-kB is also activated by hGIIA metabo-
lite prostaglandin E; (PGE,) via GPCR binding [74], again causing an increase in both
cyclooxygenase-2 (COX-2) and eicosanoid production.

In addition to modulating intracellular signaling pathways, hGIIA also targets extracel-
lular vesicles (EVs), which are generated from all cell lineages after cytokine activation and
contain a range of cargo. EVs have a higher composition of anionic phospholipids than cell
membrane which favors hGIIA activity [75]. Platelet-derived EVs (known as microvesicles)
contain cyclooxygenase-1 (COX-1) and 12-lipoxygenase (12-LOX). These enzymes further
metabolize the AA released from hGIIA to produce primarily thromboxane and 12-HETE
which are responsible for platelet aggregation and EV internalization into neutrophils [76].
LPA derived from hGIIA enzymatic activity on EVs generated by neutrophils also initiate
NF-kB signaling, binding to GPCRs and initiating PI3K/Akt pathways [77] as well as
increasing cytosolic calcium levels required for cPLA»-« translocation to the membrane
and subsequent activation.

During immune cell activation and tissue damage, mitochondria are also expelled
into the extracellular space, and become another substrate for hGIIA. The outer mem-
brane of extracellular mitochondria is hydrolyzed releasing mitochondrial DNA and other
damage-associated molecular patterns (DAMPs), thereby promoting activation of innate
immune cells via Toll-like receptor (TLR) signaling, again contributing to inflammation
amplification [78,79].

3.2.1. hGIIA in Neuroinflammation

Chronic neuroinflammation is associated with and a biomarker for major neurodegen-
erative diseases including Alzheimer’s, Parkinson’s disease and multiple sclerosis. The
importance of studying the function of PLA; enzymes in the central nervous system has
been clear since the earliest days of the field [14,15]. The potential role(s) of mammalian
group IIA PLA,, within a broader discussion of the role of lipid mediators and potential
roles for PLA; enzymes in neuroinflammation in the central nervous system (CNS) were
well reviewed in the mid-late 2000s [80-83]. Of note was a study that characterized the
expression profile of multiple sSPLA; isoforms in the rat CNS [84]. sPLA,-IIA was expressed
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in the brainstem and spinal cord, specifically the cervical, thoracic and lumbar segments,
the spinal trigeminal and the facial motor nuclei and dorsal-and ventral horns of the spinal
cord. Mechanistically, early research by Hernandez et al. [85,86] has identified that hGIIA
initiates both calcium and extracellular receptor kinase (ERK) signaling in astrocytoma cell
lines through binding to a PLA; receptor on the cell surface, a mechanism independent of
hGIIA catalytic activity. Both of these signaling pathways result in activation of cPLA-o
and increased eicosanoid production. In a later study [87], hGIIA was implicated in the
cytotoxicity of cytokine-stimulated THP-1 and human primary astrocytes towards the
human neuroblastoma cell line SH-SY5Y via a non-enzymatic mechanism.

Since that time, there has been little work reported specifically on sPLA,-IIA or hGIIA
function in the CNS. Studies have concentrated on characterizing lipid mediator profiles in
neuroinflammation [88-90]. While the evidence cited above suggests further investigation
of the role of hGIIA in neuroinflammation is warranted, the tools needed to robustly
evaluate hGIIA in the setting of neuroinflammation are lacking. These would necessarily
include the use of genetically modified animal models that allow for conditional and
tunable over-expression of sSPLA,-IIA in specific target cell types. For these studies to be
translatable to human disease, methods of selectively and specifically modifying hGIIA
function by pharmacological means in a non-toxic way are also essential. Such approaches
have not yet been identified or robustly tested in neuroinflammation.

3.2.2. hGIIA in Asthma/COVID-19

Since the discovery that the slow reacting substance of anaphylaxis was a leukotriene
AA metabolite [91], the pathway has been of interest to asthma and allergy researchers.
hGIIA became of interest when it was established that expression of AA and hGIIA is
increased in the bronchoalveolar lavage (BAL) of patients with asthma after antigen inhala-
tion challenge [92]. hGIIA is one of the major sPLA;s responsible for enzymatic activity in
the bronchoalveolar lavage fluid [93]. Furthermore, hGIIA released from mast cells acti-
vates human lung macrophages via paracrine pathways, again progressing inflammation
associated with asthma and other respiratory disorders [94]. The role of hGIIA in asthma,
however, is not as clear as it is for the related secreted PLA, hGX [95,96], for which there is
evidence from gene deletion studies in mice that the enzyme is functionally important in
both acute and chronic asthma models. Equivalent experiments with sPLA,-IIA are, to the
best of our knowledge, yet to be performed.

Recent data has highlighted a new link between hGIIA and SARS-CoV-2 infection
during the COVID-19 pandemic [97]. Out of 80 clinical indices measured, including age
and body mass index, hGIIA and blood urea nitrogen (BUN) were the strongest predictors
of severe disease, with a decision tree based on these two indicators being able to stratify
patients with mild severe or fatal infection on a validation cohort of COVID-positive
patients. Sars-CoV-2 infection also alters the lipidome, resulting in higher concentrations of
lyso-PE and lyso-PS, with no changes in lyso-PC, which is a hallmark of hGIIA activity [97].
Other research suggests COVID-19 may also increase levels of PS on the surface of the
cell membrane, exposing cells to catalytic activity of hGIIA [97,98]. The authors suggest
that hGIIA may mediate severe COVID-19 disease and as its expression is closely linked
to disease outcome, that hGIIA is an attractive therapeutic target. Correlation of hGIIA
expression with severity has been demonstrated in children with COVID-19 with highest
levels in those with acute multisystem inflammatory syndrome [99].

3.2.3. hGIIA in Atherosclerosis

hGIIA has long been proposed as a promoter of atherosclerosis, since it was first
identified as being expressed in, atherosclerotic plaque and the dendritic cell marker CD1a-
positive cells in particular [32]. Preclinical cell culture and in vivo studies supported this
view leading to a sophisticated model of hGIIA function [100]. For example, hGIIA in-
creased levels of 12-LOX and 15-LOX, which oxidize low density lipoproteins (LDL) [101],
transforming them into a substrate for hGIIA [102]. Once LDL phospholipids are metabo-



Molecules 2021, 26, 7267

7 of 20

lized by hGIIA they become small dense LDL particles which are pro-atherogenic [103].
Further expression studies showed the enzyme was highly expressed in human atheroscle-
rotic lesions colocalizing with macrophage and smooth muscle cells [102]. It became clear
that elevated serum hGIIA is an indicator of coronary artery disease and its concentration
an indicator of the risk of coronary events [104], making it not only a prognostic marker
but also a potential therapeutic target. These data, supported by preclinical efficacy studies
in animal models of atherosclerosis, provided the impetus for a double-blind placebo-
controlled trial of Varespladib (500 mg daily) recruiting 5145 acute coronary syndrome
patients [34]. This trial was unexpectedly terminated due to early signals of increased risk
of myocardial infarction (MI) in the treatment group, effectively ending the development
of this drug as a treatment for cardiovascular disease (CVD).

Whether these data rule out hGIIA as a target for the treatment of CVD remains a
matter of debate. Whether increased risk of MI on Varespladib treatment is related to
inhibition of sPLA; activity or due to unknown off-target effects of the drug is not likely
to be known. As mentioned above, Varespladib is non-selective for hGIIA, being a potent
inhibitor of group IIE, hGX, hGV and group IB sPLA;. There are significant differences
in substrate specificity among these enzymes with group X and group V sPLA; having
higher catalytic activity for phosphatidylcholine, the major phospholipid component
of lipoproteins. As described above, hGIIA has greater catalytic activity on oxidized
lipoproteins, indicating hGIIA targets a substantially different population of lipoprotein
substrates than group V or X sPLA,. While oxidative stress is an important contributor to
atherosclerosis, and oxidized LDL is a well-established proatherogenic modification, there
are no definitive studies that robustly determine the effect of hGIIA catalysis of oxidized
LDL on atherogenesis. It is difficult to explore the role of hGIIA pharmacologically in the
absence of sPLA; isoform-selective inhibitors. Without substantially more robust data
supporting a role for hGIIA and defining the precise mechanism of action of the enzyme
within the context of CVD, it is unlikely that hGIIA will be pursued as a target for therapy.

3.2.4. hGIIA in Sepsis

The first clinical study to determine serum PLA,; activity, subsequently shown to be
hGIIA activity, in any disease established an association between this activity and severity
of disease in sepsis and septic shock [18]. This relationship is robust with hGIIA being
recognized as a key biomarker and predictor of mortality in this disease [105,106]. In
addition, a single study establishes that hGIIA is also an important marker in combination
with procalcitonin in predictively distinguishing patients with sepsis from patients with
noninfectious systemic inflammatory response syndrome on presentation at Emergency
Departments (ED) [107]. Despite evidence of benefit in preventing misdiagnosis and
consequent mistreatment of patients on presentation to ED, translation of these findings
into a clinically useful test format available for widespread affordable use remains the
major challenge for this approach.

hGIIA function during sepsis can be best described as a double-edged sword. The well-
known antibacterial function of hGIIA coupled with high serum and tissue concentrations
in severe cases signify its critical role in host defense in clearing infection, yet its catalytic ac-
tivity is also directed towards clearing apoptotic cells including extracellular mitochondria
and the membranes of apoptosing cells. The resulting DAMPs contribute to the cytokine
storm and deregulated hyperinflammation [78,79] that contributes to dysregulation of
tissue function that leads to hypotension and organ failure. A placebo controlled clinical
trial has been conducted aimed at evaluating the efficacy of hGIIA inhibition in patients
with at least two sepsis-induced organ failures treated with Varespladib (LY315920NA /S-
5920) by continuous intravenous infusion for 168 h at a target plasma concentration of
800 ng/mL [108]. The trial was terminated following examination of data on 250 patients
indicated no improvement in 28-day all-cause mortality could be expected. The negative
trend in 28-day all-cause mortality was most pronounced in patients with cardiovascular
at baseline and patients with negative blood cultures at baseline. These findings call into
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question the utility of inhibiting hGIIA activity in severe disease. Interestingly, of the other
sPLA; enzymes known to be inhibited by Varespladib, group V sPLA;, is not detectable in
serum in patients and there is very little, if any, data on the expression of group X sPLA,.

3.2.5. hGIIA in Rheumatoid Arthritis

Discovering the importance of hGIIA in arthritis was always an important scientific
goal since it was first purified from synovial fluid of patients with RA [19-21,23]. Mea-
surements of hGIIA in serum established a correlation between hGIIA concentration and
disease severity, demonstrating that serum hGIIA could be used as an indicator of the
activity of disease [28,109]. The mechanism of action of hGIIA was subsequently explored
in fibroblast-like synoviocytes from RA patients [110]. Exogenous hGIIA, though inactive
on unstimulated cells, was shown to amplify cytokine-mediated induction of prostaglandin
production by an intracellular, catalysis-independent mechanism that upregulated expres-
sion of the cPLA-a-cyclooxygenase-2 pathway.

Eicosanoid upregulation was the result of increased cPLA;-« activity however the
precise mechanism of how hGIIA induces this has not been fully elucidated. Induction was
accompanied by rapid internalization of hGIIA and colocalization with the intermediate
filament protein vimentin [111]. Pharmacological disruption of this interaction suppressed
hGIIA-dependent PGE, production. Exogenous hGIIA was also capable of AA release in
these experiments, however, the substrate for this release was extracellular vesicles (EVs).
The pro-inflammatory role of hGIIA in RA was confirmed by genetic deletion studies in
an adoptive transfer mouse model of arthritis [40]. Deletion of the hGIIA gene resulted
in suppression of arthritis, while, surprisingly, deletion of group V sPLA; exacerbated
joint inflammation. Thus hGIIA has a bifunctional role in modulating RA synoviocyte AA
metabolism and the chronic inflammation driving arthritis not only through its enzymatic
activity on EVs [112], but also through amplifying intracellular eicosanoid production via
a catalytically independent mechanism.

Inhibition of SPLA; has been evaluated in a double-blind placebo-controlled clinical
trial of an oral formulation of Varespladib (LY333013) in 251 active RA patients not respon-
sive to concomitant disease modifying drugs (DMARDs). Patients received doses ranging
from 50 to 1000 mg or placebo once daily for 12 weeks [113]. Though well tolerated, with
dose-response relationships reported for ACR20 responses (a 20% reduction in severity
scores) and C-reactive protein at 1 week, these signals were lost in subsequent weeks due
to ACR20 response increasing in all groups including placebo, leading investigators to
conclude the treatment was ineffective in combination with DMARD treatment. Though
not known at the time, the lack of selectivity for hGIIA over group V and group X sPLA;
likely confounds this study in the light of the anti-inflammatory effects of group V sPLA,
identified in the gene deletion studies [40].

3.2.6. hGIIA in Cancer

The discovery of elevated expression of hGIIA in a range of cancer tissues and in serum
from cancer patients [114,115], sparked interest in its role in cancer progression, a subject
that has been extensively and regularly reviewed. [64,116-120]. A protumorigenic role for
hGIIA is exemplified in prostate cancer because exogenous hGIIA promotes proliferation
in cultured cancer cells and inhibition of hGIIA function slows tumor growth in xenograft
models of disease [121]. hGIIA expression is increased in multiple cancers. However, the
effect of aberrant expression varies with the tissue site of the tumor (Table 1). In prostate
cancer, hGIIA’s pro-tumorigenic effect is likely mediated through production of LPA and
its ability to upregulate cPLA;-« mediated eicosanoid production. It is well established
that both LPA and eicosanoids are heavily involved in carcinogenesis and control of the
tumor microenvironment through interactions with GPCRs, as reviewed by Mills and
Moolenaar [122] and Wang and Dubois [123], respectively.
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Table 1. hGIIA expression and prognostic association in cancer.

Cancer Type Expression Association with Prognosis Reference
Prostate Increased Shorter Patient Survival [118]
Breast Increased Shorter Patient Survival [118]
Gastric Increased Leading to Longer Patient [118]

Survival and Less Metastasis

Lung Increased Shorter Patient Survival [118]
Oesophageal Increased Unknown [118]
Colon Varies from Site Protective [119]
Liver High Shorter Patient Survival [119]
Brain High Shorter Patient Survival [119]
Pancreatic High Early Stage Better Prognosis [119]
Low Late Stage Poor Prognosis [119]
Ovarian High Shorter Patient Survival [119]
Decreased Following Chemotherapy [124]
Skin Increased [125]

As one function of hGIIA is a catalytically independent activation of cPLA-« [126],
it is hypothesized that this mechanism of action is the same as that proposed in arthritis,
with vimentin again implicated as a binding partner of hGIIA [61]. Further investigation
is currently underway to identify the possible role of vimentin in hGIIA’s carcinogenic
effect, and whether inhibition of this proposed interaction could be used for therapeutic
treatment. No clinical trials have yet been published following administration of an hGIIA
inhibitor to cancer patients.

4. hGIIA Mechanism of Action

All known functions of hGIIA are driven either by its activity as a PLA, (catalysis-
dependent) or through cell signaling and interactions with other proteins (catalysis-
independent) mechanisms. Catalytically inactive mutants of hGIIA have been previously
used to determine the mechanism of action in multiple pathologies.

4.1. Catalysis-Dependent Mechanisms

hGIIA exhibits the same highly conserved catalytic dyad as other PLA;s, consisting
of a histidine-48 and an aspartate-99 in close proximity. There are two proposed models
for catalytic function: the ‘triad” model [127] and the ‘calcium-coordinated oxyanion’
model [33,128]. As discussed by Kim et al. [64], the calcium-coordinated oxyanion model
requires a lower activation energy and is more consistent with experimental data from
point substitutions. This model also proposes a role for the calcium binding loop in the
catalytic action of hGIIA, therefore explaining the requirement for millimolar calcium
concentration observed under experimental conditions [22]. The area of hGIIA that directly
binds to phospholipids known as the interfacial binding surface (i-face) consists mostly
of hydrophobic amino acids, as well as cationic residues that contributes to the specificity
of hGIIA for anionic substrates. The i-face is shaped to allow a single phospholipid entry
to the active site for hydrolysis by the catalytic dyad. The absence of a tryptophan on
the i-face also drives substrate specificity, as confirmed by tryptophan substitution [129].
Unlike hGIIA, the amphiphilic indole moiety of tryptophan is present in other sPLA,s with
non-selective substrate specificity and facilitates penetration into the lipid interface of the
phospholipid bilayer, increasing the access of the catalytic site to zwitterionic PC substrate.
The absence of tryptophan explains, in part, the relatively weak catalytic activity of hGIIA
on PC substrates.

The catalytic function of hGIIA is largely confined to extracellular locations, due to
the requirement for millimolar calcium concentrations. Biological substrates for hGIIA
catalysis such as bacteria, EVs, extracellular mitochondria and oxidized LDL are hydrolyzed
in the extracellular space. Though hGIIA catalytic activity is likely to be involved in
chronic inflammation, atherosclerosis, sepsis and respiratory-related pathologies, there are
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few robust experimental models that can test the relative importance of catalysis in vivo.
However, the development of lipidomics approaches [130], coupled with the increasingly
versatile methods of in vivo CRISPR-based genetic modification [131] provides approaches
to explore the impact of hGIIA catalytic activity on the composition of lipid mediators
produced in biological settings.

4.2. Catalysis-Independent Mechanisms

It is well-established that hGIIA function is not limited to its catalytic activity. Many
of the observed effects of hGIIA on biological systems, particularly in pathological settings
characterized by persistent aberrant expression of hGIIA, may be attributed to direct or
indirect perturbation of intracellular cell signaling pathways mediated through protein-
protein interactions.

The catalytically-independent upregulation of eicosanoid production has been ob-
served in cell culture models of several disorders including arthritis, neuroinflammation
and cancer [110,126,132]. In rheumatoid synoviocytes, upregulation of PGE; production by
exogenously-applied hGIIA requires cytokine-mediated activation of the cPLA,-oc/COX-2
biosynthetic pathway. Although hGIIA alone upregulates the expression of COX-2 and
can activate ERK phosphorylation, additional signals from TNF, likely through cPLA>-
and NF-«B activation, are required to increase PGE, production. In combination, hGIIA
amplifies TNF-mediated PGE, production by further upregulating steady-state COX-2
protein expression and this effect is independent of hGIIA catalysis [110,133]. Other studies
in astrocytoma cells suggest that PGE; upregulation is a result of hGIIA’s ability to increase
cPLA-o function. In this case, evidence suggests that exogenous hGIIA binds to a PLA,
receptor (PLA>R) on the cell surface which initiates activation of two separate pathways;
the MAP kinase cascade which activates cPLA,-«, and activation of PLCy and release of
calcium from intracellular stores [85,86]. This effect is not mitigated with the addition of
p-bromophenacyl bromide (BPB) which halts enzymatic activity of hGIIA, confirming that
this mechanism is independent of catalysis. Subsequent research indicates ERK signaling is
initiated through phosphorylation of the endothelial growth factor receptor (EGFR) [132].
This mechanism of action also occurred in breast cancer cell lines and was confirmed
by Dong that hGIIA acts as a ligand, directly binding to and activating EGFR [73,134].
Interestingly, hGIIA structural similarities with EGF likely drive the direct binding with
the receptor, rather than its positive charge [73]. Stimulation of EGFR subsequently ini-
tiates human epidermal growth factor/human epidermal growth factor 2 (HER/HER?2)
signaling and rat sarcoma (RAS)/rapidly accelerated fibrosarcoma (RAF)/ERK kinase
(MEK)/extracellular-signal-regulated kinase (ERK) signaling, leading to cPLA;-« activa-
tion. hGIIA also activates macrophages via binding to M-type receptors on the surface,
stimulating the release of cytokines TNF and IL-6 [68].

Other proteins have been identified to interact with hGIIA in cell culture models
(reviewed in Kim et al. [64]). In human embryonic kidney 293 (HEK293) cells, heparan
sulfate proteoglycans (HSPGs) present on the cell surface also bind hGIIA through charge
interactions [135]. In these cells, HSPGs are required for hGIIA sequestration and for
hGIIA-driven eicosanoid over-production [136]. Cell-surface integrins av33 and «431 also
bind hGIIA via an allosteric mechanism [137].

Vimentin is an intracellular intermediate filament cytoskeleton protein that is also
detectable outside cells under conditions of stress and is reported to bind hGIIA. The
vimentin knock-out mouse has no obvious phenotype unless animals are subjected to
stress, and it is clear that vimentin is involved in cellular stress responses [138]. hGIIA
binds to extracellular vimentin in apoptosing T cells [139], and colocalizes with intracellular
vimentin in FLS cells [111] As discussed by Kim et al. 2020 [64], vimentin binds cPLA-«
and ERK in a calcium dependent manner [140,141], both proteins that are required for
catalytically-independent upregulation of eicosanoid production. Vimentin may act as an
adaptor molecule, facilitating further interactions of these proteins, as inhibition of the
hGIIA /vimentin interaction results in a reduction of hGIIA-generated eicosanoids [111].
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Further research is required to elucidate this possible mechanism of action to define the
role for vimentin in eicosanoid production.

A model of the site-specific mechanism of action of hGIIA is shown in Figure 2. hGIIA
function is compartmentalized in vivo due to the requirement for millimolar calcium con-
centrations for optimal hGIIA enzyme activity that restrict its catalytic activity primarily
to the extracellular environment. Catalysis of phospholipid substrates is driven by hGIIA
affinity for substrate PA > PE~PG > PS >> PC in physiological conditions facilitating clear-
ance of bacteria in barrier secretions and in the innate immune response. In pathological
inflammation, hGIIA catalysis indirectly contributes to immune cell activation through
the release of AA from extracellular vesicles, which is further metabolized by 12/15 LOX
enzymes to generate activating DAMP ligands that contribute to innate immune responses
through TLR4 activation. Aberrant upregulation of hGIIA in response to inflammatory
cytokines results in hGIIA internalization and colocalization with the intermediate filament
protein vimentin in mesenchymal cells. Internalization results in catalysis-independent
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Figure 2. hGIIA catalysis-dependent and -independent functions in inflammation.

5. Pharmacological Inhibition of hGIIA Function

Considering the role of hGIIA in physiology and its dysregulation associated with
multiple disorders, it is clear that identification of potent inhibitors of hGIIA may be useful
not only in alleviating disease symptoms, but also in defining hGIIA function. Natural
and synthetic inhibitors of hGIIA have been identified. However, as described above, no
hGIIA inhibitors have currently been approved due to toxicity concerns. Inhibitors of hGIIA
have been previously reviewed [64,142]. Originally hGIIA inhibitors were classified based
on their specific chemical conformations but recently a functional basis of classification was
introduced by Lee et al. [111], viz. inhibitors which are selective for (a) the catalysis-dependent
mechanism or (b) the catalysis-independent mechanism or (c) dual function inhibitors.
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5.1. Inhibitors of the Catalysis-Dependent Mechanism

BPB is the only confirmed catalysis-dependent inhibitor of hGIIA. It is a chemically
synthesized molecule shown to abrogate the enzymatic ability of hGIIA through alkylation
of the active-site histidine without affecting hGIIA non-catalytic function. However, while
useful for inhibiting the activity of purified hGIIA in exogenous addition experiments
in vitro, this compound is a non-selective alkylating agent, so therefore not selective for
hGIIA function on in vivo administration [143]. Nonetheless its mode of binding provides
insight into how selective hGIIA catalysis inhibitors may be designed [111].

There are several reports of naturally-occurring compounds that modulate hGIIA
catalytic function, however their selectivity for hGIIA and their precise mechanism of
action is unclear. For example, the anti-inflammatory activity of a natural pentacyclic
triterpenoid, maslinic acid, is reported to be due to its ability to bind to the calcium
binding loop and i-face of hGIIA thereby reducing the release of fatty acids and lysophos-
pholipids [144] Interestingly, maslinic acid was also found to significantly reduce lipid
accumulation in macrophages by suppressing hGIIA-induced endocytic activity. This, in
turn, inhibits LDL uptake in foam cells and suppresses hGIIA-induced up-regulation of
PGE; levels, inhibiting monocyte migration and differentiation an immune-inflammation
processes [145]. Sulforaphane [145], orientin [146], vicenin-2 [147] and scolymoside [148]
are other naturally-occurring compounds that inhibit the in vitro and in vivo enzymatic
activity of hGIIA in LPS stimulated human umbilical vein endothelial cells (HUVECsS) or
in a cecal ligation and puncture, an in vivo model of sepsis. These natural compounds are
likely to have pleiotropic effects on several pathways in addition to hGIIA inhibition that
could explain these effects. For example, maslinic acid is known to bind to multiple target
proteins associated with malarial infection [149]. Their utility as pharmacological agents to
probe the mechanism of action of hGIIA is therefore limited. In addition, the contribution
of observed hGIIA inhibition to their anti-inflammatory action relative to other effects is
difficult to establish.

5.2. Inhibitors of the Catalysis-Independent Mechanism

A tryptic digestion product of hGIIA, ("OFLSYK"#) was found to be a weak inhibitor of
hGIIA catalytic activity [150]. Structure-activity studies coupled with cyclization improve
the potency of the compound through replacement of the aromatic amino acids phenylala-
nine and tyrosine with 2-naphthylylalanine and lysine with arginine [151]. The resulting
compound cyclo-((2-Nal)-Leu-Ser-(2-Nal)-Arg), known as c2, selectively inhibits exogenous
hGIIA-mediated catalysis-independent PGE; synthesis with weak inhibition of catalytic activ-
ity relative to active site inhibitors Me-Indoxam, KHO064 and LY311727 [111]. The active site
inhibitors also inhibited the catalysis-independent function of hGIIA with similar potency to
the peptides, demonstrating that these compounds are dual-function inhibitors. The defining
feature of dual function inhibitors is that, in addition to tightly binding to the active site of
hGIIA, they also protrude from the hydrophobic channel that allows substrate entry to the
active site, thus disturbing the i-face of hGIIA. The c2 peptide acted as an inhibitor of the
interaction between hGIIA and vimentin that occurs on internalization of hGIIA into the
synovial cells [111]. This finding supports a model that hGIIA-dependent amplification of
PGE; production through upregulation of COX-2, also inhibited by ¢2, is mediated by an
hGIIA-vimentin interaction. These peptides have been shown to slow the growth of prostate
tumors in xenograft mouse models of prostate cancer [121].

Peptide inhibitors of the binding of hGIIA to integrin ocv(33 have also been developed
from peptide libraries, and a tetrapeptide molecule linked with pyrazolylthiazole moiety
was found to have ICsg of 20 uM in a cell adhesion assay using immobilized hGIIA [152].
The docking simulation, as part of this study, predicted that this inhibitor interacts with
Arg81 and Argl08 of hGIIA, rather than to the integrin [152]. Whether these compounds
have efficacy in in vivo models of inflammation remains to be determined.
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6. Summary and Conclusions

The last 30 years of research has demonstrated the complexity of PLA; function with the
discovery of a superfamily of PLA; enzymes. The secreted enzymes have diverse and often
organ-specific roles in regulating eicosanoid metabolism. hGIIA catalytic activity is clearly
associated with the immune response to both bacterial and possibly viral infection and its
expression under physiological conditions is limited to glandular secretions with barrier
function and to innate immune cell granules. Under conditions of cellular stress, platelets
and cells release EVs enriched in hGIIA substrates which are acted on by hGIIA in concert
with lipoxygenase enzymes to produce lipid mediator DAMPs that activate cellular immu-
nity through TLR signaling. We have characterized an intracellular catalysis-independent
mechanism whereby hGIIA superinduces cytokine-mediated eicosanoid production through
colocalization with vimentin and induction of COX-2 expression. The molecular mechanism
of induction is not clearly-defined. However the effect is blocked by cyclic peptide in-
hibitors that interfere with hGIIA-vimentin colocalization. hGIIA also binds to other proteins.
Nevertheless, the role of these interactions in pathology is yet to be determined.

The failure of clinical trials with potent inhibitors of hGIIA catalysis due to unex-
pected safety signals, has effectively halted further development of this class of inhibitor
for the treatment of inflammation. It remains an important goal to determine a mecha-
nism that can explain these toxicity signals. It is equally important to concentrate effort
on developing both structurally-selective inhibitors that have minimal activity on other
secreted PLA;s and functionally selective inhibitors that are selective for hGIIA catalysis
and inhibitors that are selective for hGIIA catalysis independent function. Structure-based
drug design approaches continue to offer the possibility of discovering inhibitors with
improved selectivity for catalysis as demonstrated for by the identification of an indole
inhibitor with 100-fold and 50-fold greater potency for group IIE sPLA; over group IID and
hGX respectively [42,153]. However, selective inhibitors of hGIIA catalysis remain elusive.
Further, thus far, catalysis inhibitors, with the exception of BPB, also inhibit the catalysis-
independent function of hGIIA [111]. hGIIA binds to several different proteins [63], so it
will be important to learn more about the functional consequences of these interactions
and to identify compounds that can selectively block pathological interactions.

The complexity of hGIIA expression and function is ideally suited to the application
of new technologies such as CRISPR/Cas9-mediated gene modification to create precision
models to determine the effect of ablation of hGIIA enzyme activity in cellular and animal
models of disease. Additionally, dramatic advances in omics technologies resulting in
accessible and reliable generation of lipidomics, proteomics and transcriptomics data allow
detailed examination of the effect of manipulation of hGIIA function on global metabolism.
This coupled with emerging advances in network pharmacology approaches [154,155]
will enable the integration of complex omics data as well as known biochemistry of the
metabolic pathways and cellular interactions into testable in silico models to assess the
system-level effect and efficacy of hGIIA inhibitors in different cellular and tissue con-
texts. Further, advances in imaging techniques coupled with omics technologies in both
physiological and pathological states [156-158] have created opportunities to examine the
dynamic intracellular organization of hGIIA and its protein interaction partners to explore
the temporal and spatial organization of the enzyme in cellular and tissue contexts.

The complexity of the role and function of hGIIA in pathology is an ideal and timely
challenge that is addressable by these recent technological advances. These advancements
are likely to define the relevance of hGIIA function in pathological settings and provide
guidance on how best to pharmacologically intervene to limit the proinflammatory effect
of hGIIA without toxicity.

Author Contributions: K.ES., T.J.M. and S.F. wrote the original draft; S.F. created the figures, M.S.
prepared the table; K.ES., S.F, M.S., T].M. and EV. reviewed and edited the original draft. A.R.
(Anshuli Razdan), R.R.K,, A.C., A.R. (Aflah Roohullah), K.J.B.,, KK.G., D.G.H., G.G.G.,, WB.C,,PJ.R,,
Q.D. and P.d.S. reviewed and edited subsequent drafts. All authors have read and agreed to the
published version of the manuscript.



Molecules 2021, 26, 7267 14 of 20

Funding: The work for this review received no external research funding.
Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: Not applicable.

Acknowledgments: Authors would like to acknowledge internal grant support from Western Sydney
University (The Ainworth Fund, A.C., K.ES., P.d.S.), The Ingham Institute’s Narellan Rotary Club
competitive grants scheme (S.F.) and historical support from the National Health and Medical Re-
search Council, The Rebecca L. Cooper Medical Research Foundation, The St George and Sutherland
Medical Research Foundation, The Cancer Council (NSW), and The Prostate Cancer Foundation of
Australia. K.ES. wishes to particularly acknowledge the intellectual and professional support of
Professors Garry Graham, Pamela Russell and Paul de Souza. This work is dedicated to the late Dr
Albert Tseng and to colleagues past and present who have contributed to this field.

Conflicts of Interest: K.F.S., WB.C. and P.d.S. are shareholders of Filamon Pty Ltd., which owns
intellectual property relating to the use of small peptides and other compounds in the diagnosis and
treatment of human disease. None of the employers or funders had any role in the compilation of this
review, data collection and analysis, decision to publish or preparation of the manuscript. All other
authors declare no potential competing financial, non-financial, professional or personal interests
relating to this manuscript.

References

1.  KEGG Database. Available online: https://www.genome.jp/dbget-bin/www_bget?ec:3.1.1.4 (accessed on 19 October 2021).

2. OVID Search of Embase Database. Available online: https:/ /www.embase.com/landing?status=grey (accessed on 17 October 2021).

3. Dennis, E.A. Diversity of group types, regulation, and function of phospholipase Aj,. J. Biol. Chem. 1994, 269, 13057-13060.
[CrossRef]

4. Schaloske, R.H.; Dennis, E.A. The phospholipase A; superfamily and its group numbering system. Biochim. Biophys. Acta 2006,
1761, 1246-1259. [CrossRef] [PubMed]

5. Winkler, H.; Smith, A.D.; Dubois, F.; van den Bosch, H. The positional specificity of lysosomal phospholipase A activities.
Biochem, ]. 1967, 105, 38C—40C. [CrossRef]

6. Habermann, E.; Reiz, K.G. On the biochemistry of bee venom peptides, melittin and apamin. Biochem. Z. 1965, 343, 192-203.
[PubMed]

7.  De Haas, G.H.; Postema, N.M.; Nieuwenhuizen, W.; van Deenen, L.L. Purification and properties of phospholipase A from
porcine pancreas. Biochim. Biophys. Acta 1968, 159, 103-117. [CrossRef]

8. Wells, M.A.; Hanahan, D.]. Studies on phospholipase A. I. Isolation and characterization of two enzymes from Crotalus adamanteus
venom. Biochemistry 1969, 8, 414-424. [CrossRef] [PubMed]

9. Wu, T.W,; Tinker, D.O. Phospholipase A from Crotalus atrox venom. I. Purification and some properties. Biochemistry 1969, 8,
1558-1568. [CrossRef]

10. Dijkstra, B.W,; Drenth, J.; Kalk, K.H.; Vandermaelen, PJ. Three-dimensional structure and disulfide bond connections in bovine
pancreatic phospholipase Aj;. J. Mol. Biol. 1978, 124, 53-60. [CrossRef]

11. Dijkstra, B.W.; Kalk, K.H.; Hol, W.G.; Drenth, J. Structure of bovine pancreatic phospholipase A; at 1.7A resolution. J. Mol. Biol.
1981, 147,97-123. [CrossRef]

12.  Heinrikson, R.L.; Krueger, E.T.; Keim, P.S. Amino acid sequence of phospholipase Aj-alpha from the venom of Crotalus
adamanteus. A new classification of phospholipases A; based upon structural determinants. . Biol. Chem. 1977, 252, 4913-4921.
[CrossRef]

13. Belleville, J.; Clement, J. Trypsin activation of phospholipase A, from human and rat pancreatic juice. Bull. Soc. Chim. Biol. 1968,
50, 1419-1424.

14. Illingworth, D.R.; Glover, ]. Phospholipases in cerebrospinal fluid and cell fractions of human brain. Biochem. J. 1969, 115, 16P-17P.
[CrossRef] [PubMed]

15. Cooper, M.E; Webster, G.R. The differentiation of phospholipase Al and A; in rat and human nervous tissues. . Neurochem. 1970,
17, 1543-1554. [CrossRef]

16. Dennis, E.A. Mechanism of phospholipase A; action toward mixed micelles of detergent and phospholipids. Adv. Exp. Med. Biol.
1978, 101, 165-175. [CrossRef]

17.  Hendrickson, H.S.; Dennis, E.A. Kinetic analysis of the dual phospholipid model for phospholipase A, action. J. Biol. Chem. 1984,
259, 5734-5739. [CrossRef]

18. Vadas, P. Elevated plasma phospholipase A; levels: Correlation with the hemodynamic and pulmonary changes in gram-negative

septic shock. J. Lab. Clin. Med. 1984, 104, 873-881.


https://www.genome.jp/dbget-bin/www_bget?ec:3.1.1.4
https://www.embase.com/landing?status=grey
http://doi.org/10.1016/S0021-9258(17)36794-7
http://doi.org/10.1016/j.bbalip.2006.07.011
http://www.ncbi.nlm.nih.gov/pubmed/16973413
http://doi.org/10.1042/bj1050038C
http://www.ncbi.nlm.nih.gov/pubmed/5876063
http://doi.org/10.1016/0005-2744(68)90248-9
http://doi.org/10.1021/bi00829a057
http://www.ncbi.nlm.nih.gov/pubmed/5777339
http://doi.org/10.1021/bi00832a035
http://doi.org/10.1016/0022-2836(78)90146-8
http://doi.org/10.1016/0022-2836(81)90081-4
http://doi.org/10.1016/S0021-9258(17)40140-2
http://doi.org/10.1042/bj1150016Pb
http://www.ncbi.nlm.nih.gov/pubmed/5353506
http://doi.org/10.1111/j.1471-4159.1970.tb03724.x
http://doi.org/10.1007/978-1-4615-9071-2_15
http://doi.org/10.1016/S0021-9258(18)91075-6

Molecules 2021, 26, 7267 15 of 20

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

Vadas, P; Stefanski, E.; Pruzanski, W. Characterization of extracellular phospholipase A, in rheumatoid synovial fluid. Life Sci.
1985, 36, 579-587. [CrossRef]

Stefanski, E.; Pruzanski, W.; Sternby, B.; Vadas, P. Purification of a soluble phospholipase A; from synovial fluid in rheumatoid
arthritis. J. Biochem. 1986, 100, 1297-1303. [CrossRef]

Hara, S.; Kudo, I.; Matsuta, K.; Miyamoto, T.; Inoue, K. Amino acid composition and NH2-terminal amino acid sequence of
human phospholipase A, purified from rheumatoid synovial fluid. J. Biochem. 1988, 104, 326-328. [CrossRef] [PubMed]
Kramer, R.M.; Hession, C.; Johansen, B.; Hayes, G.; McGray, P.; Chow, E.P; Tizard, R.; Pepinsky, R.B. Structure and properties of a
human non-pancreatic phospholipase Aj. . Biol. Chem. 1989, 264, 5768-5775. [CrossRef]

Seilhamer, J.J.; Pruzanski, W.; Vadas, P,; Plant, S.; Miller, J.A.; Kloss, J.; Johnson, L.K. Cloning and recombinant expression of
phospholipase A; present in rheumatoid arthritic synovial fluid. J. Biol. Chem. 1989, 264, 5335-5338. [CrossRef]

Tseng, A.; Buchta, R.; Goodman, A.E.; Loughnan, M.; Cairns, D.; Seilhamer, ].; Johnson, L.; Inglis, A.S.; Scott, K.F. A strategy for
obtaining active mammalian enzyme from a fusion protein expressed in bacteria using phospholipase A, as a model. Protein
Expr. Purif. 1991, 2, 127-135. [CrossRef]

Johnson, L.K.; Frank, S.; Vades, P; Pruzanski, W.; Lusis, A.].; Seilhamer, J.J. Localization and evolution of two human phospholi-
pase A, genes and two related genetic elements. Adv. Exp. Med. Biol. 1990, 275, 17-34. [CrossRef] [PubMed]

Takayama, K.; Kudo, I.; Hara, S.; Murakami, M.; Matsuta, K.; Miyamoto, T.; Inoue, K. Monoclonal antibodies against human
synovial phospholipase A;. Biochem. Biophys. Res. Commun. 1990, 167, 1309-1315. [CrossRef]

Green, J.A.; Smith, G.M.; Buchta, R.; Lee, R.; Ho, K.Y.; Rajkovic, L. A.; Scott, K.F. Circulating phospholipase A, activity associated
with sepsis and septic shock is indistinguishable from that associated with rheumatoid arthritis. Inflammation 1991, 15, 355-367.
[CrossRef]

Smith, G.M.; Ward, R.L.; McGuigan, L.; Rajkovic, I.A.; Scott, K.F. Measurement of human phospholipase A; in arthritis plasma
using a newly developed sandwich ELISA. Br. ]. Rheumatol. 1992, 31, 175-178. [CrossRef]

Rice, G.E.; Brennecke, S.P.; Scott, K.F.; Smith, G.M.; Rajkovic, I.A.; Bishop, G.J. Elevated maternal plasma immunoreactive
phospholipase A; in human preterm and term labour. Eicosanoids 1992, 5, 9-12.

Vadas, P; Keystone, J.; Stefanski, E.; Scott, K.; Pruzanski, W. Induction of circulating group II phospholipase A; expression in
adults with malaria. Infect. Immun. 1992, 60, 3928-3931. [CrossRef] [PubMed]

Bobryshev, Y.V.; Crozier, J.A.; Lord, R.S.; Tran, D.; Jamal, O.S.; Parsson, H.N.; Scott, K.F. Expression of secretory group II
phospholipase A, by CD1a positive cells-in human atherosclerotic plaques. Atherosclerosis 1996, 127, 283-285. [CrossRef]

Jamal, O.S.; Conaghan, P.G.; Cunningham, A.M.; Brooks, PM.; Munro, V.F; Scott, K.F. Increased expression of human type Ila
secretory phospholipase A, antigen in arthritic synovium. Ann. Rheum. Dis. 1998, 57, 550-558. [CrossRef]

Wery, ].P.,; Schevitz, RW.; Clawson, D.K,; Bobbitt, J.L.; Dow, E.R.; Gamboa, G.; Goodson, T., Jr.; Hermann, R.B.; Kramer, RM.;
McClure, D.B.; et al. Structure of recombinant human rheumatoid arthritic synovial fluid phospholipase A; at 2.2 A resolution.
Nature 1991, 352, 79-82. [CrossRef]

Nicholls, S.J.; Kastelein, ].J.; Schwartz, G.G.; Bash, D.; Rosenson, R.S.; Cavender, M.A; Brennan, D.M.; Koenig, W.; Jukema, ].W,;
Nambi, V.; et al. Varespladib and cardiovascular events in patients with an acute coronary syndrome: The VISTA-16 randomized
clinical trial. J. Am. Med. Assoc. 2014, 311, 252-262. [CrossRef] [PubMed]

Murakami, M.; Sato, H.; Miki, Y.; Yamamoto, K.; Taketomi, Y. A new era of secreted phospholipase A;. |. Lipid Res. 2015, 56,
1248-1261. [CrossRef]

Scott, K.F,; Bryant, K.J.; Bidgood, M.]. Functional coupling and differential regulation of the phospholipase A;-cyclooxygenase
pathways in inflammation. J. Leukoc. Biol. 1999, 66, 535-541. [CrossRef] [PubMed]

Kuwata, H.; Fujimoto, C.; Yoda, E.; Shimbara, S.; Nakatani, Y.; Hara, S.; Murakami, M.; Kudo, I. A novel role of group VIB
calcium-independent phospholipase A, (iPLA;gamma) in the inducible expression of group IIA secretory PLA; in rat fibroblastic
cells. J. Biol. Chem. 2007, 282, 20124-20132. [CrossRef]

Dennis, E.A.; Cao, J.; Hsu, Y.H.; Magrioti, V.; Kokotos, G. Phospholipase A, enzymes: Physical structure, biological function,
disease implication, chemical inhibition, and therapeutic intervention. Chem. Rev. 2011, 111, 6130-6185. [CrossRef] [PubMed]
Lambeau, G.; Gelb, M.H. Biochemistry and physiology of mammalian secreted phospholipases A,. Annu. Rev. Biochem. 2008, 77,
495-520. [CrossRef]

Boilard, E.; Lai, Y.; Larabee, K.; Balestrieri, B.; Ghomashchi, F; Fujioka, D.; Gobezie, R.; Coblyn, ].S.; Weinblatt, ML.E.;
Massarotti, E.M.; et al. A novel anti-inflammatory role for secretory phospholipase A, in immune complex-mediated arthritis.
EMBO Mol. Med. 2010, 2, 172-187. [CrossRef]

Miki, Y.; Yamamoto, K.; Taketomi, Y.; Sata, H.; Shimo, K.; Kobayashi, T.; Ishikawa, Y.; Ishii, T.; Nakanishi, H.; Ikeda, K ; et al.
Lymphoid tissue phospholipase A2 group IID resolves contact hyperesensitvty by driving anti-inflammatory lipid mediators. J.
Exp. Med. 2013, 210, 1217-1234. [CrossRef]

Smart, B.P; Oslund, R.C.; Walsh, L.A.; Gelb, M.H. The first potent inhibitor of mammalian group X sectreted phospholipase Aj:
Elucidation of sites of enhanced binding. J. Med. Chem. 2006, 49, 2858-2860. [CrossRef]

Nevalainen, T.J.; Graham, G.G.; Scott, K.F. Antibacterial actions of secreted phospholipases A,. Review. Biochim. Biophys. Acta
2008, 1781, 1-9. [CrossRef]

Dore, E.; Boilard, E. Roles of secreted phospholipase A, group IIA in inflammation and host defense. Biochim. Biophys. Acta Mol.
Cell Biol. Lipids 2019, 1864, 789-802. [CrossRef] [PubMed]


http://doi.org/10.1016/0024-3205(85)90640-X
http://doi.org/10.1093/oxfordjournals.jbchem.a121836
http://doi.org/10.1093/oxfordjournals.jbchem.a122467
http://www.ncbi.nlm.nih.gov/pubmed/3240982
http://doi.org/10.1016/S0021-9258(18)83616-X
http://doi.org/10.1016/S0021-9258(18)83549-9
http://doi.org/10.1016/1046-5928(91)90061-M
http://doi.org/10.1007/978-1-4684-5805-3_2
http://www.ncbi.nlm.nih.gov/pubmed/2239445
http://doi.org/10.1016/0006-291X(90)90666-B
http://doi.org/10.1007/BF00917352
http://doi.org/10.1093/rheumatology/31.3.175
http://doi.org/10.1128/iai.60.9.3928-3931.1992
http://www.ncbi.nlm.nih.gov/pubmed/1500203
http://doi.org/10.1016/S0021-9150(96)05946-1
http://doi.org/10.1136/ard.57.9.550
http://doi.org/10.1038/352079a0
http://doi.org/10.1001/jama.2013.282836
http://www.ncbi.nlm.nih.gov/pubmed/24247616
http://doi.org/10.1194/jlr.R058123
http://doi.org/10.1002/jlb.66.4.535
http://www.ncbi.nlm.nih.gov/pubmed/10534105
http://doi.org/10.1074/jbc.M611883200
http://doi.org/10.1021/cr200085w
http://www.ncbi.nlm.nih.gov/pubmed/21910409
http://doi.org/10.1146/annurev.biochem.76.062405.154007
http://doi.org/10.1002/emmm.201000072
http://doi.org/10.1084/jem.20121887
http://doi.org/10.1021/jm060136t
http://doi.org/10.1016/j.bbalip.2007.12.001
http://doi.org/10.1016/j.bbalip.2018.08.017
http://www.ncbi.nlm.nih.gov/pubmed/30905346

Molecules 2021, 26, 7267 16 of 20

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

Snitko, Y.; Yoon, E.T.; Cho, W. High specificity of human secretory class II phospholipase A; for phosphatidic acid. Biochem. .
1997, 321, 737-741. [CrossRef] [PubMed]

Snitko, Y.; Koduri, R.S.; Han, S.K.; Othman, R.; Baker, S.F.; Molini, B.J.; Wilton, D.C.; Gelb, M.H.; Cho, W. Mapping the interfacial
binding surface of human secretory group Ila phospholipase A,. Biochemistry 1997, 36, 14325-14333. [CrossRef]

Singer, A.G.; Ghomashchi, F; Le Calvez, C.; Bollinger, ]J.; Bezzine, S.; Rouault, M.; Sadilek, M.; Nguyen, E.; Lazdunski, M.;
Lambeau, G.; et al. Interfacial kinetic and binding properties of the complete set of human and mouse groups I, II, V, X, and XII
secreted phospholipases Aj. J. Biol. Chem. 2002, 277, 48535-48549. [CrossRef]

Bezzine, S.; Bollinger, ].G.; Singer, A.G.; Veatch, S.L.; Keller, S.L.; Gelb, M.H. On the binding preference of human groups IIA and
X phospholipases A, for membranes with anionic phospholipids. J. Biol. Chem. 2002, 277, 48523-48534. [CrossRef] [PubMed]
Bezzine, S.; Koduri, R.S.; Valentin, E.; Murakami, M.; Kudo, I.; Ghomashchi, F; Sadilek, M.; Lambeau, G.; Gelb, M.H. Exogenously
added human group X secreted phospholipase A, but not the group IB, IIA, and V enzymes efficiently release arachidonic acid
from adherent mammalian cells. J. Biol. Chem. 2000, 275, 3179-3191. [CrossRef]

Atsumi, G.; Murakami, M.; Tajima, M.; Shimbara, S.; Hara, N.; Kudo, I. The perturbed membrane of cells undergoing apoptosis is
susceptible to type II secretory phospholipase A; to liberate arachidonic acid. Biochim. Biophys. Acta 1997, 1349, 43-54. [CrossRef]
Weiss, ].; Franson, R.C.; Beckerdite, S.; Schmeidler, K.; Elsbach, P. Partial characterization and purification of a rabbit granulocyte
factor that increases permeability of Escherichia coli. . Clin. Investig. 1975, 55, 33—42. [CrossRef] [PubMed]

Elsbach, P.; Weiss, ]J.; Franson, R.C.; Beckerdite-Quagliata, S.; Schneider, A.; Harris, L. Separation and purification of a po-
tent bactericidal / permeability-increasing protein and a closely associated phospholipase A, from rabbit polymorphonuclear
leukocytes. Observations on their relationship. J. Biol. Chem. 1979, 254, 11000-11009. [CrossRef]

Weiss, J.; Beckerdite-Quagliata, S.; Elsbach, P. Determinants of the action of phospholipases A on the envelope phospholipids of
Escherichia coli. J. Biol. Chem. 1979, 254, 11010-11014. [CrossRef]

Weinrauch, Y.; Abad, C.; Liang, N.S.; Lowry, S.E,; Weiss, J. Mobilization of potent plasma bactericidal activity during systemic
bacterial challenge. Role of group IIA phospholipase A;. J. Clin. Investig. 1998, 102, 633-638. [CrossRef] [PubMed]

Laine, VJ.; Grass, D.S.; Nevalainen, T.]J. Protection by group II phospholipase A; against Staphylococcus aureus. J. Immunol. 1999,
162, 7402-7408. [PubMed]

Brown, S.; Santa Maria, ]J.P, Jr.; Walker, S. Wall teichoic acids of gram-positive bacteria. Annu. Rev. Microbiol. 2013, 67, 313-336.
[CrossRef]

Foreman-Wykert, A.K.; Weinrauch, Y.; Elsbach, P.; Weiss, J. Cell-wall determinants of the bactericidal action of group IIA
phospholipase A, against Gram-positive bacteria. J. Clin. Investig. 1999, 103, 715-721. [CrossRef]

Schneewind, O.; Missiakas, D. Lipoteichoic acids, phosphate-containing polymers in the envelope of gram-positive bacteria. J.
Bacteriol. 2014, 196, 1133-1142. [CrossRef]

Koprivnjak, T.; Peschel, A.; Gelb, M.H.; Liang, N.S.; Weiss, J.P. Role of charge properties of bacterial envelope in bactericidal
action of human group IIA phospholipase A; against Staphylococcus aureus. J. Biol. Chem. 2002, 277, 47636-47644. [CrossRef]
Koduri, R.S.; Gronroos, J.O.; Laine, V.J.; Le Calvez, C.; Lambeau, G.; Nevalainen, T.J.; Gelb, M.H. Bactericidal properties of human
and murine groups I, II, V, X, and XII secreted phospholipases A;. J. Biol. Chem. 2002, 277, 5849-5857. [CrossRef]

Buckland, A.G.; Wilton, D.C. The antibacterial properties of secreted phospholipases A;. Biochim. Biophys. Acta 2000, 1488, 71-82.
[CrossRef]

Wiese, A.; Brandenburg, K.; Lindner, B.; Schromm, A.B.; Carroll, S.E; Rietschel, E.T.; Seydel, U. Mechanisms of action of the
bactericidal / permeability-increasing protein BPI on endotoxin and phospholipid monolayers and aggregates. Biochemistry 1997,
36, 10301-10310. [CrossRef]

Ben Bacha, A.; Abid, I. Secretory phospholipase A; in dromedary tears: A host defense against staphylococci and other
gram-positive bacteria. Appl. Biochem. Biotechnol. 2013, 169, 1858-1869. [CrossRef]

Kim, R.R.; Chen, Z.; Mann, T].; Bastard, K.; Scott, K.E.; Church, W.B. Structural and Functional Aspects of Targeting the Secreted
Human Group IIA Phospholipase Aj;. Molecules 2020, 25, 4459. [CrossRef]

Dacheux, M.; Sinou, V.; Payre, C.; Jeammet, L.; Parzy, D.; Grellier, P.; Deregnaucourt, C.; Lambeau, G. Antimalarial Activity of
Human Group IIA Secreted Phospholipase A; in Relation to Enzymatic Hydrolysis of Oxidized Lipoproteins. Infect. Immun.
2019, 87, e00556-19. [CrossRef]

Nevalainen, T.J.; Haapanen, T.]J. Distribution of pancreatic (group I) and synovial-type (group II) phospholipases A in human
tissues. Inflammation 1993, 17, 453-464. [CrossRef] [PubMed]

Triggiani, M.; Granata, F,; Oriente, A.; De Marino, V.; Gentile, M.; Calabrese, C.; Palumbo, C.; Marone, G. Secretory phospholipases
A induce beta-glucuronidase release and IL-6 production from human lung macrophages. J. Immunol. 2000, 164, 4908-4915.
[CrossRef] [PubMed]

Granata, F; Petraroli, A.; Boilard, E.; Bezzine, S.; Bollinger, J.; Del Vecchio, L.; Gelb, M.H.; Lambeau, G.; Marone, G.; Triggiani, M.
Activation of cytokine production by secreted phospholipase A; in human lung macrophages expressing the M-type receptor. J.
Immunol. 2005, 174, 464-474. [CrossRef] [PubMed]

Granata, F,; Frattini, A.; Loffredo, S.; Staiano, R.I.; Petraroli, A.; Ribatti, D.; Oslund, R.; Gelb, M.H.; Lambeau, G.; Marone, G.; et al.
Production of vascular endothelial growth factors from human lung macrophages induced by group IIA and group X secreted
phospholipases A;. J. Immunol. 2010, 184, 5232-5241. [CrossRef] [PubMed]

Dennis, E.A.; Norris, P.C. Eicosanoid storm in infection and inflammation. Nat. Rev. Immunol. 2015, 15, 511-523. [CrossRef]


http://doi.org/10.1042/bj3210737
http://www.ncbi.nlm.nih.gov/pubmed/9032461
http://doi.org/10.1021/bi971200z
http://doi.org/10.1074/jbc.M205855200
http://doi.org/10.1074/jbc.M203137200
http://www.ncbi.nlm.nih.gov/pubmed/12244093
http://doi.org/10.1074/jbc.275.5.3179
http://doi.org/10.1016/S0005-2760(97)00082-9
http://doi.org/10.1172/JCI107915
http://www.ncbi.nlm.nih.gov/pubmed/1088909
http://doi.org/10.1016/S0021-9258(19)86622-X
http://doi.org/10.1016/S0021-9258(19)86623-1
http://doi.org/10.1172/JCI3121
http://www.ncbi.nlm.nih.gov/pubmed/9691100
http://www.ncbi.nlm.nih.gov/pubmed/10358193
http://doi.org/10.1146/annurev-micro-092412-155620
http://doi.org/10.1172/JCI5468
http://doi.org/10.1128/JB.01155-13
http://doi.org/10.1074/jbc.M205104200
http://doi.org/10.1074/jbc.M109699200
http://doi.org/10.1016/S1388-1981(00)00111-6
http://doi.org/10.1021/bi970176m
http://doi.org/10.1007/s12010-013-0113-6
http://doi.org/10.3390/molecules25194459
http://doi.org/10.1128/IAI.00556-19
http://doi.org/10.1007/BF00916585
http://www.ncbi.nlm.nih.gov/pubmed/8406689
http://doi.org/10.4049/jimmunol.164.9.4908
http://www.ncbi.nlm.nih.gov/pubmed/10779801
http://doi.org/10.4049/jimmunol.174.1.464
http://www.ncbi.nlm.nih.gov/pubmed/15611272
http://doi.org/10.4049/jimmunol.0902501
http://www.ncbi.nlm.nih.gov/pubmed/20357262
http://doi.org/10.1038/nri3859

Molecules 2021, 26, 7267 17 of 20

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

Dong, Z.; Liu, Y.; Scott, K.E; Levin, L.; Gaitonde, K.; Bracken, R.B.; Burke, B.; Zhai, Q.].; Wang, J.; Oleksowicz, L.; et al. Secretory
phospholipase Ay-Ila is involved in prostate cancer progression and may potentially serve as a biomarker for prostate cancer.
Carcinogenesis 2010, 31, 1948-1955. [CrossRef]

Thommesen, L.; Sjursen, W.; Gasvik, K.; Hanssen, W.; Brekke, O.L.; Skattebol, L.; Holmeide, A.K.; Espevik, T.; Johansen, B.;
Laegreid, A. Selective inhibitors of cytosolic or secretory phospholipase A; block TNF-induced activation of transcription factor
nuclear factor-kappa B and expression of ICAM-1. J. Immunol. 1998, 161, 3421-3430.

Dong, Z.; Meller, J.; Succop, P.; Wang, J.; Wikenheiser-Brokamp, K.; Starnes, S.; Lu, S. Secretory phospholipase Aj-Ila upregulates
HER/HER2-elicited signaling in lung cancer cells. Int. . Oncol. 2014, 45, 978-984. [CrossRef] [PubMed]

Poligone, B.; Baldwin, A.S. Positive and negative regulation of NF-kappaB by COX-2: Roles of different prostaglandins. J. Biol.
Chem. 2001, 276, 38658-38664. [CrossRef] [PubMed]

Skotland, T.; Ekroos, K.; Kauhanen, D.; Simolin, H.; Seierstad, T.; Berge, V.; Sandvig, K.; Llorente, A. Molecular lipid species in
urinary exosomes as potential prostate cancer biomarkers. Eur. J. Cancer 2017, 70, 122-132. [CrossRef] [PubMed]

Duchez, A.C.; Boudreau, L.H.; Naika, G.S.; Bollinger, J.; Belleannee, C.; Cloutier, N.; Laffont, B.; Mendoza-Villarroel, RE.;
Levesque, T.; Rollet-Labelle, E.; et al. Platelet microparticles are internalized in neutrophils via the concerted activity of
12-lipoxygenase and secreted phospholipase Ay-IIA. Proc. Natl. Acad. Sci. USA 2015, 112, E3564-E3573. [CrossRef] [PubMed]
Fang, X.; Gaudette, D.; Furui, T.; Mao, M.; Estrella, V.; Eder, A.; Pustilnik, T.; Sasagawa, T.; Lapushin, R; Yu, S.; et al. Lysophos-
pholipid growth factors in the initiation, progression, metastases, and management of ovarian cancer. Ann. N. Y. Acad. Sci. 2000,
905, 188-208. [CrossRef]

Hajizadeh, S.; DeGroot, J.; TeKoppele, ].M.; Tarkowski, A.; Collins, L.V. Extracellular mitochondrial DNA and oxidatively
damaged DNA in synovial fluid of patients with rheumatoid arthritis. Arthritis Res. Ther. 2003, 5, R234-R240. [CrossRef]
Boudreau, L.H.; Duchez, A.C.; Cloutier, N.; Soulet, D.; Martin, N.; Bollinger, J.; Pare, A.; Rousseau, M.; Naika, G.S.;
Levesque, T.; et al. Platelets release mitochondria serving as substrate for bactericidal group IIA-secreted phospholipase A, to
promote inflammation. Blood 2014, 124, 2173-2183. [CrossRef]

Sun, G.Y,; Xu, J.; Jensen, M.D.; Yu, S.; Wood, W.G.; Gonzalez, F.A.; Simonyi, A.; Sun, A.Y.; Weisman, G.A. Phospholipase A; in
astrocytes: Responses to oxidative stress, inflammation, and G protein-coupled receptor agonists. Mol. Neurobiol. 2005, 31, 27—41.
[CrossRef]

Yagami, T. Cerebral arachidonate cascade in dementia: Alzheimer’s disease and vascular dementia. Curr. Neuropharmacol. 2006, 4,
87-100. [CrossRef]

Titsworth, W.L.; Liu, N.K,; Xu, X.M. Role of secretory phospholipase a; in CNS inflammation: Implications in traumatic spinal
cord injury. CNS Neurol. Disord. Drug Targets 2008, 7, 254-269. [CrossRef]

Sun, G.Y,; Shelat, P.B.; Jensen, M.B.; He, Y.; Sun, A.Y.; Simonyi, A. Phospholipases A, and inflammatory responses in the central
nervous system. Neuromol. Med. 2010, 12, 133-148. [CrossRef] [PubMed]

Ma, M.-T.; Nevalainen, T.].; Yeo, J.-F.; Ong, W.-Y. Expression profile of multiple secretory phospholipase A, isoforms in the rat
CNS: Enriched expression of sPLA»-IIA in brainstem and spinal cord. J. Chem. Neuroanat. 2010, 39, 242-247. [CrossRef] [PubMed]
Hernandez, M.; Burillo, S.L.; Crespo, M.S.; Nieto, M.L. Secretory phospholipase A; activates the cascade of mitogen-activated
protein kinases and cytosolic phospholipase A, in the human astrocytoma cell line 1321N1. |. Biol. Chem. 1998, 273, 606-612.
[CrossRef]

Hernandez, M.; Barrero, M.].; Alvarez, J.; Montero, M.; Sanchez Crespo, M.; Nieto, M.L. Secretory phospholipase A; induces
phospholipase Cgamma-1 activation and Ca?* mobilization in the human astrocytoma cell line 1321N1 by a mechanism
independent of its catalytic activity. Biochem. Biophys. Res. Commun. 1999, 260, 99-104. [CrossRef]

Villanueva, E.B,; Little, ].P.; Lambeau, G.; Klegeris, A. Secreted phospholipase A; group IIA is a neurotoxin released by stimulated
human glial cells. Mol. Cell. Neurosci. 2012, 49, 430—438. [CrossRef]

David, S.; Lopez-Vales, R. Bioactive Lipid Mediators in the Initiation and Resolution of Inflammation after Spinal Cord Injury.
Neuroscience 2021, 466, 273-297. [CrossRef]

Kumar, A.; Behl, T.; Jamwal, S.; Kaur, I.; Sood, A.; Kumar, P. Exploring the molecular approach of COX and LOX in Alzheimer’s
and Parkinson’s disorder. Mol. Biol. Rep. 2020, 47, 9895-9912. [CrossRef]

Gulla, S.; Lomada, D.; Lade, A.; Pallu, R.; Reddy, M.C. Role of Prostaglandins in Multiple Sclerosis. Curr. Pharm. Des. 2020, 26,
730-742. [CrossRef] [PubMed]

Lewis, R.A.; Austen, K.F;; Drazen, ] M.; Clark, D.A.; Marfat, A.; Corey, E.]J. Slow reacting substances of anaphylaxis: Identification
of leukotrienes C-1 and D from human and rat sources. Proc. Natl. Acad. Sci. USA 1980, 77, 3710-3714. [CrossRef]

Bowton, D.L.; Seeds, M.C.; Fasano, M.B.; Goldsmith, B.; Bass, D.A. Phospholipase A; and arachidonate increase in bronchoalveolar
lavage fluid after inhaled antigen challenge in asthmatics. Am. J. Respir. Crit. Care Med. 1997, 155, 421-425. [CrossRef]
Hallstrand, T.S.; Lai, Y.; Ni, Z.; Oslund, R.C.; Henderson, W.R,, Jr.; Gelb, M.H.; Wenzel, S.E. Relationship between levels of
secreted phospholipase A; groups IIA and X in the airways and asthma severity. Clin. Exp. Allergy 2011, 41, 801-810. [CrossRef]
[PubMed]

Granata, F.; Nardicchi, V.; Loffredo, S.; Frattini, A.; Ilaria Staiano, R.; Agostini, C.; Triggiani, M. Secreted phospholipases Aj:
A proinflammatory connection between macrophages and mast cells in the human lung. Immunobiology 2009, 214, 811-821.
[CrossRef] [PubMed]


http://doi.org/10.1093/carcin/bgq188
http://doi.org/10.3892/ijo.2014.2486
http://www.ncbi.nlm.nih.gov/pubmed/24913497
http://doi.org/10.1074/jbc.M106599200
http://www.ncbi.nlm.nih.gov/pubmed/11509575
http://doi.org/10.1016/j.ejca.2016.10.011
http://www.ncbi.nlm.nih.gov/pubmed/27914242
http://doi.org/10.1073/pnas.1507905112
http://www.ncbi.nlm.nih.gov/pubmed/26106157
http://doi.org/10.1111/j.1749-6632.2000.tb06550.x
http://doi.org/10.1186/ar787
http://doi.org/10.1182/blood-2014-05-573543
http://doi.org/10.1385/MN:31:1-3:027
http://doi.org/10.2174/157015906775203011
http://doi.org/10.2174/187152708784936671
http://doi.org/10.1007/s12017-009-8092-z
http://www.ncbi.nlm.nih.gov/pubmed/19855947
http://doi.org/10.1016/j.jchemneu.2010.02.002
http://www.ncbi.nlm.nih.gov/pubmed/20153419
http://doi.org/10.1074/jbc.273.1.606
http://doi.org/10.1006/bbrc.1999.0832
http://doi.org/10.1016/j.mcn.2012.02.006
http://doi.org/10.1016/j.neuroscience.2021.04.026
http://doi.org/10.1007/s11033-020-06033-x
http://doi.org/10.2174/1381612826666200107141328
http://www.ncbi.nlm.nih.gov/pubmed/31914903
http://doi.org/10.1073/pnas.77.6.3710
http://doi.org/10.1164/ajrccm.155.2.9032172
http://doi.org/10.1111/j.1365-2222.2010.03676.x
http://www.ncbi.nlm.nih.gov/pubmed/21255140
http://doi.org/10.1016/j.imbio.2009.06.006
http://www.ncbi.nlm.nih.gov/pubmed/19628294

Molecules 2021, 26, 7267 18 of 20

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

110.

111.

112.

113.

114.

115.

116.

117.

Henderson, WR,, Jr; Chi, E.Y,; Bollinger, ].G.; Tien, Y.T,; Ye, X.; Castelli, L.; Rubtsov, Y.P.,; Singer, A.G.; Chiang, G.K,;
Nevalainen, T.; et al. Importance of group X-secreted phospholipase A; in allergen-induced airway inflammation and remodeling
in a mouse asthma model. J. Exp. Med. 2007, 204, 865-877. [CrossRef] [PubMed]

Pniewska, E.; Pawliczak, R. The involvement of phospholipases A, in asthma and chronic obstructive pulmonary disease. Mediat.
Inflamm. 2013, 2013, 793505. [CrossRef]

Snider, ].M.; You, ].K.; Wang, X.; Snider, A.].; Hallmark, B.; Zec, M.M.; Seeds, M.C.; Sergeant, S.; Johnstone, L.; Wang, Q.; et al.
Group IIA secreted phospholipase A; is associated with the pathobiology leading to COVID-19 mortality. J. Clin. Investig. 2021,
131, €149236. [CrossRef] [PubMed]

Arganaraz, G.A.; Palmeira, ].D.F,; Arganaraz, E.R. Phosphatidylserine inside out: A possible underlying mechanism in the
inflammation and coagulation abnormalities of COVID-19. Cell Commun. Signal. 2020, 18, 190. [CrossRef] [PubMed]

Kuypers, FA.; Rostad, C.A.; Anderson, E.J.; Chahroudi, A.; Jaggi, P.; Wrammert, ].; Mantus, G.; Basu, R.; Harris, F; Hanberry, B.;
et al. Secretory phospholipase A; in SARS-CoV-2 infection and multisystem inflammatory syndrome in children (MIS-C). Exp.
Biol. Med. 2021, 1-10. [CrossRef]

O’Donoghue, M.L. Acute coronary syndromes: Targeting inflammation-what has the VISTA-16 trial taught us? Nat. Rev. Cardiol.
2014, 11, 130-132. [CrossRef]

Tietge, U.].; Maugeais, C.; Cain, W.; Grass, D.; Glick, ].M.; de Beer, F.C.; Rader, D.J. Overexpression of secretory phospholipase A,
causes rapid catabolism and altered tissue uptake of high density lipoprotein cholesteryl ester and apolipoprotein A-I. J. Biol.
Chem. 2000, 275, 10077-10084. [CrossRef]

Rosenson, R.S.; Hurt-Camejo, E. Phospholipase A, enzymes and the risk of atherosclerosis. Eur. Heart ]. 2012, 33, 2899-2909.
[CrossRef]

Niessen, H.W.; Krijnen, P.A.; Visser, C.A.; Meijer, C.J.; Erik Hack, C. Type II secretory phospholipase A; in cardiovascular disease:
A mediator in atherosclerosis and ischemic damage to cardiomyocytes? Cardiovasc. Res. 2003, 60, 68-77. [CrossRef]

Kugiyama, K.; Ota, Y.; Takazoe, K.; Moriyama, Y.; Kawano, H.; Miyao, Y.; Sakamoto, T.; Soejima, H.; Ogawa, H.; Doi, H.;
et al. Circulating levels of secretory type II phospholipase A, predict coronary events in patients with coronary artery disease.
Circulation 1999, 100, 1280-1284. [CrossRef] [PubMed]

Tan, T.L.; Kang, C.W.; Ooi, K.S,; Tan, S.T.; Ahmad, N.S.; Nasuruddin, D.N.; Ithnin, A.; Tajul Arifin, K.; Heng, L.Y.; Hassan, N.I;
et al. Comparison of sPLA,IIA performance with high-sensitive CRP neutrophil percentage PCT and lactate to identify bacterial
infection. Sci. Rep. 2021, 11, 11369. [CrossRef] [PubMed]

Nandi, U.; Jones, A.E.; Puskarich, M.A. Group IIA secretory phospholipase 2 independently predicts mortality and positive blood
culture in emergency department sepsis patients. J. Am. Coll. Emerg. Physicians Open 2021, 2, e12460. [CrossRef] [PubMed]
Mearelli, E; Fiotti, N.; Giansante, C.; Casarsa, C.; Orso, D.; De Helmersen, M.; Altamura, N.; Ruscio, M.; Castello, L.M.;
Colonetti, E.; et al. Derivation and Validation of a Biomarker-Based Clinical Algorithm to Rule Out Sepsis From Noninfectious
Systemic Inflammatory Response Syndrome at Emergency Department Admission: A Multicenter Prospective Study. Crit. Care
Med. 2018, 46, 1421-1429. [CrossRef] [PubMed]

Zeiher, B.G,; Steingrub, J.; Laterre, PF,; Dmitrienko, A.; Fukiishi, Y.; Abraham, E. LY315920N A /S-5920, a selective inhibitor of
group IIA secretory phospholipase Aj, fails to improve clinical outcome for patients with severe sepsis. Crit. Care Med. 2005, 33,
1741-1748. [CrossRef]

Lin, M.K,; Farewell, V.; Vadas, P.; Bookman, A.A.; Keystone, E.C.; Pruzanski, W. Secretory phospholipase A; as an index of
disease activity in rheumatoid arthritis. Prospective double blind study of 212 patients. ]. Rheumatol. 1996, 23, 1162-1166.
Bryant, K.J.; Bidgood, M.].; Lei, PW.; Taberner, M.; Salom, C.; Kumar, V.; Lee, L.; Church, W.B.; Courtenay, B.; Smart, B.P; et al. A
bifunctional role for group IIA secreted phospholipase A; in human rheumatoid fibroblast-like synoviocyte arachidonic acid
metabolism. J. Biol. Chem. 2011, 286, 2492-2503. [CrossRef]

Lee, LK,; Bryant, K.J.; Bouveret, R.; Lei, PW.; Duff, A.P; Harrop, S.J.; Huang, E.P; Harvey, R.P.; Gelb, M.H.; Gray, PP; et al.
Selective inhibition of human group IIA-secreted phospholipase A; (hGIIA) signaling reveals arachidonic acid metabolism is
associated with colocalization of hGIIA to vimentin in theumatoid synoviocytes. J. Biol. Chem. 2013, 288, 15269-15279. [CrossRef]
Ha, V.T.; Lainscek, D.; Gesslbauer, B.; Jarc-Jovicic, E.; Hyotylainen, T.; Ilc, N.; Lakota, K.; Tomsic, M.; van de Loo, FA.J.;
Bochkov, V.; et al. Synergy between 15-lipoxygenase and secreted PLA; promotes inflammation by formation of TLR4 agonists
from extracellular vesicles. Proc. Natl. Acad. Sci. USA 2020, 117, 25679-25689. [CrossRef]

Bradley, ].D.; Dmitrienko, A.A.; Kivitz, A].; Gluck, O.S.; Weaver, A L.; Wiesenhutter, C.; Myers, S.L.; Sides, G.D. A randomized,
double-blinded, placebo-controlled clinical trial of LY333013, a selective inhibitor of group II secretory phospholipase Aj, in the
treatment of rheumatoid arthritis. J. Rheumatol. 2005, 32, 417-423.

Ogawa, M.; Yamashita, S.; Sakamoto, K.; Ikei, S. Elevation of serum group II phospholipase A, in patients with cancers of
digestive organs. Res. Commun. Chem. Pathol. Pharmacol. 1991, 74, 241-244.

Yamashita, S.; Yamashita, J.; Ogawa, M. Overexpression of group II phospholipase A, in human breast cancer tissues is closely
associated with their malignant potency. Br. ]. Cancer 1994, 69, 1166-1170. [CrossRef] [PubMed]

Fijneman, R.J.; Cormier, R.T. The roles of sPLA;-IIA (Pla2g2a) in cancer of the small and large intestine. Front. Biosci. 2008, 13,
4144-4174. [CrossRef] [PubMed]

Scott, K.F.; Sajinovic, M.; Hein, J.; Nixdorf, S.; Galettis, P.; Liauw, W.; de Souza, P.; Dong, Q.; Graham, G.G.; Russell, PJ. Emerging
roles for phospholipase A; enzymes in cancer. Biochimie 2010, 92, 601-610. [CrossRef]


http://doi.org/10.1084/jem.20070029
http://www.ncbi.nlm.nih.gov/pubmed/17403936
http://doi.org/10.1155/2013/793505
http://doi.org/10.1172/JCI149236
http://www.ncbi.nlm.nih.gov/pubmed/34428181
http://doi.org/10.1186/s12964-020-00687-7
http://www.ncbi.nlm.nih.gov/pubmed/33357215
http://doi.org/10.1177/15353702211028560
http://doi.org/10.1038/nrcardio.2013.220
http://doi.org/10.1074/jbc.275.14.10077
http://doi.org/10.1093/eurheartj/ehs148
http://doi.org/10.1016/S0008-6363(03)00324-9
http://doi.org/10.1161/01.CIR.100.12.1280
http://www.ncbi.nlm.nih.gov/pubmed/10491371
http://doi.org/10.1038/s41598-021-90894-0
http://www.ncbi.nlm.nih.gov/pubmed/34059757
http://doi.org/10.1002/emp2.12460
http://www.ncbi.nlm.nih.gov/pubmed/34179883
http://doi.org/10.1097/CCM.0000000000003206
http://www.ncbi.nlm.nih.gov/pubmed/29742588
http://doi.org/10.1097/01.CCM.0000171540.54520.69
http://doi.org/10.1074/jbc.M110.123927
http://doi.org/10.1074/jbc.M112.397893
http://doi.org/10.1073/pnas.2005111117
http://doi.org/10.1038/bjc.1994.229
http://www.ncbi.nlm.nih.gov/pubmed/8198986
http://doi.org/10.2741/2998
http://www.ncbi.nlm.nih.gov/pubmed/18508504
http://doi.org/10.1016/j.biochi.2010.03.019

Molecules 2021, 26, 7267 19 of 20

118.

119.

120.
121.

122.

123.
124.

125.

126.

127.

128.

129.

130.

131.

132.

133.

134.

135.

136.

137.

138.

139.

140.

141.

142.

143.

144.

145.

Brglez, V.; Lambeau, G.; Petan, T. Secreted phospholipases A; in cancer: Diverse mechanisms of action. Biochimie 2014, 107 Pt A,
114-123. [CrossRef]

Chen, J.; Ye, L.; Sun, Y.; Takada, Y. A Concise Update on the Relevance of Secretory Phospholipase A, Group IIA and its Inhibitors
with Cancer. Med. Chem. 2017, 13, 606-615. [CrossRef] [PubMed]

Peng, Z.; Chang, Y; Fan, ].; Ji, W.; Su, C. Phospholipase A, superfamily in cancer. Cancer Lett. 2021, 497, 165-177. [CrossRef]
Sved, P.; Scott, K.F.; McLeod, D.; King, N.J.; Singh, J.; Tsatralis, T.; Nikolov, B.; Boulas, J.; Nallan, L.; Gelb, M.H.; et al. Oncogenic
action of secreted phospholipase A, in prostate cancer. Cancer Res. 2004, 64, 6934—6940. [CrossRef]

Mills, G.B.; Moolenaar, W.H. The emerging role of lysophosphatidic acid in cancer. Nat. Rev. Cancer 2003, 3, 582-591. [CrossRef]
Wang, D.; Dubois, R.N. Eicosanoids and cancer. Nat. Rev. Cancer 2010, 10, 181-193. [CrossRef] [PubMed]

Cormier, R.T. PLA2G2A (Phospholipase A2, Group IIA (Platelets, Synovial Fluid). Atlas of Genetics and Cytogen-etics in
Oncology and Haematology. 2011. Available online: http://atlasgeneticsoncology.org/Genes/PLA2G2AID41730ch1p36.html
(accessed on 22 March 2021).

Cummings, B.S. Phospholipase A, as targets for anti-cancer drugs. Biochem. Pharmacol. 2007, 74, 949-959. [CrossRef]

Dong, Q.; Patel, M.; Scott, K.F; Graham, G.G.; Russell, PJ.; Sved, P. Oncogenic action of phospholipase A, in prostate cancer.
Cancer Lett. 2006, 240, 9-16. [CrossRef] [PubMed]

Yu, L.; Dennis, E.A. Critical role of a hydrogen bond in the interaction of phospholipase A, with transition-state and substrate
analogues. Proc. Natl. Acad. Sci. USA 1991, 88, 9325-9329. [CrossRef]

Berg, O.G.; Gelb, M.H.; Tsai, M.D.; Jain, M.K. Interfacial enzymology: The secreted phospholipase Aj-paradigm. Chem. Rev. 2001,
101, 2613-2654. [CrossRef] [PubMed]

Baker, S.F; Othman, R.; Wilton, D.C. Tryptophan-containing mutant of human (group Ila) secreted phospholipase A; has a
dramatically increased ability to hydrolyze phosphatidylcholine vesicles and cell membranes. Biochemistry 1998, 37, 13203-13211.
[CrossRef]

Harkewicz, R.; Dennis, E.A. Applications of mass spectrometry to lipids and membranes. Annu. Rev. Biochem. 2011, 80, 301-325.
[CrossRef] [PubMed]

Wright, A.V,; Nunez, ].K; Doudna, J.A. Biology and Applications of CRISPR Systems: Harnessing Nature’s Toolbox for Genome
Engineering. Cell 2016, 164, 29—44. [CrossRef]

Hernandez, M.; Martin, R.; Garcia-Cubillas, M.D.; Maeso-Hernandez, P.; Nieto, M.L. Secreted PLA; induces proliferation in
astrocytoma through the EGF receptor: Another inflammation-cancer link. Neuro Oncol. 2010, 12, 1014-1023. [CrossRef]
Bidgood, M.].; Jamal, O.S.; Cunningham, A.M.; Brooks, PM.; Scott, K.E. Type IIA secretory phospholipase A, up-regulates
cyclooxygenase-2 and amplifies cytokine-mediated prostaglandin production in human rheumatoid synoviocytes. J. Immunol.
2000, 165, 2790-2797. [CrossRef]

Lu, S.; Dong, Z. Overexpression of secretory phospholipase A,-Ila supports cancer stem cell phenotype via HER /ERBB-elicited
signaling in lung and prostate cancer cells. Int. J. Oncol. 2017, 50, 2113-2122. [CrossRef]

Murakami, M.; Kambe, T.; Shimbara, S.; Yamamoto, S.; Kuwata, H.; Kudo, I. Functional association of type IIA secretory
phospholipase A; with the glycosylphosphatidylinositol-anchored heparan sulfate proteoglycan in the cyclooxygenase-2-
mediated delayed prostanoid-biosynthetic pathway. J. Biol. Chem. 1999, 274, 29927-29936. [CrossRef] [PubMed]

Mounier, C.M.; Ghomashchi, F; Lindsay, M.R.; James, S.; Singer, A.G.; Parton, R.G.; Gelb, M.H. Arachidonic acid release from
mammalian cells transfected with human groups IIA and X secreted phospholipase A, occurs predominantly during the secretory
process and with the involvement of cytosolic phospholipase Aj-alpha. J. Biol. Chem. 2004, 279, 25024-25038. [CrossRef]

Fujita, M.; Zhu, K.; Fujita, C.K.; Zhao, M.; Lam, K.S.; Kurth, M.].; Takada, Y.K.; Takada, Y. Proinflammatory secreted phospholipase
Aj type ITA (sPLA-IIA) induces integrin activation through direct binding to a newly identified binding site (site 2) in integrins
alphavbeta3, alpha4betal, and alphaSbetal. J. Biol. Chem. 2015, 290, 259-271. [CrossRef]

Etienne-Manneville, S. Cytoplasmic Intermediate Filaments in Cell Biology. Annu. Rev. Cell Dev. Biol. 2018, 34, 1-28. [CrossRef]
Boilard, E.; Bourgoin, S.G.; Bernatchez, C.; Poubelle, PE.; Surette, M.E. Interaction of low molecular weight group IIA phospholi-
pase A, with apoptotic human T cells: Role of heparan sulfate proteoglycans. Fed. Am. Soc. Exp. Biol. ]. 2003, 17, 1068-1080.
[CrossRef]

Nakatani, Y.; Tanioka, T.; Sunaga, S.; Murakami, M.; Kudo, I. Identification of a cellular protein that functionally interacts with
the C2 domain of cytosolic phospholipase Ajalpha. J. Biol. Chem. 2000, 275, 1161-1168. [CrossRef] [PubMed]

Perlson, E.; Michaelevski, I.; Kowalsman, N.; Ben-Yaakov, K.; Shaked, M.; Seger, R.; Eisenstein, M.; Fainzilber, M. Vimentin
binding to phosphorylated Erk sterically hinders enzymatic dephosphorylation of the kinase. J. Mol. Biol. 2006, 364, 938-944.
[CrossRef] [PubMed]

Nikolaou, A.; Kokotou, M.G.; Vasilakaki, S.; Kokotos, G. Small-molecule inhibitors as potential therapeutics and as tools to
understand the role of phospholipases A,. Biochim. Biophys. Acta Mol. Cell Biol. Lipids 2019, 1864, 941-956. [CrossRef]

Kyger, EM.; Franson, R.C. Non-specific inhibition of enzymes by p-bromophenacyl bromide. Inhibition of human phospholipase
C and modification of sulfhydryl groups. Biochim. Biophys. Acta 1984, 794, 96-103. [CrossRef]

Yap, WH.; Ahmed, N.; Lim, Y.M. Inhibition of Human Group IIA-Secreted Phospholipase A; and THP-1 Monocyte Recruitment
by Maslinic Acid. Lipids 2016, 51, 1153-1159. [CrossRef]

Yap, W.H.; Ooi, BK.; Ahmed, N.; Lim, Y.M. Maslinic acid modulates secreted phospholipase A-IIA (sPLA,-IIA)-mediated
inflammatory effects in macrophage foam cells formation. J. Biosci. 2018, 43, 277-285. [CrossRef]


http://doi.org/10.1016/j.biochi.2014.09.023
http://doi.org/10.2174/1573406413666170209121317
http://www.ncbi.nlm.nih.gov/pubmed/28185537
http://doi.org/10.1016/j.canlet.2020.10.021
http://doi.org/10.1158/0008-5472.CAN-03-3018
http://doi.org/10.1038/nrc1143
http://doi.org/10.1038/nrc2809
http://www.ncbi.nlm.nih.gov/pubmed/20168319
http://atlasgeneticsoncology.org/Genes/PLA2G2AID41730ch1p36.html
http://doi.org/10.1016/j.bcp.2007.04.021
http://doi.org/10.1016/j.canlet.2005.08.012
http://www.ncbi.nlm.nih.gov/pubmed/16182442
http://doi.org/10.1073/pnas.88.20.9325
http://doi.org/10.1021/cr990139w
http://www.ncbi.nlm.nih.gov/pubmed/11749391
http://doi.org/10.1021/bi981223t
http://doi.org/10.1146/annurev-biochem-060409-092612
http://www.ncbi.nlm.nih.gov/pubmed/21469951
http://doi.org/10.1016/j.cell.2015.12.035
http://doi.org/10.1093/neuonc/noq078
http://doi.org/10.4049/jimmunol.165.5.2790
http://doi.org/10.3892/ijo.2017.3964
http://doi.org/10.1074/jbc.274.42.29927
http://www.ncbi.nlm.nih.gov/pubmed/10514475
http://doi.org/10.1074/jbc.M313019200
http://doi.org/10.1074/jbc.M114.579946
http://doi.org/10.1146/annurev-cellbio-100617-062534
http://doi.org/10.1096/fj.02-0938com
http://doi.org/10.1074/jbc.275.2.1161
http://www.ncbi.nlm.nih.gov/pubmed/10625659
http://doi.org/10.1016/j.jmb.2006.09.056
http://www.ncbi.nlm.nih.gov/pubmed/17046786
http://doi.org/10.1016/j.bbalip.2018.08.009
http://doi.org/10.1016/0005-2760(84)90302-3
http://doi.org/10.1007/s11745-016-4186-1
http://doi.org/10.1007/s12038-018-9745-6

Molecules 2021, 26, 7267 20 of 20

146.

147.
148.

149.

150.

151.

152.

153.

154.

155.

156.

157.

158.

Lee, Y;; Lee, W.; Kim, J.; Bae, ].S. Inhibitory Effect of Sulforaphane on Secretory Group IIA Phospholipase Aj;. Int. J. Pharmacol.
2018, 14, 187-193. [CrossRef]

Bae, ].S. Inhibitory Effect of Orientin on Secretory Group IIA Phospholipase Ay. Inflammation 2015, 38, 1631-1638. [CrossRef]
Lee, I.-C.; Bae, ].-S. Inhibitory effect of vicenin-2 and scolymoside on secretory group IIA phospholipase A;. Anim. Cells Syst.
2015, 19, 305-311. [CrossRef]

Moneriz, C.; Marin-Garcia, P.; Garcia-Granados, A.; Bautista, ].M.; Diez, A.; Puyet, A. Parasitostatic effect of maslinic acid. I.
Growth arrest of Plasmodium falciparum intraerythrocytic stages. Malar. J. 2011, 10, 82. [CrossRef] [PubMed]

Tseng, A.; Inglis, A.S.; Scott, K.F. Native peptide inhibition. Specific inhibition of type II phospholipases A, by synthetic peptides
derived from the primary sequence. J. Biol. Chem. 1996, 271, 23992-23998. [CrossRef] [PubMed]

Church, W.B,; Inglis, A.S.; Tseng, A.; Duell, R.; Lei, PW.; Bryant, K.J.; Scott, K.F. A novel approach to the design of inhibitors of
human secreted phospholipase A, based on native peptide inhibition. J. Biol. Chem. 2001, 276, 33156-33164. [CrossRef] [PubMed]
Ye, L.; Dickerson, T.; Kaur, H.; Takada, Y.K; Fujita, M.; Liu, R.; Knapp, ] M.; Lam, K.S.; Schore, N.E.; Kurth, M.].; et al. Identification
of inhibitors against interaction between pro-inflammatory sPLA,-IIA protein and integrin alphavbeta3. Bioorg. Med. Chem. Lett.
2013, 23, 340-345. [CrossRef]

Hou, S.; Xu, T.; Xu, J.; Qu, L.; Xu, Y.; Chen, L.; Liu, J. Structural basis for functional selectivity and ligand recognition revealed by
crystal structures of human secreted phospholipase A; group IIE. Sci. Rep. 2017, 7, 10815. [CrossRef]

Hopkins, A.I. Network pharmacology: The next paradigm in drug discovery. Nat. Chem. Biol. 2008, 4, 682—-690. [CrossRef]
[PubMed]

Azad, A.KM.; Fatima, S.; Caprano, A.; Wates, S.A.; Vafaee, F. Integrative resource for network-based investigation of COVID-19
combinatorial drug repositioning and mechanism of action. Patterns 2021, 2, 100325. [CrossRef] [PubMed]

Denti, V.; Mahajneh, A.; Capitoli, G.; Clerici, F; Piga, L.; Pagani, L.; Chinello, C.; Bolognesi, M.M.; Paglia, G.; Galimberti, S.; et al.
Lipidomic typing of colorectal cancer tissue containing tumour-infiltrating lymphocytes by MALDI mass spectrometry imaging.
Metabolites 2021, 11, 599. [CrossRef]

Lundberg, E.; Borner, G.H.H. Spatial proteomics: A powerful discovery tool for cell biology. Nat. Rev. Mol. Cell Biol. 2019, 20,
285-302. [CrossRef] [PubMed]

Nagle, M.P; Tam, G.S.; Maltz, E.; Hemminger, Z.; Wolman, R. From cell biology to physiology using in situ single cell technologies.
Cell Syst. 2021, 12, 388-400. [CrossRef] [PubMed]


http://doi.org/10.3923/ijp.2018.187.193
http://doi.org/10.1007/s10753-015-0139-8
http://doi.org/10.1080/19768354.2015.1087428
http://doi.org/10.1186/1475-2875-10-82
http://www.ncbi.nlm.nih.gov/pubmed/21477369
http://doi.org/10.1074/jbc.271.39.23992
http://www.ncbi.nlm.nih.gov/pubmed/8798633
http://doi.org/10.1074/jbc.M101272200
http://www.ncbi.nlm.nih.gov/pubmed/11427527
http://doi.org/10.1016/j.bmcl.2012.10.080
http://doi.org/10.1038/s41598-017-11219-8
http://doi.org/10.1038/nchembio.118
http://www.ncbi.nlm.nih.gov/pubmed/18936753
http://doi.org/10.1016/j.patter.2021.100325
http://www.ncbi.nlm.nih.gov/pubmed/34278363
http://doi.org/10.3390/metabo11090599
http://doi.org/10.1038/s41580-018-0094-y
http://www.ncbi.nlm.nih.gov/pubmed/30659282
http://doi.org/10.1016/j.cels.2021.03.002
http://www.ncbi.nlm.nih.gov/pubmed/34015260

	Introduction 
	Relevant Discoveries, 1991–2014 
	hGIIA Function 
	hGIIA Function in Host Defense 
	hGIIA Function in Inflammation 
	hGIIA in Neuroinflammation 
	hGIIA in Asthma/COVID-19 
	hGIIA in Atherosclerosis 
	hGIIA in Sepsis 
	hGIIA in Rheumatoid Arthritis 
	hGIIA in Cancer 


	hGIIA Mechanism of Action 
	Catalysis-Dependent Mechanisms 
	Catalysis-Independent Mechanisms 

	Pharmacological Inhibition of hGIIA Function 
	Inhibitors of the Catalysis-Dependent Mechanism 
	Inhibitors of the Catalysis-Independent Mechanism 

	Summary and Conclusions 
	References

