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Abstract

Eicosanoids are amphipathic, bioactive signalling molecules involved in a wide range of biological processes from
homeostasis of blood pressure and blood flow to inflammation, pain, cell survival, and the progression of numerous
disease states. The purpose of this review is to present an up-to-date and comprehensive overview of the enzymes
of the eicosanoid pathway, their substrates, products, structure, isoforms, and regulation.
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Abbreviations: 11R,12R-HxA3: 11R,12R-hepoxilin A3; 11R,12R-
TrXA3: 11R,12R-trioxilin A3; 11R,12S-TrXA3: 11R,12S-trioxilin A3;
11R,12S-TrXB3: 11R,12S-trioxilin B3; 11S,12S-HxA3: 11S,12S-
hepoxilin A3; 11S,12S-HxB3: 11S,12S-hepoxilin B3; HHT: 12-
hydroxyheptadecatrienoic acid; 12-KETE: 12-oxoeicosatetraneoic acid;
12R-HETE: 12R-Hydroxyeicosatetraenoic acid; 12R-HPETE: 12R-
hydroperoxyeicosatetraenoic acid; 12S-HETE: 12S-
Hydroxyeicosatetraenoic acid; 12S-HPETE: 12S
hydroperoxyeicosatetraenoic acid; 12S-HxB3: 11S,12S-hepoxilin B3;
15S-HETE: 15S-Hydroxyeicosatetraenoic acid; 15S-HPETE: 15S-
hydroperoxyeicosatetraenoic acid; 5-epi-15HPETE: 5(6)-epoxy-15-
hydroxyeicosatetraenoic acid; 5S-HETE: 5S-Hydroxyeicosatetraenoic
acid; 5S-HPETE: 5S-hydroperoxyeicosatetraenoic acid; 9a,11 -α: 11
stereoisomer of PGF2 ; AKR1B1: aldo-keto reductase 1B1; AKR1C3:
aldo-keto reductase 1C3; ALOX12: Arachidonate 12(S)-lipoxygenase;
ALOX12B: arachidonate 12(R)-lipoxygenase; LTC4S: leukotriene C4
synthase; ALOX15: arachidonate 15-lipoxygenase-1; ALOX15B:
arachidonate 15-lipoxygenase-2; ALOX5: Arachidonate 5-
lipoxygenase; ALOXE3: hydroperoxide isomerase; CBR1: carbonyl
reductase 1;CLP: coactosin-like protein; CSF: cerebrospinal fluid; PKA:
protein kinase A; DPEP: dipeptidase; DTT: dithiothreatol; EGF:
epidermal growth factor; ERK2: extracellular signal-regulated
kinase-2; EXA4: eoxin A4; EXA4: eoxin A4; EXC4: eoxin C4; EXD4:
eoxin D4; EXE4: eoxin E4; FAM213B: prostamide/prostaglandin F
synthase; FLAP: five-lipoxygenase activating protein; GDH:
glutathione; GGT1: Gamma-glutamyl transaminase; GPX: glutathione
peroxidases; GSNO: S-nitrosoglutathione; HPGDS: Hematopoietic
prostaglandin D synthase; HPODE: 10(S)-
hydroperoxyoctadecadienoic acid; INF: interferon gamma; SNP: single
nucleotide polymorphism; iNOA: inducible NO synthase; LTA4:
leukotriene A4; LTA4H: Leukotriene A-4 hydrolase; LTB4: leukotriene
B4; LTC4: leukotriene C4; LTD4: leukotriene D4; LTE4: leukotriene E4;
LXA4: lipoxin A4; LXB4: lipoxins B4; MAPEG: Membrane-Associated
Proteins in Eicosanoid and Glutathione Metabolism; MAPKAPK2:
Mitogen-Activated Protein Kinase-Activated Protein Kinase 2; MDA:
Malonyl Dialdehyde; PDGF: Platelet-Derived Growth Factor; PGD2:
Prostaglandin D2; PGE2: Prostaglandin E2; PGF2α: prostaglandin F2α;
PGG2: Prostaglandin G2; PGH2: Prostaglandin H2; PGI2:

Prostaglandin I2; PLAT: Polycystin-1-lipoxygenase, alpha toxin;
PAVSM: Porcine Aortic Vascular Smooth Muscle cells; PTGDS:
Prostaglandin D2 Synthase; PTGES: Prostaglandin E Synthase;
PTGES2: Prostaglandin E Synthase-2; PTGES3: Prostaglandin E
Synthase-3; PTGIS: Prostacyclin (PGI2) Synthase; PTGS1:
Prostaglandin G/H Synthase 1; PTGS2: Prostaglandin G/H Synthase 2;
PUFA: Polyunsaturated Fatty Acid; TBXAS1: Thromboxane A
Synthase 1; TGF: Transforming Growth Factor beta; TNF: Tumor
Necrosis Factor alpha; TXA2: Thromboxane A2; TXB2: Thromboxane
B2.

Introduction
Eicosanoids are amphipathic, bioactive signaling molecules derived

from the oxidation of arachidonic acid and other similar
polyunsaturated fatty acids (PUFAs). They are involved in a wide range
of processes from homeostasis of blood pressure and blood flow, the
resolution of inflammation, the perception of pain, cell survival, and
the progression of numerous disease states. These biomolecules act
most often as autocrine or paracrine signaling agents and most have
relatively short half-lives. There are multiple subfamilies of eicosanoids,
including the prostaglandins, thromboxanes, leukotrienes, lipoxins,
resolvins, isoprostanes, and eoxins. Although the biological functions
eicosanoids cover a wide range, one thing many have in common is
context dependency. That is, stimulation by a particular eicosanoid in
one tissue may in fact elicit a different and at times, opposite effect in
another tissue.

Although there are a number of excellent reviews on various aspects
of eicosanoid metabolism [1-5], this review was written to not only
bring the subject up to date, but to do so in a highly comprehensive
manner. In particular, each biosynthetic pathway for prostanoids,
HETEs, lipoxins, hepoxilins, eoxins, and leukotrienes is discussed in
detail. However, presentation of the entire eicosanoid pathway would
be a vast undertaking. For this reason, the breadth of coverage has
been purposely limited to derivatives of arachidonic acid. Thus, ω-3
resolvins, ω-6 linoleic acid, and ω-9 mead acid derivatives are not
discussed. Further, epoxyeicosatrienoic acids, isoprostanes, furan-
containing acids, and endocannabinoids have not been included to
keep the volume of information within reasonable bounds.
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Prostanoid Biosynthesis
Prostanoids are oxidized derivatives of arachidonic acid and consist

of the following subclasses: 1) prostaglandins that are mediators of
inflammatory and anaphylactic reactions, 2) thromboxanes that are
mediators of vasoconstriction and platelet activation and 3)

prostacyclins that are active in the resolution phase of inflammation.
The prostanoid metabolic pathway is shown in Figure 1. Each
prostanoid and associated enzymes are discussed in turn below and the
properties for each are given in Table 1. The mRNA expression levels
for each enzyme are described in detail in the supplemental data.

Enzyme Common UniProtKB Gene X-Ray Reaction #AA MW kDa

Aldo-keto Reductase 1B1 AR P15121 AKR1B1 1ADS
PGH2 → PGF2α

315 35.7
PGH2 → PGD2

Aldo-keto Reductase 1C3 PGFS P42330 AKR1C3 1S1P

PGH2 → PGF2α

323 36.9PGE2 → PGF2α

PGD2 → 9a,11b-PGF2

Arachidonate 12(R)-lipoxygenase 12R-LOX O75342 ALOX12B 3D3L AA → 5R-HPETE 701 80.4

Arachidonate 12(S)-lipoxygenase 12-LO P18054 ALOX12 3D3L

AA → 12S-HPETE

663 75.7LTA4 → LXA4

LTA4 → LXB4

Arachidonate 15-lipoxygenase-1 15-LOX P16050 ALOX15 2ABT

AA → 15S-HPETE

661 74.715S-HPETE → EXA4

LTA4 → 5-epi-15-HPETE

Arachidonate 15-lipoxygenase-2 15-LOX-B O15296 ALOX15B 4NRE AA → 15S-HPETE 676 75.9

Arachidonate 5-lipoxygenase 5-LO P09917 ALOX5 3O8Y

AA → 5S-HPETE

673 77.95S-HPETE → LTA4

15S-HPETE → 5-epi-15-
HPETE

Carbonyl Reductase 1 CBR1 P16152 CBR1 1WMA PGE2 → PGF2α 276 30.2

Dipeptidase RDP P16444 DPEP 1ITQ
LTD4 → LTE4

369 41.1
EXD4 → EXE4

Gamma-glutamyl transaminase GGT 1 P19440 GGT 4GDX
LTC4 → LTD4

569 61.4
EXC4 → EXD4

Glutathione Independent
Prostaglandin D Synthase b-trace P41222 PTGDS 3O19 PGH2 → PGD2 168 18.7

Hematopoietic prostaglandin D
synthase H-PTGDS O60760 HPGDS 3EE2 PGH2 → PGD2 199 23.3

Hydroperoxide isomerase e-LOX-3 Q9BYJ1 ALOXE3 none

12R-HPETE → 11S,12S-TrXA3

711 80.5

12R-HPETE → 11S,12S-TrXB3

12S-HPETE → 12-KETE

12R-HPETE → 11R,12R-
TrXA3

Leukotriene A-4 hydrolase LTA-4 P09960 LTA4H 1HS6 LTA4 → LTB4 610 69.2

Leukotriene C4 synthase LTC4S Q16873 LTC4S 2UUH
LTA4 → LTC4

150 16.6
EXA4 → EXC4

Citation: Biringer RG (2018) The Enzymes of the Human Eicosanoid Pathway. Res Rep Med Sci 2: 106. 

Page 2 of 28

Res Rep Med Sci, an open access journal Volume 2 • Issue 1 • 1000106



Prostacyclin Synthase CYP8 Q16647 PTGIS 3B6H PGH2 → PGI2 500 57.1

Prostaglandin E Synthase mPGES-1 O14684 PTGES 4AL1 PGH2 → PGE2 152 17.1

Prostaglandin E Synthase-2 mPGES-2 Q9H7Z7 PTGES2 2PBJ PGH2 → PGE2 377 41.9

Prostaglandin E Synthase-3 cPGES Q15185 PTGES3 1EJF PGH2 → PGE2 160 18.7

Prostaglandin G/H Synthase 1 COX-1 P23219 PTGS1 none AA → PGH2 576 66

Prostaglandin G/H Synthase 2 COX-2 P35354 PTGS2 5F19 AA → PGH2 587 67.3

Prostamide/prostaglandin F
synthase FAM213B Q8TBF2 FAM213B none PGH2 → PGF2α 198 21.2

Thromboxane A Synthase 1 TXS P24557 TBXAS1 none
PGH2 → TXA2

534 60.6
PGH2 → 12-HHT + MDA

Note: # AA and MW reflect the processed polypeptide.

Table 1: Selected Properties for Eicosanoid Enzymes.

Figure 1: Prostanoid metabolism. Gene designations are given for
the participating enzymes (rounded boxes) and accepted acronyms
given for metabolites (ovals).

Cyclooxygenases: Prostaglandin G/H synthase 1 and
prostaglandin G/H synthase 2

Overview: Cyclooxygenase activity represents the first step in
prostanoid biosynthesis whereby arachidonic acid is converted to the
endoperoxide prostaglandin H2 (PGH2) via the transient prostaglandin
G2 (PGG2) (Figure 2). PGH2 is a multifunctional metabolite. First, and
perhaps foremost, it serves as a precursor for the enzymatic synthesis
of other prostanoids: PGI2, PGE2, PGF2α, PGD2 and TXA2. It also
serves as a metabolic signal in its own right where it is involved in
signaling for vasoconstriction [6,7] and platelet aggregation [8-10].
PGH2 is a labile endoperoxide and it rapidly and non-enzymatically
rearranges to both PGD2 and PGE2 (Figure 3). Further, these two
metabolites in turn undergo ring cleavage to produce γ-keto aldehydes
(levuglandin D2 and E2) which are highly reactive and form adducts
with the ε-nitrogen on lysines that in turn can result in the crosslinking
and aggregation of proteins. In particular, this function is known to
accelerate the formation of Aβ1-42 oligomers that are involves in
Alzheimer’s disease pathology [11].

Figure 2: Reaction catalyzed by PTGS1 and PTGS2.

Figure 3: Synthesis of PGE2 and PGD2 from PGH2.
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There are two major protein isoforms of cyclooxygenase,
Prostaglandin G/H Synthase 1 (PTGS1, COX-1, PGHS-1, PHS 1) and
Prostaglandin G/H Synthase 2 (PTGS2, COX-2, PHS II, PGHS-2). In
most tissues the former is expressed constitutively to maintain normal
tissue function (e.g. maintain GI tract and renal function [12]) whereas
the latter, normally present undetectable levels in most cells, is induced
during inflammation. In contrast, in brain, testes and the macula densa
of the kidney, both isoforms are expressed constitutively [13]. Structure
and function of these isoforms are reviewed by Smith et al. [14,15] and
more recently by Rouzer and Marnett [16] and Chandrasekharan and
Simmons [17].

Human cyclooxygenase structure: PTGS1 and PTGS2 are heme
containing, homodimers produced from distinctly different genes
(human chromosome 9 and 1 respectively) [15,16]. They are
membrane associated proteins (endoplasmic reticulum and nuclear)
[18] with a unique membrane binding domain consisting of four short
amphipathic helices [14,19]. The primary structure of PTGS2 shows
64.7% sequence homology to isoform-1 of PTGS1.

There are six known protein isoforms of Human PTGS1 (hPGHS1)
[20]. For the sake of clarity all further references shall be made with
respect to isoform-1 (UniprotKB-P23219-1). hPGHS1 is produced as a
599 residue polypeptide, cleaved to 576 residues (calculated as 65,996
Da) upon removal of the signal peptide. There are 10 known natural
SNP variants (W8R, P17L, R53H, R149L, K185T, L237M, K341R,
K359R, I443V, and V481I) [21,22]. Human PTGS2 (hPTGS2,
UniprotKB-P35354) is produced as a 604 amino acid polypeptide,
cleaved to 587 amino acids (calculated as 67,281 Da) upon removal of
the signal peptide. There is only one known isoform and five reported
natural SNP variants (R228H, P428A, E448G, V511A, and G587R)
[22].

There are several X-ray structures reported for hPTGS2 (e.g. PDB
entry 5F19) and no reported X-ray structured for hPTGS1. However,
ovine PTGS1 shares a 92.5% sequence homology with hPTGS1 and
thus the ovine structure (e.g. PDB entry 3N8V) may serve as a working
model for the human protein structure.

Both hPGHS1 and hPTGS2 are N-glycosylated in a highly
conserved manner. hPTGS1 is N-glycosylated at Asn-67, Asn-103 and
Asn-143, producing glycoforms with yet-to-be determined
composition [23]. Nemeth et al. [18] have used mass spectrometry to
show that hPTGS2 is glycosylated at Asn-53, Asn-130, Asn-396, and
Asn-580 producing three different glycoforms of molecular weight
71.4, 72.7, and 73.9 kDa. Interestingly, it has been shown that
glycosylation at Asn-580 serves to signal degradation of hPTGS2 [24],
in particular, transport to the cytoplasm for proteosomal degradation
[25]. Further, Otto et al. [26] have shown that Asn-580 is glycosylated
about 50% of the time in ovine PTGS2. There are two confirmed
phosphorylations on hPTGS2 (Tyr-120 and Tyr-446) [27] and three
predicted, but unconfirmed phosphorylations for hPTGS1 (Tyr-54,
Thr-117, and Thr-220) (PhosphoSitePlus, https://
www.phosphosite.org).

Regulation of cyclooxygenase: As noted previously, PTGS2 is an
inducible form of cyclooxygenase in many tissues while PTGS1 is
constitutive. Induction of PTGS2 transcription by growth factors and
cytokines is well documented [28,29]. More recently, Cok and
Morrison [30] have shown that PTGS2 expression is also regulated at
the post-transcriptional level through the destabilizing 3’
untranslatable region (nucleotides 1-60) of the mRNA which serves to
significantly decrease the lifetime of the mRNA message.

Post translational regulation of PTGS2 has also been reported.
Parfenova et al. [31] have shown that in pig cerebral microvesicles,
PTGS2 and not PTGS1 is regulated by tyrosine phosphorylation,
where the phosphorylation event serves to increase the activity of the
enzyme. Alexanian et al. [27] have taken this a step further with
PTGS2 in transfected human mesangial cells. Here they identified two
kinases that phosphorylate two different tyrosines and used mass
spectrometry to identify the sites of phosphorylation at Tyr-120 and
Tyr-446. The former phosphorylation increases the average activity by
3-18% and the latter by 5-25%. The former site resides at the interface
between the two subunits suggesting an allosteric effect on the activity
and the latter is located in the catalytic domain and thus may have a
more direct effect on the enzymatic activity.

S-nitrosylation of cysteine also serves to enhance the activity
PTGS2. Kim et al. [32] have reported that inducible NO synthase
(iNOS), a major mediator of inflammation, enhances the activity of
PTGS2, a second prominent mediator of inflammation in a murine
macrophage cell line. Activation requires binding of iNOS to a specific
region of PTGS2 to efficiently facilitate nitrosylation of Cys-526,
resulting in a two-fold enhancement of activity due solely to an
increase in Vmax.

Prostaglandin D synthase (PGDS)
Overview: Prostaglandin D2 (PGD2) is produced by mast cells, Th2

lymphocytes, and dendritic cells [33]. Binding to the CRTH2 receptor
(prostaglandin DP2 receptor) causes activation of Th2 lymphocytes,
eosinophils and basophils, resulting in induced chemotaxis of Th2
lymphocytes and eosinophils as well as promoting cytokine production
by Th2 lymphocytes. It is also a known sleep inducer in the central
nervous system (CNS) [34,35].

Prostaglandin D Synthase (PGDS) represents two distinct types of
small cytosolic glycoproteins involved in transport of lipophilic
molecules such as bilirubin, retinal and retinoic acid and also catalyze
the synthesis of PGD2 from the substrate prostaglandin H2 (PGH2)
(Figure 3) [36]. Both types are expressed in a variety of tissues with
high amounts found in brain [37], heart [36], and testis [38,39]. The
cellular distribution is quite ubiquitous and PGDS is found in the
cytoplasm, endoplasmic reticulum, and nucleus [40]. The two distinct
types of PGDS thus far reported are: 1) glutathione independent PGDS
(PTGDS or L-PTGDS) [41,42], 2) glutathione requiring PGDS (spleen
type, Hematopoietic prostaglandin D synthase (HPGDS or H-
PTDGS)) [42,43].

Glutathione independent prostaglandin D synthase
(PTGDS)

Overview: The brain type PTGDS exhibits a wide variety of CNS
functions such as sedation and non-rapid eye movement sleep [35]. It
is also involved in modulation of the immune response [44],
inflammation response [45], and pain [46]. Also known as β-trace
protein [37,47], the gene sequence indicates that it is a member of the
lipocalin super-family [38] and further, it is the second-most abundant
protein found in cerebrospinal fluid (CSF) [48].

Human PTGDS structure: Human PTGDS (hPTGDS) represents a
collection of glyco-isoforms of a monomeric glycoprotein with
molecular weights in the 27-34 kDa range [41,47]. 2D-polyacrylamine
gel electrophoresis reveals seven distinct isoforms with isoelectric
points from 5.8 to 7.5 [47]. Alterations in the isoelectric points of
hPTGDS from CSF after treatment with neuramidase [38] and
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identification of both mono and disialated oligosaccharides from
recombinant hPTGDS suggest that at least some of the isoforms
represent differences in the degree of sialation. In addition, differential
phosphorylation may account for some of these isoforms as well
[47,49,50]. Although specific functions for individual isoforms are
presently unknown, Harrington et al. [47,51] and Pohl et al. [52] have
shown that the relative amounts of each isoform normally associated
with healthy individuals are altered in a variety of disease states.

There is one reported protein isoform of hPTGDS (UniprotKB-
P41222) that is produced as a 190 amino acid transcript and processed
to a 168 amino acid polypeptide (calculated as 18,698 Da) after
removal of the signal peptide (residue 1-22) [48]. There is one known
natural SNP variant (R56Q) and there are a number of X-ray
structures available (e.g. PDB entry 3O19). The three-dimensional
structure represents a classic lipocalin fold [53] where a single eight-
stranded, continuously hydrogen-bonded antiparallel beta-barrel
encloses the ligand-binding site [54]. Further, PTGDS is the only
lipocalin that exhibits catalytic activity in addition to its lipid
transporting capabilities. As noted above, hPTGDS is a highly
glycosylated protein and contains both N- and O-glycosylations, some
of which are sialated [38]. O-glycosylation at Ser-29 has been
confirmed by Halim et al. [55]. There are numerous reports confirming
N-glycosylation at Asn-51 [37,48,56,57] and at Asn-78
[38,48,56,58,59]. Grabenhorst et al. [60] have reported that 90% of the
N-linked oligosaccharides are bientennary with terminal α-2,3 or α-2,6
sialations with a ratio of mono- to di-sialations of 1:5. Hoffmann et al.
[56] reported similar findings with the exception that 40% were non-
sialated, 40% monosialated and 20% disialated and have proposed a
number of possible oligosaccharide structures. There are four predicted
phosphorylations for hPTGDS (Tyr-107, Thr-147, Tyr-149, and
Ser-150), none of which has been shown experimentally
(PhosphoSitePlus, https://www.phosphosite.org).

Regulation of PTGDS: Regulation of PTGDS occurs on the
transcriptional and post-translational modification levels as well as by
proximity to other proteins. Tokudone et al. [61] have reported that
expression of PTGDS in rat heart is enhanced by various
glucocorticoids. Miyagi et al. [62] examined the effect of sheer stress at
arterial levels on human vein endothelial cells and found that increased
stress upregulates PTGDS mRNA. They also show that the effect is
indirect through enhanced binding of activator protein-1 (AP-1) to the
promoter region of the PTGDS gene.

Angenstein et al. [49] examined the activation of PTGDS by various
kinases. They report that PTGDS responds only weakly to
phosphorylation by phosphokinase A (PKA), but is a good substrate
for casein kinase II (CK2). Specific sites for phosphorylation were not
determined.

As described above, PTGDS has a number of known glycoforms and
that the relative amounts of each is altered in various disease states
[47]. It is unknown at this point if such changes in glycolysis modify
the activity, alter the intracellular location or export rate, or alter the
association with other proteins that may modulate PTGDS activity.

Hematopoietic prostaglandin D synthase (HPGDS)
Overview: Hematopoietic prostaglandin D synthase (HPGDS, H-

PGDS) is expressed in a wide variety of tissues; however, the
expression levels are species specific [63]. Urade et al. [64] have
published an excellent review for this enzyme. Human HPGDS
(hHPGDS) is expressed at high levels in the brain [63,65], heart [63]

and immune system [63,66]. The gene sequence indicates that it is a
member of the sigma glutathione S-transferase class of proteins. The
relative abundance of hHPGDS in CSF is considerably lower than the
other PGD2 producing enzyme hPTGDS (1200 × lower) and is found
at a concentration in CSF of 5-10 ng/mL [65].

Human HPGDS structure: Human HPGDS (hHPGDS) is a
cytosolic [66] homodimer with a molecular weight in the 48 kDa range
[64,67], although early reports noted it as a monomeric species [43].
The activity is enhanced by the presence of divalent cations where
either Mg2+ or Ca2+ serve to activate and where the latter has a greater
effect at lowering Km and thus has a greater effect on the activity [68].
In addition, glutathione (GSH) is a required cofactor [64].

There is one reported protein isoform of hHPGDS (UniprotKB-
O60760) that is produced as a 199 amino acid transcript that is not
processed further, resulting in a polypeptide with a calculated
molecular weight of 23,344 Da [63]. There are no known natural SNP
variants. There is 1 potential acetylation site on hHPGDS, Lys-73,
which has not been confirmed experimentally (PhosphoSitePlus,
www.phosphosite.org). Numerous X-ray structures are available (e.g.
PDB entry 3EE2).

Regulation of HPGDS: Although the regulation of many processes
through the action of the HPGDS product PGD2 have been reported,
the regulation of HPGDS itself has not been studied in detail. However,
Ghandi et al. [69] have reported that the bioavailability of selenium for
incorporation into selenoproteins is required to upregulate the
expression of HPGDS in human macrophages.

Prostaglandin E synthases
Overview: Prostaglandin E2 (PGE2) elicits a wide range of biological

functions. It is most commonly associated with the mediation of
inflammation and its role as a pro-inflammatory effector in the acute
inflammatory response is well documented. PGE2 acts as a vasodilator,
facilitating the influx of mast cells, neutrophils and macrophages from
the blood stream, leading to swelling and edema. At the same time, it
stimulates neurons to increase the pain response and promotes
pyrogenic effects [70,71]. PGE2 also exhibits potent, context-dependent
anti-inflammatory activities including inhibition of T-cell activation
and IL-2 synthesis in and expression from T-cells [70,72-74].

PGE2 is synthesized by a collection of Prostaglandin E synthases, all
catalyzing the conversion of PGH2 to PGE2 (Figure 3), but each having
a different structure and several having different cellular locations.
Two of the known isoforms are glutathione requiring (PTGES,
PTGES3) and one is glutathione independent (PTGES2).

Prostaglandin E synthase (PTGES)
Overview: Prostaglandin E Synthase (PTGES, microsomal

prostaglandin E synthase, mPGES-1, MPGES1) is expressed in a
variety of tissues and catalyzes the synthesis of PGE2 from PGH2
substrate. PTGES is constitutively expressed at low levels in lung,
spleen, gastric mucosa, and kidney, but has not been detected in
healthy heart, liver or brain [75]. PTGES is an inducible, glutathione-
requiring enzyme [76,77] and is upregulated in response to
inflammation triggers [78,79].

Human PTGES structure: Human PTGES (hPTGES) is a
homotrimeric membrane-spanning protein and is a member of the
membrane associated proteins in eicosanoid and glutathione
metabolism (MAPEG) family of proteins [20,80,81]. There is one
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reported protein isoform of hHPGES (UniprotKB-O14684) that is
produced as a 152 amino acid transcript and not processed further,
resulting in a polypeptide with a calculated molecular weight of 17,102
Da. No natural SNP variants have been reported. The crystal structure
(e.g. PDB entry 4AL1 and 3DWW) reveals that each monomer is a
four-helix bundle [20] and three subunits pack in a manner to provide
a central cone-shaped cavity thought to be involved in substrate access.
There is 1 potential phosphorylation site on hPTGES, Thr-34, which
has not been confirmed experimentally (PhosphoSitePlus,
www.phosphosite.org).

Prostaglandin E synthase-2 (PTGES2)
Overview: Prostaglandin E Synthase-2 (PTGES2, microsomal

prostaglandin E synthase-2, mPGES-2) is expressed in a variety of
tissues and catalyzes the synthesis of PGE2 from PGH2 substrate.
PTGES2 is constitutively and strongly expressed in brain, heart,
skeletal muscle, kidney and liver and expressed at lower levels in other
tissues [82]. It is initially expressed as a membrane-bound Golgi
protein, but is subsequently cleaved by beta amyloid precursor protein
cleaving enzyme-1 (BACE-1) to a cytosolic truncated form that
becomes enriched in the perinuclear region [83,84]. The protein has
GSH and heme binding capacity, but neither is required for enzymatic
activity. However, the presence of a thiol containing compound
increases the activity [85]; dithiothreatol (DTT) is the most effective,
but β-mercaptoethanol, GSH, or lipoic acid will also serve to activate
the enzyme.

Human PTGES2 structure: Human PTGES2 (hPTGES2) is
produced as a membrane-bound protein, possibly a dimer [85], and is
a member of the GST superfamily. This polypeptide consists of 377
amino acids with a calculated molecular weight of 41,943 Da based on
the sequence (UniprotKB-Q9H7Z7). There is only one known isoform
and one reported natural SNP variant (R298H). The protein may also
be subsequently cleaved to remove the first 87 residues of the N-
terminus, producing a cytosolic product (33,107 Da) [83] which
appears as a homodimer [85-87]. The crystal structure for hPTGES2
has yet to be reported, however, Heme and GSH-bound, truncated
PTGES2 from Macaca fascicularis has been reported by Takusagawa et
al. [87] (PDB entry 2PBJ). Since this protein shows a 97.6% sequence
similarity to hPTGES2 it provides an excellent model for hPTGES2.
Yamada et al. [85] have also presented the crystal structure for Macaca
fascicularis PTGES2 (PDB entry 1Z9H) of the truncated form, but
with bound indomethacin (IMN) to simulate bound substrate. Further,
they have simulated the three-dimensional structure of the full
transcript using secondary structure and hydropathy predictions for
the first 87 residues and docking it with the truncated crystal structure.
The resulting structure clearly shows the helix bundles that anchor
each subunit to the membrane. There is one confirmed
phosphorylation on hPTGES2 at Ser-95 [88] and 30 additional
potential phosphorylation sites on hPTGES2, none of which has been
confirmed experimentally (PhosphoSitePlus, www.phosphosite.org).

Prostaglandin E synthase-3 (PTGES3)
Overview: Prostaglandin E Synthase-3 (PTGES3, cytoplasmic PGES,

cPGES, p23) is expressed in many tissues and is involved in a number
of cellular processes. One such process is the production of PGE2 from
PGH2 where PGH2 resulting from the action of PTGS1 is preferred
over PGH2 derived from the action of PTGS2 due to cellular location
and possible additional cofactors that may assist in the coupling of
PTGS1 to PTGES3 [89]. A second function is the action of PTGES3 as

a molecular chaperone in conjunction with Hsp90, modulating
ribonucleoprotein telomerase [90] and disrupting receptor-mediated
transcriptional activation by promoting disassembly of transcriptional
regulatory complexes [91]. This protein is also involved with Hsp90 in
the α-hydroxylation of proline on the hypoxia-inducible factor (HIF)
which serves to mark HIF for degradation by the ubiquitin-
proteosome pathway [92].

Human PTGES3 structure: Human PTGES3 (hPTGES3) is a
monomeric, glutathione-dependent cytosolic protein belonging to the
p23/wos2 family of proteins (UniProtKB-Q15185). Four protein
isoforms have been reported, each formed via alternative splicing of
the mRNA for isoform-1 [77]. Only isoform-1 (hPTGES3) has been
isolated and characterized and thus will be the only hPTGES3 isoform
discussed in detail here. There are no reported natural SNP variants.
One X-ray structure is available for hPTGES3 (PDB entry 1EJF).
hPTGES3 is a 160 amino acid polypeptide with a calculated protein
molecular weight of 18,697 Da. Posttranslational modifications
(discussed below) increase the molecular weight to the 23 kDa range.

Numerous posttranslational modifications (PTM) have been
reported for hPTGES3. There are seven known phosphorylation sites
Ser-44 [88,93], Ser-85 [88], Ser-113 [88,94-96], Ser-118 [95,97],
Ser-148 [94-96], Ser-151 [93,94] and one inferred by similarity to the
mouse counterpart (UniProtKB-Q9R0Q7, TEBP_MOUSE).
SUMOylation of Lys-35 and Lys-65 has also been reported [98]. Lastly,
Choudhary et al. [99] have identified the acetylation of Lys-33. The
specific effects of these PTMs on catalysis, subcellular location, or
protein association have yet to be determined.

Regulation of PTGES1, PTGES2, and PTGES3: PGE2 serves a wide
variety of physiological functions including, but not limited to
vasodilation, gastric acid and mucus secretion, fever induction and
inflammation. The response is dependent on cellular and tissue
location and the associated receptors. For example, binding to the EP1
receptor stimulates bronchial constriction whereas binding to the EP2
receptor stimulates bronchial dilation. This wide variety of functions
and varied cellular locations for each of the known PTGES enzymes
leads one to suspect that each PTGES may have a specific function and
may respond to different stimuli.

The differential response of PTGES1, PTGES2, and PTGES3 to pro-
inflammatory stimuli is well documented. Stimulation of neurons by
lipopolysaccharide (LPS) [79,100] and other pro-inflammatory stimuli
leads to the induction of PTGES1, whereas PTGES2 and PTGES3 are
produced constitutively [101]. Similarly, pulse acid treatment of
Barrett’s esophageal adenocarcinoma cell line FLO EA leads to
induction of PTGES1, with no effect on PTGES2 and PTGES3 levels
[102]. More specifically, pro-inflammatory cytokines have been shown
to be involved in induction of PTGES1 [78]. Both IL-1β [103,104] and
TNFα [105] induce PTGES1 and have no effect on PTGES2 and
PTGES3 levels. In addition, PTGES1 is also induced by excess
glutamate in ischaemic brain [106].

Substrate for each PTGES is produced by either or both PTGS1 or
PTGS2. Several reports have shown that PTGES1 and PTGS2, known
for their involvement in the inflammatory response are co-induced
[104,105,106], confirming that the pair is directly involved in the
production of PGE2 in inflammation response. Mollerup et al. [107]
have confirmed this relationship and have also shown that the
expression PTGES3 and PTGS1 are coupled.

Differential expression of PTGESs has also been confirmed in
cellular activities other than inflammation. Fujimori et al. [108] have
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reported that the expression of mRNA of all three PTGES proteins is
observed in adipocytes during adipogenesis. Using transfected siRNAs
for each PTGES, only siRNA for PTGES1 reduced the production of
PGE2 (61.4%), indicating that PTGES1 is primarily responsible for
production of PGE2 in adipocytes, in particular, to suppress the early
phase of adipogenesis. Nuttinck et al. [109] have shown that PTGES2
and PTGES3 are expressed constitutively in bovine oocytes whereas
PTGES1 and PTGS2 are co-induced during an in vitro maturation.
They further conclude that a transient induction of PGE2 biosynthetic
activity via the PTGS2/PTGES1 pathway during the maturation period
increases the ability to produce progesterone from the immature to the
fertilized stages. Sun et al. [110] have reported that PTGES1 mRNA
levels increase upon treatment of mouse granulosa cells with human
gonadotropin suggesting that PGE2 synthesis by this enzyme may be
important for follicular development, ovulation and luteal formation.

Prostacyclin synthase (PTGIS)
Overview: PGI2 (prostacyclin) is well known for its regulatory role

in the cardiovascular system where it is a potent vasodilator and
inhibitor of platelet aggregation [111-113]. In addition, it is it is also
established as a mediator of vascular permeability in response to acute
inflammation and is known to elicit nociceptive pain response
[111,113,114]. PGI2 is quite unstable at physiological pH with a half-
life of 2-5 minutes, forming biologically inactive 6-keto-prostaglandin
F1α (6-keto-PGF1α) [111,115,116].

Prostacyclin Synthase (PTGIS, CYP8, CYP8A1) catalyzes the
conversion of PGH2 to prostaglandin I2 (PGI2) (Figure 4). PTGIS is
constitutively expressed in endothelial cells and couples with PTGS1
[113,117] in the nuclear envelope [117]. However, it has also been
shown to be upregulated from these levels with PTGS2 upregulation
[112,118] in the endoplasmic reticulum [117,119]. PTGIS is also
expressed in the CNS, mainly in neurons and to a lesser extent in glial
cells. Here it is thought to be involved in the induction and
maintenance of hyperalgesia by sensitization and may contribute to
nociception in the CNS [2].

Figure 4: Reaction catalyzed by PTGIS.

Human PTGIS structure: PTGIS is a heme containing, monomeric,
membrane-anchored enzyme belonging to the cytochrome P450
superfamily of proteins. Hydropathy analysis reveals a putative single
helical amino terminal domain anchor that is typical for cytochrome
P450 family members [120]. Human PTGIS (hPTGIS) is a 500 amino
acid polypeptide with a calculated molecular weight of 57,104 Da
(UniprotKB-Q16647). There are 8 known natural SNP variants (P38L,
S118R, E154A, F171C, R236C, R375T, P500S) [121,122]. X-ray
structures are available (e.g. PDB entry 3B6H).

It is well established that nitration of one or more tyrosines in
PTGIS occurs in vivo (bovine and human) and serves to inhibit PTGIS
[123-126]; Tyr-430 is the only confirmed nitration site [127]. There are
also four potential phosphorylation sites on hPTGIS (Ser-52, Ser-200,

Tyr-348, and Thr-399), none of which have been confirmed
experimentally (PhosphoSitePlus, www.phosphosite.org).

Regulation of PTGIS: Expression of PTGIS is induced in concert
with PTGS2 in response to pro-inflammatory cytokines, growth
factors, bacterial endotoxins, tumor promotors, and various hormones
secreted by immune cells [112,128-132]. It is noteworthy that the
presence of even small amounts of PTGIS can prevent cytokine-
induced cell death in insulin-producing islet cells [129].

Posttranlational regulation of PTGIS is facilitated via the reaction of
Tyr-430 with peroxynitrite to form a 3-nitrotyrosine that inactivates
the enzyme [128]; the source of peroxynitrite (ONOO-) in vivo is the
non-enzymatic reaction of nitric oxide (NO.) with the superoxide ion
(O2

2-) [127]. In cardiovascular systems, various inflammatory insults
such as high glucose [123,125], tissue ischemia [124], and asthma or
bronchitis [133] result in stimulation of the production of both nitric
oxide and the superoxide ion, thus producing peroxynitrite which
results in the inhibition of PTGIS. The lack of PTGIS activity results in
the accumulation of the precursor PGH2 that can then be converted to
PGE2 instead. Increased PGE2 and a decrease in both PGI2 and nitric
oxide are known to promote the adhesion of white blood cells and
their immigration to the inflammatory locus [126].

Prostaglandin F synthases
Overview: PGF2α is one of the most abundant prostanoids in the

brain and spinal cord [134-137] and is also found in many other tissues
[113,138]. The functions are wide ranging and context dependent.
PGF2α is involved in inflammation as well as smooth muscle
contraction, renal function, and blood pressure to name a few
[113,133]. The stereoisomer 9α,11β-PGF2 is thought to have similar
functions [5,139].

Figure 5: PGF2α and9α,11β-PGF2 biosynthetic pathways.

Prostaglandin F Synthase represents a collection of enzymes that
ultimately produce PGF2α or the stereoisomer 9α,11β-PGF2 (Figure 5).
These enzymes fall into one of three different structural classes: 1)
aldo-keto reductase superfamily (AKRB1, AKRC3), 2) the
thioredoxin-like superfamily (FAM213B), and 3) the short-chain
dehydrogenases/reductases (SDR) family (CBR1) [134,135,140-142].
Substrates for PGF2α production are either PGH2 or PGE2 depending
on the enzyme, whereas 9α,11β-PGF2 is produced only from PGD2.
The properties of these and other NADH/NADPH-dependent
reductases have been reviewed [143].
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Prostamide/prostaglandin F synthase (FAM213B)
Overview: Prostamide/prostaglandin F synthase is a cytosolic

protein that converts PGH2 or PGH2 ethanolamide to PGF2α or PGF2α
ethanolamide respectively and requires NADPH as a co-enzyme
[144,145]. Although the human enzyme has yet to be characterized,
much is known about both the murine and porcine counterparts for
which the human version shows a 88.4% homology to each [144].
Western and northern blot analysis, and enzymatic activity studies
have shown that the porcine protein (A9CQL8) is found mainly in the
brain and spinal cord [137,144]. Similarly, immunohistochemistry,
double immunofluorescence, and immuno-electron microscopy
confirmed the location of the murine version (Q9DB60) in the brain
and that it is colocalized with myelin basic protein (MBP) in myelin
sheaths but not in axons [137].

Human FAM213B structure: Human FAM213B (hFAM213B,
UniprotKB-Q8TBF2) is a protein belonging to the Thioredoxin-like
superfamily. Eight protein isoforms have been reported, each formed
through alternative splicing of the mRNA for isoform-1 [77]; only
isoform-1 has been identified at the protein level [89]. There are no
reported natural SNP variants. hFAM213B consists of a single 198
amino acid polypeptide with a calculated molecular weight of 21,223
Da. X-ray structures have not been reported. The enzymatic activity of
the porcine version increases four-fold in the presence of 1.5 M
ammonium sulfate, suggesting that this enzyme may be dimeric or
oligomeric [144].

There is one confirmed phosphorylation site on Tyr-108 [88]. The
function of this modification is not yet known. There numerous
additional potential phosphorylation sites that have not been
confirmed experimentally (PhosphoSitePlus, www.phosphosite.org).

Regulation of FAM213B: Regulation of FAM213B remains to be
fully elucidated. Its location in the myelin sheaths suggests that
regulation is likely controlled by those factors involved in the
formation and maintenance of myelin sheath [137,146].

Carbonyl reductase 1 (CBR1)
Overview: Carbonyl reductase 1 (CBR1) is a NADPH-dependent

cytosolic protein with very broad substrate specificity and tissue
expression [147-149]. The reaction germaine to this review is the
reduction of PGE2 to PGF2α [141,147,150]. However, this enzyme is
also involved in androgen metabolism, perhaps providing a functional
link between the prostaglandin and the androgen pathways [141,151].
It is also involved in the reduction of quinones [150] and various
xenobiotics, including several anti-cancer drugs [152,153], as well as
reactive aldehydes such as 4-oxonon-2-enal which is believed to be
involved in oxidative stress-related neurodegenerative disorders
[147,154]. Interestingly S-nitrosoglutathione (GSNO) is also a
substrate for human CRB1, implicating this enzyme in GSNO
catabolism as well [147,155].

Human CBR1 structure: Human Carbonyl reductase 1 (hCBR1,
UniProtKB-P16152) is a monomeric protein and a member of the
short-chain dehydrogenases/reductases (SDR) family of proteins
[147,155]. Three protein isoforms have been identified via Human
cDNA [156], but only isoform-1 has been isolated as a protein
transcript. In addition, two natural SNP variants have been reported,
V88I and P131S, of which the former has been isolated and kinetic
properties examined [157]. The biologically competent form of hCBR1,
isoform-1, is a 277 amino acid polypeptide with a calculated molecular

weight of 30,375 Da and has both NADPH and GSH binding sites
[147]. There are several X-ray structures available (e.g. PDB entry
1WMA).

Several posttranslational modifications have been reported for
hCBR1. Following cleavage of the initiating Met residue, Ser-2 is
acetylated at its N-terminal [158]. Two phosphorylations have been
predicted (UniProtKB) based on comparison to similar proteins, Ser-2
(CBR1_RAY) and Ser-30 (CBR1_MOUSE), but large scale
phosphorylation studies have yet to confirm these predictions [158].
There are numerous potential phosphorylation, acetylation,
ubiquitination sites on hCBR1 predicted by PhosphoSitePlus
(www.phosphosite.org), none of which are confirmed experimentally.

Krook et al. [159] report an unusual Lys modification, N6-(1-
carboxyethyl) Lys of Lys-239, formed from the Lys and pyruvate
through a Schiff base and subsequent reduction. This modification is
specific for Lys-239, but is not quantitative, allowing for two different
forms of the enzyme to exist. The modification is apparently not
regulatory in nature nor a coenzyme adduct. The specific function, if
any, remains to be elucidated. Similar findings of autocatalytic
modifications have been presented by others [160,161].

As noted above, GSNO is a substrate for hCBR1. However,
Hartmanova et al. [162] have shown that GSNO covalently modifies
cysteines at positions 122,150, 226, and 227, and in a concentration
dependent manner. These modifications alter the catalysis, increasing
the kcat for some substrates and decreasing the kcat for others. Further,
Km is altered for most substrates to partially compensate for the change
in kcat, leading to overall small changes in catalytic efficiency.

Regulation of CBR1: There are numerous reports describing the
transcriptional regulation of CBR1 in response to the presence of
various xenobiotics (e.g. [163-165]), but few describing the effect on
PGF2α production. Ivanov et al. [166] show that CBR1 from Wistar-
Kyoto rats is transcriptionally down-regulated by LPS or LPS activated
cytokines, presumably through the inactivation of the Sp1
transcription factor suspected to be involved in the activation of CBR1
[166]. This would explain the observed downregulation of CBR1 in
fever [157,166]. Guo et al. [140] report that cortisol enhances the
transcription levels of CBR1 in human amnion fibroblast cells which
may partly explain the concurrent increases of cortisol and PGF2α in
human amnion tissue with labor.

CBR1 is inhibited by a wide variety of compounds. For example,
inhibition by the cardioprotectant Flavonoid 7-monohydroxyethyl
rutoside (monoHER) [167], 2-(3,4-dihydroxyphenyl)-5,7-
dihydroxy-4H-1-benzopyran-4-one (luteolin) [168], and (-)
epigallocatechin gallate (EGCG) from green tea [169] have been
demonstrated. Interestingly, hCBR1 is inhibited by a variety of both
saturated and unsaturated fatty acids which may be involved in
regulation of hCBR1 expressed in intestinal cells [170].

Aldo-keto reductase 1B1 (AKR1B1)
Overview: Aldo-keto reductase 1B1 (AKR1B1, AR) is a NADPH-

dependent cytosolic protein with broad substrate specificity and tissue
expression [171,172]. AKR family members metabolize aldehydes,
monosaccharides, steroids, polycyclic hydrocarbons, as well as
prostaglandins. AKR1B1 is the first enzyme in the polyol pathway
where it converts glucose to sorbitol. The reaction relevant to this
review is the conversion of PGH2 to PGF2α [171].
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Human AKR1B1Structure: Human aldo-keto reductase 1B1
(hAKR1B1, UniProtKB-P15121) is a monomeric protein and a
member of the aldo-keto reductase (AKR) family of proteins
[171-173]. Only 1 protein isoform has been identified, however, six
natural SNP variants have been reported (I15F, H42L, L73V, K90E,
G204S, and T288I). hAKR1B1 is a 316 amino acid transcript,
truncated to 315 residues (35,722 Da) upon removal of the initiator
methionine [174,175]. This enzyme has both NADPH and substrate
binding sites [172]. There are numerous X-ray structures available (e.g.
PDB entry 1ADS).

Several posttranslational modifications have been reported for
hAKR1B1. N6-acetylations at Lys-95, Lys-222, and Lys-263 have been
confirmed via LC-MS/MS analysis [99]. The degree and function of
acetylation at these positions has yet to be determined. One
phosphorylation at Ser-3 has been predicted (UniProtKB) based on
comparison to the rat protein (CBR1_RAT). Large scale
phosphorylation studies have yet to confirm this prediction [158].
Following cleavage of the initiating Met residue, Ala-2 has been
predicted to be acetylated  at its  N-terminal,  based on the observations
for porcine AKR1B1 [174], but this too has not been confirmed
experimentally [99]. Numerous phosphorylations, additional
acetylation, ubiquitination, methylation and one S-nitrosylation site
(Cys-299) are predicted by PhosphoSitePlus (www.phosphosite.org),
none of which have been shown experimentally.

Regulation of AKR1B1: Induction of hAKR1B1 mRNA in adipose
cells by the inflammatory cytokines TNF-α and IL-1β has been
demonstrated [176]. Interestingly, expression levels for hAKR1C3, an
alternative enzyme producing PGF2α from PGH2, is unaffected by the
inflammatory cytokines, indicating that cytokine-stimulated PGF2α
synthesis in adipocytes is predominantly due to the action of
hAKR1B1. In stereogenic cells of mouse adrenal tissue, AKR1B1 is
induced in the presence of Adrenocorticotropic hormone (ACTH),
suggesting that the gene is under cAMP/ACTH control. In porcine
endometrial tissue the expression of AKR1B1 is increased by both
estrogen and IL-1β.

Aldo-keto reductase 1C3 (AKR1C3)
Overview: Aldo-keto reductase 1C3 is a NADPH-dependent

cytosolic protein with with broad substrate specificity and tissue
expression [135,175,177-181]. This enzyme metabolizes aldehydes,
steroids, and prostaglandins [175,179-181]. Of particular interest here
is the multi-functional redox behavior towards select prostaglandins.
This enzyme catalyzes the reduction of PGD2 to 9α,11β-PGF2 as well
as the reverse reaction and is also capable of converting PGH2 to
PGF2α and PGE2 to PGF2α [182].

Human AKR1C3 structure: Human aldo-keto reductase 1C3
(hAKR1C3, UniProtKB-P42330) is a monomeric protein and a
member of the Aldo-keto reductase family (AKR) family of proteins
[182,183]. Two protein isoform have been identified, however, only
isoform-1 (hAKR1C3) has been obseved at the protein level [77,182].
In addition, six natural SNP variants have been reported (H5Q, R66Q,
E77G, R170C, M175I, and P180S) [184]. hAKR1C3 is a 323 amino acid
polypeptide with a calculated molecular weight of 36,853 Da with both
NADPH and substrate binding sites [172,185]. Many X-ray structures
are available (e.g. PDB entry 1S1P). There are 31 potential
phosphorylation sites on hAKR1C3, none of which have been
confirmed experimentally (PhosphoSitePlus, www.phosphosite.org).

Regulation of AKR1C3: Induction of AKR mRNA in adipose cells
by the inflammatory cytokines TNF-α and IL-1β has been examined by
Michaud et al. [176]. Interestingly, the expression level for hAKR1C3 is
found to be low and unaffected by the inflammatory cytokines,
whereas the expression of hAKR1B1 is markedly increased. They
concluded that the cytokine-stimulated PGF2α synthesis in adipocytes
is predominantly due to the action of hAKR1B1 and suggest that the
function of hAKR1C3 in these cells is the reduction of ketosteroids.
Dozier et al. [186] have reported that treating monkey granulosa cells
with human chorionic gonadotropin (hCG) increases the expression of
AKR1C3 as well as AKR1C1 and AKR1C2 that peaks in 24-36 hours.
The results suggest that all three control follicular PGF2α levels during
the periovulatory interval.

Thromboxane A synthase 1 (TBXAS1)
Overview: Thromboxane A2 (TXA2) is a potent vasoconstrictor

[187] and platelet activator [188,189], quite the opposite of PGI2. In
fact, the TXA2/PGI2 balance is thought to be central to maintaining
healthy cardiovascular status [190,191]. TXA2 is not only involved in
platelet activation, but also in recruitment of more platelets to the
primary plug [187,188].

Thromboxane A2 (TXA2) is produced from PGH2 through the
action of thromboxane A2 synthase 1 (TBXAS1, TXA synthase, TXS).
It is an unstable metabolite with a half-life on the order of 30 seconds
[113] and hydrolyzes to the biologically inactive thromboxane B2
(TXB2) (Figure 6). In addition, TBXAS1 simultaneously forms 12-
hydroxyheptadecatrienoic acid (HHT) and malondialdehyde (MDA)
in equal molar amounts compared to TXA2; HHT is a known
leukotriene B4 receptor 2 (BLT2) agonist. It is noteworthy that the
primary metabolite of HHT, 12-oxoheptadeca-5(Z)-8(E)-10(E)-
trienoic acid (Oxo-HT), is a known inhibitor of platelet aggregation
acting as a TXA2 receptor antagonist [192]. TBXAS1 is primarily
expressed in platelets, but is found in other cells and tissues such as
macrophages, lung fibroblasts, lung, spleen, brain and
polymorphonuclear leucocytes [191,193-195]. The primary source for
platelet PGH2 substrate has been shown to be the constitutively
expressed PTGS1, however, in marcophages the inducible PTGS2 is the
primary source [113,190,196].

Figure 6: Reactions catalyzed by TBXAS1.

Human TBXAS1 Structure: Human TBXAS1 (hTBXAS1,
UniProtKB-P24557) is a monomeric, heme-requiring transmembrane
protein and a member of the cytochrome P450 superfamily. hTBXAS1
is a 534 amino acid polypeptide with a calculated molecular weight of
60,649 Da. There are five known isoforms, but only one isoform has
been observed at the protein level. There are 30 reported natural SNP
variants [122,197-206]. Although the sequence for the primary isoform
given by UniProtKB is the P24557 isoform, all cited references and
other publications refer to the sequence given for HCG14925, isoform
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CRA_a (Q53F23) [197,201,207-209]. The only difference between the
two is the initiator Met on Q53F23. No X-ray structures for hTBXAS1
are currently available.

There are no posttranslational modifications for hTBXAS1 reported
to date. However, there are five potential N-glycosylation sites at
Asn-56, Asn-104, Asn-107, Asn-185, and Asn-303. There are also two
potential phosphorylation sites, Thr-58 and Ser-142 (PhosphoSitePlus,
www.phosphosite.org).

Regulation of TBXAS1: In most normal, healthy tissue TBXAS1 is
constitutively expressed and the production levels for TXA2 and TBX2
are dependent only on the availability of PGH2 substrate
[118,119,210,211]. The situation in the uterus is somewhat different. In
myometrial smooth muscle, TBXAS1 expression is higher at term
pregnancy than preterm and in specimens from labor as compared to
that from non-labor specimens [212]. The results suggest that TXA2
may play a role in initiation and progression of labor in women. In
contrast, TBXAS1 expression is low in stromal cells and independent
of the reproductive phase. As a second example, TBXAS1 expression in
atherosclerotic lesion areas increases during the progression of
atherogenesis [213,214].

There are also conflicting reports regarding the effect of
peroxynitrite formed from nitric oxide on the activity of TBXAS1.
Several reports indicate that peroxynitrite enhances the production of
TXA2 and thus TXB2 through the inhibition of PTGIS, a competitor
for the same PGH2 substrate [125,198]. On the other hand, there are
several reports that nitric oxide or nitric oxide donors such as 6-(2-
hydroxy-1-methyl-2-nitrosohydrazino)-N-methyl-nitroso-hydrazine
(MMNN) directly inhibit TBXAS1 [215-217].

HETEs, Lipoxins, Hepoxilins, Trioxilins, Eoxins, and
Leukotriene Biosynthesis

Overview
The biosynthesis of hydroxyeicosatetraenoic acid (HETE), Lipoxins,

and hepoxilins are accomplished by a group of structurally similar
enzymes of the lipoxygenase family.

The overall metabolic pathway is shown in Figure 7 and the
properties for the enzymes involved are given in Table 1. The mRNA
expression levels for each enzyme are described in detail in the
supplemental data. The HETE family of molecules and their unstable
precursors, the hydroperoxyeicosatetraenoic acids (HPETEs), are
notable as precursors for the Leukotriene family, Lipoxin family and
Eoxin family of metabolites, as well as serving as signaling molecules
in their own right [218]. For example, 12(S)-HETE and 15(S)-HPETE
are involved in monocyte binding in the vasculature [219,220]. Both 5-
HPETE and 12(S)-HPETE are involved in modulating
neurotransmission whereas their hydroacid products have no effect
[221]. Further, both 12(S)-HETE and 15(S)-HPETE are involved in cell
survival mechanisms [222].

Figure 7: Metabolic pathways for Hydroxyeicosatetraenoic acids
(HETEs), Lipoxins, Hepoxilins and Leukotrienes. Gene
designations are given for the participating enzymes (rounded
boxes) and accepted acronyms given for metabolites (ovals).

Lipoxins represent a family of metabolites that are either directly or
indirectly produced by lipoxygenases. Lipoxin A4 (LXA4) and lipoxin
B4 (LXB4) induce anti-inflammatory and pro-resolution mechanisms
including repression of leukocyte-mediated injury and pro-
inflammatory cytokine production, as well as inhibition of cell
proliferation and migration [223,224]. These lipoxins are potent
activators of monocytes through stimulation of chemotaxis and
adherence [225, 226].

Hepoxilin A3 (HxA3) and B3 (HxB3) are unstable epoxy alcohol
derivatives of arachidonic acid that are readily converted non-
enzymatically to their acidic triol counterpart known as Trioxilin A3
(TrXA3) and Trioxilin B3 (TrXB3) respectively [227]. Hepoxilins are
known to cause mobilization of intracellular calcium in human
neutrophils and cause plasma leakage [228]. They also serve as chemo-
attractants. For example, synthetic and naturally occurring gradients of
HxA3 have been shown to drive significant numbers of neutrophils
across epithelial barriers, whereas eosinophils fail to respond to these
gradients [229]. TrXA3 and TrXC3 and HxA3 are endogenous vascular
relaxing factors that act as thromboxane antagonists and thus help
regulate vascular homeostasis [230].

Lipoxygenases
Overview: Lipoxygenases represent a non-heme, iron containing

class of enzymes that oxygenate an array of PUFA substrates [reviews:
231,232]. Although the focus here is on the oxygenation of arachidonic
acid and derivatives thereof, other PUFAs such as linoleic acid are also
substrates for some lipoxygenases [233-235]. Lipoxygenases are found
in plants, animals, fungi and cyanobacteria, but rarely found in other
prokaryotes [236].

Each reaction involves a stereospecific (pro-R or pro-S) hydrogen
abstraction followed by a stereospecific addition (R or S) of oxygen and
subsequent reduction to the hydroperoxyeicosatetraenoic acid
(HPETE). Hydrogen abstractions always occur on the methylene
between two double bonds and subsequent addition of oxygen two
carbons away. Throughout nature there are lypoxygenases that are
specific for 10 of the 12 possible positions on the arachidonic acid
substrate: 5R, 5S, 8R, 8S, 9R, 11R, 11S, 12R, 12S, and 15S [237]. Five of
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these have been identified in humans: 5S, 12R, 12S, and two different
15S [232,234,238,239]. All known reactions proceed through a series of
steps: 1) hydrogen abstraction, 2) radical rearrangement, 3) oxygen
insertion, and 4) peroxy radical reduction (Figure 8) [236]. It has also
been shown that the enzymes require a small amount of oxidized lipid
to achieve maximal enzymatic activity through oxidation of the iron
from the ferrous to ferric state [239-243]. The range of activities is
achieved through specific amino acids in the active site that promote
substrate entrance via the carboxyl end or methyl end and precise
positioning of the fatty acid carbon chain in the active site
[234,235,244].

Figure 8: Elementary reactions involved in the lipoxygenase
reaction. Rendered from Ivanov et al. [236].

The lipoxygenase structure consists of an N-terminal β-barrel
structure known as PLAT (Polycystin-1-lipoxygenase, alpha toxin)
domain, and a larger α-helical catalytic domain [234]. It is the former
that, upon calcium binding, exposes hydrophobic residues and the
region becomes a lipid anchor, allowing the cytosolic protein be
become membrane associated [234,245-248].

Arachidonate 15-lipoxygenase-1 (ALOX15)
Overview: Mammalian ALOX15 (15-LOX, 15-LOX-1) is a

monomeric cytosolic protein that becomes membrane associated in
the presence of calcium [234,249,250]. ALOX15 is the major
lipoxygenase found in reticulocytes [233,235], but is also expressed in
leukocytes [251,252], heart tissue [253], and airway epithelial cells
[254].

Both substrate and product specificity are diverse (Figure 9).
ALOX15 converts arachidonic acid into 12(S)-
hydroperoxyeicosatetraenoic acid (12S-HPETE) and 15(S)-
hydroperoxyeicosatetraenoic acid (15S-HPETE) in a ratio of 1:9
[233,235] and also converts linoleic acid to 13(S)-
hydroperoxyoctadecadienoic acid (13S-HPODE) and 10(S)-
hydroperoxyoctadecadienoic acid (10S-HPODE) [234,236,251].
Eicosatrienoic acids may also serve as substrates [233]. In addition,
ALOX15 not only oxygenates free fatty acids, but also membrane
phospholipids when in the membrane bound state [249] and also
generates 15-HETE conjugated to phosphatidylethanolamine, an
intracellular signaling molecule [254].

Figure 9: Reactions of 15-lypoxygenase.

An additional substrate for ALOX15 is the ALOX5 (see below)
product leukotiene A4 (LTA4) where the epoxide product 5(6)-
epoxy-15-hydroxyeicosatetraenoic acid (5-epi-15-HPETE) is formed as
a precursor to the synthesis of lipoxin A4 (LXA4) and lipoxin B4
(LXB4) [255-258].

Human ALOX15 structure: Human ALOX15 (hALOX15,
UniProtKB-P16050) is a monomeric, non-heme iron protein and a
member of the lipoxygenase family. There are two known isoforms
[77], but only one isoform has been observed at the protein level. In
addition, there are 7 natural SNP variants (D90H, G102V, N103K,
R205Q, V239M, A461P, and T560M) [22,259]. hALOX15 is translated
as a 662 amino acid transcript and posttranslationally modified by
removal of the initiating methionine, producing a 661 amino acid
polypeptide with a calculated molecular weight of 74,673 Da [260].
One X-ray structure is available (PDB entry 2ABT).

No specific posttranslational modifications for hALOX15 have been
reported with the exception of the removal of the initiator methionine
[260]. However, two isoforms for hALOX15 have been isolated [251].
The only apparent difference between the two is chromatographic
behavior, suggesting that a posttranslational modification is
responsible for the difference. PhosphoSitePlus (https://
www.phosphosite.org) predicts potential phosphorylations at Tyr-4,
Ser-117, and Ser-591, but none of these modifications have been found
experimentally.

Regulation of ALOX15: Lundqvist et al. [253] have shown that
ALOX15 but not ALOX12 or ALOX15B is increased in ischemic heart
tissue compared to non-ischemic heart tissue. The resulting increased
production of 15-HETE may thus contribute to the pathogenesis of
ischemic heart disease. Both the inflammatory and immune response
cytokines IL-4 and IL-13 have been shown to upregulate ALOX15 in
lung [254,261] and blood monocytes [248,262,263].

Arachidonate 15-lipoxygenase-2 (ALOX15B)
Overview: Mammalian ALOX15B (15-LOX-B, 15-LOX-2) is a

cytosolic protein that becomes membrane associated in the presence of
calcium as is common for this family of lipoxygenase proteins
[234,249,250]. ALOX15B shows a tissue-specific expression and is
found in found mainly in prostate, lung, skin, cornea and is also found
in macrophages [264-269].
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Substrate and product specificity are less diverse than found for
ALOX15. ALOX15B converts arachidonic acid into 15(S)-
hydroperoxyeicosatetraenoic acid (15S-HPETE) with no 12S activity
(Figure 9) and also converts linoleic acid to 13(S)-
hydroperoxyoctadecadienoic acid (13S-HPODE) [232,268,270,271].
ALOX15B oxygenates membrane phospholipids in addition to free
fatty acids when in the membrane bound state, following an influx of
calcium, and does so at 10 times the rate observed for the cytosolic
state [272]. The ALOX15B product 15S-HETE inhibits cell cycle
progression in prostate cancer cells [265,266] and marcophages, and
serves a pro-inflammatory and pro-atherogenic role in atherosclerotic
lesions. Three additional splice isoforms are also produced in humans
[265]. Although ALOX15B activity is observed in multiple locations
including the cytoplasm, cytoskeleton, cell-cell border, and the nucleus,
the three splice isoforms are excluded from the nucleus [266].

Human ALOX15B structure: Human ALOX15B (hALOX15B,
UniProtKB-O15296) is a monomeric, non-heme iron protein and a
member of the lipoxygenase family. There are four known splice
variant isoforms (A-D), all of which have been observed at the protein
level [265,266,273]. In addition, there are 3 natural SNP variants
(R486H, Q656R, I676V) [22,265,268,274]. hALOX15B isoform A
(hALOX15B-A) is a 676 amino acid polypeptide with a calculated
molecular weight of 75,857 Da [265]. Isoform B (hALOX15B-B, splice
variant a) is missing residues 481-429 and 483-527, isoform C
(hALOX15B-C, splice variant b) is missing residues 561-617 and
618-676, and isoform D (hALOX15B-D, splice variant a) is missing
residues 401-429. One X-ray structure for isoform A is available (PDB
entry 4NRE). There is one potential phosphorylation site (Thr-29) and
two potential acetylation sites (Lys-198, Lys-204) on hALOX15B-A,
none of which have been confirmed experimentally (PhosphoSitePlus,
www.phosphosite.org).

Regulation of ALOX15B: The expression of ALOX15B changes
dramatically in various cancers, inflammatory disease and under
hypoxic conditions. Ginsberg et al. [275] have shown that the
expression of ALOX15B is reduced in aggressive prostate cancer cells
as compared to nonaggressive prostate cancer cells. Similarly, Gonzalez
et al. [276] report that ALOX15B expression is inversely related to the
tumor grade and tumor cell proliferation of lung carcinomas. More
specifically, ALOX15B expression in tracheal/bronchial epithelial cells
is induced by TNFα and decreased by the TH1 cytokine INFγ,
suggesting an active role in mediating airway diseases such as asthma
[277]. ALOX15B expression in macrophages under hypoxic conditions
is enhanced [278] and the enhancement appears to be mediated by
Hypoxia-inducible factor 1-alpha (HIF-1α) [274]. Lastly, exposure of
keratinocytes to UV-radiation, known to reduce inflammation in
psoriasis patients, results in the enhanced expression of ALOX15B
whereas the expression of ALOX12 is reduced [264].

Phosphorylation, glycosylation or other posttranslational
modifications involved in regulation or intracellular segregation have
not been observed for ALOX15B. However, allosteric regulation of
substrate specificity has been reported. ALOX15B converts arachidonic
acid and linoleic acid to their respective products, 15S-HPETE and
13S-HPODE. Both Joshi et al. [279] and Wecksler et al. [270] have
investigated the effect these hydroperoxy-products have on the
substrate specificity and found that the linoleic acid product, 13S-
HPODE, binds to the enzyme and allosterically promotes arachidonic
acid oxygenation three-fold over linoleic acid oxygenation whereas the
arachidonic acid product 15S-HPETE had no effect on the specificity.

Arachidonate 5-lipoxygenase (ALOX5)
Overview: Arachidonate 5-lipoxygenase (ALOX5, 5-LO, 5-

lipoxygenase) is a member of the lipoxygenase family of proteins. An
excellent review of this enzyme has been presented by Rådmark [241].
ALOX 5 is expressed primarily in cells that are involved in regulating
inflammation, allergy, and other immune responses (e.g. granulocytes,
monocytes, macrophages, mast cells, dendritic cells, and B-
lymphocytes) [280]. It is also strongly expressed in Langerhan cells of
the skin [241]. Although ALOX5 persists in the cytosol, upon an
increase in intracellular Ca2+, binding of the cation to the PLAT
domain of the protein causes it to become associated with the nuclear
membrane where it is catalytically active [246,282]. ALOX5 catalyzes
the conversion of arachidonic acid to hydroperoxyeicosatetraenoic acid
(5-HPETE) which is then rapidly converted to other products (Figure
10A). Release of 5-HPETE to ubiquitous cellular glutathione
peroxidases (GPX) results in its reduction to 5-
hydroxyeicosatetraenoic acid (5-HETE) [280]. Alternatively, ALOX5
may convert the transient 5-HPETE to its 5,6 epoxide, leukotriene A4
(LTA4) [280,283]. Additionally, ALOX5 can convert the ALOX15
product 15-HPETE (Figure 10B) to the epoxide product 5(6)-
epoxy-15(S)-hydroxyeicosatetraenoic acid (5-epi-15(S)-HPETE), a
precursor to the synthesis of lipoxin A4 (LXA4) and lipoxin B4 (LXB4)
[255-258,284].

Figure 10: Enzymatic reactions involving ALOX5. A. For
arachidonic acid substrate. B. For 15-HPETE substrate.

The mechanism of action of ALOX5 is multistep [283]. Following
the release from the nuclear membrane by phospholipase A2,
arachidonic acid binds to the membrane spanning five-lipoxygenase
activating protein (FLAP, ALOX5AP) [283,285-288]. Upon an increase
in intracellular calcium, ALOX5 is directed to the nuclear membrane
where FLAP presents the arachidonic acid to the now membrane-
bound ALOX5. At this point the aforementioned reactions commence.

Human ALOX5 structure: Human ALOX5 (hALOX5, UniProtKB-
P09917) is a monomeric, non-heme iron protein and a member of the
lipoxygenase family. There are six known splice variant isoforms of
hALOX5 [280,289-291] and one reported SNP variant (E254K) [23].
Isoform 1 (hALOX5) is the fully biologically competent form. Isoform
2 (Δ13, missing 559-615), isoform 3 (Δ10-13, missing 424-455),
isoform 4 (Δ10-13, missing 425-533 and 534-674) and isoform 5 (α10,
missing 485-674) have been observed at the protein level [292].
However, none of these additional isoforms are catalytically active, but
serve to indirectly regulate the activity of hALOX5. An additional
splice variant (5-LOΔ3) has been observed at the mRNA level, but was
found to be degraded before translation via the non-sense-mediated
mRNA decay system [288]. hALOX5 is a 674 amino acid polypeptide,
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reduced to 673 amino acids after removal of the initiator methionine
with a final calculated molecular weight of 77,852 Da. Several X-ray
structures are available (e.g. PDB entry 3O8Y). There are three known
phosphorylation sites, Ser-271, Ser-523, and Ser-663 in the processed
polypeptide [293-295,296]. There are also 20 additional potential
phosphorylation sites, and one potential acetylation site (Lys-527 in
the processed polypeptide) on hALOX5, none of which have been
confirmed experimentally (PhosphoSitePlus, www.phosphosite.org).

Regulation of ALOX5: Transforming growth factor β (TGF-β) has
been shown to moderately induce ALOX5 activity. However, in
combination with 1,25-dihydroxyvitamin D3, an increase in ALOX5
mRNA and protein is observed in human leukemia 60 cells (HL-60)
[297]. The concomitant increase in catalysis, however, far exceeds the
increase in ALOX5 protein, in fact, Mono Mac cells treated with both
enhancers exhibit a 100-fold increase in expression and a 500-fold
increase in activity [298,299]. Coactosin-like protein (CLP) also binds
to ALOX5 and in the presence of Ca2+ it enhances the activity and
stability of ALOX5, even in the absence of membrane or
phosphatidylcholine [300,301]. Although both CLP and ALOX5 are
cytosolic in the cellular resting state, upon stimulation they co-migrate
to the nuclear membrane [301]. Co-expression with either the Δ-13 or
Δ-p10 isoforms of ALOX5, serves to reduce the production of LXA4
and 4-HPETE products up to 44% [292]. It is thought that this
reduction in activity is caused by binding of these non-catalytic
isoforms to FLAP, thus reducing the availability of this protein to
activate hALOX5.

There are three ALOX5 phosphorylation sites that affect catalytic
activity [294-296,302,303]. Phosphorylation of Ser-663 by active
extracellular signal-regulated kinase-2 (ERK2) results in an increase in
ALOX5 catalytic activity and can substitute for Ca2+ activation
[296,303]. The presence of arachidonic acid, oleic acid, or linoleic acid
increases phosphorylation of ALOX5 by ERK2 while stearic acid,
palmitic acid and 5-HETE have no effect. Phosphorylation of Ser-271
by mitogen-activated protein kinase-activated protein kinase 2
(MAPKAPK2) also increases the activity of ALOX5 and this
phosphorylation markedly enhances the activity in the same manner
as observed for ERK2 [297]. This phosphorylation has also been shown
to block nuclear export of ALOX5 [298]. On the other hand,
phosphorylation of Ser-523 by protein kinase A (PKA) reduces the
activity of ALOX5 and at the same time shifts the distribution of the
enzyme from the nucleus to the cytoplasm [295,304].

There are reports that suggest arachidonic acid can also cause
substrate inhibition [294]. However, Masters et al. [305] have shown
that the apparent substrate inactivation is in fact a function of
emulsion formation of arachidonic acid leading to a lower solubility
and concomitant availability of the substrate.

Arachidonate 12(S)-lipoxygenase (ALOX12)
Overview: Mammalian Arachidonate 12(S)-lipoxygenase

(ALOX12,12-LO) is a cytosolic protein that becomes membrane
associated, in particular, perinuclear or nuclear membrane sites, in the
presence of epidermal growth factor (EGF) [306]. The fact that EGF is
known to increase intracellular calcium [307] and that the enzyme
structure shows the PLAT calcium binding domain common for this
family of lipoxygenase proteins [234, 249, 250], suggests that it is
calcium binding that directs this enzyme to the membrane. ALOX12
shows a tissue-specific expression and is found mainly in platelets
[308-311], but also in vascular smooth muscle [312], pancreatic cells
[313], prostate [314], CNS [231], and skin cells [306]. ALOX12

catalyzes the conversion of arachidonic acid to (12S)-12-hydroperoxy-
(5Z,8Z,10E,14Z)-5,8,10,14-eiocosatetraenoic acid (12-HPETE) which
is subsequently reduced to (12S)-12-hydoxy-(5Z,8Z,10E,
14Z)-5,8,10,14-eiocosatetraenoic acid (12-HETE), presumably through
the action of the ubiquitous GPX (Figure 11) [310, 314, 316]. To a
lesser extent, ALOX12 catalyzes the conversion of LTA4 to both
lipoxins (5S,6R,15S)-trihydroxy-(7E,9E,11Z,13E)-eicosatetraenoate
(LXA4) and (5S,14R,15S)-trihydroxy-(6E,8Z,10E,12E)-
eicosatetraenoate (LXB4) [243]. ALOX12 is also known to convert (7E,
9E,11Z,14Z)-(5S,6S)-5,6-epoxyicosa-7,9,11,14-tetraenoate and (7E,9E,
11Z,14Z)-(5S,6S)-5,6-epoxyicosa-7,9,11,14-tetraenoate to LXA4 and
LXB4 respectively [317].

Figure 11: Two of the reactions catalyzed by ALOX12.

Human ALOX12 structure: Human ALOX12 (hALOX12,
UniProtKB-P18054) is a monomeric, non-heme iron protein and a
member of the lipoxygenase family. There are five known natural SNP
variants (E256K, Q261R, A298T, N322S, and R430H) [22,310], but no
known splice variant isoforms. hALOX12 is a 663 amino acid
polypeptide with a calculated molecular weight of 75,694 Da. There is
one X-ray structure available (PDB entry 3D3L).

There are no known posttranslational modifications of ALOX12.
However, there are seven potential phosphorylation sites predicted by
PhosphositePlus (www.phosphosite.org), one of which, Ser246,
corresponds to a known phosphorylation site in the rat counterpart
(UniProtKB-F1LQ70 (LOX12_RAT)).

Regulation of ALOX12: IL-1β, IL-4, and IL-8 have been shown to
induce ALOX12 mRNA and protein expression in porcine aortic
vascular smooth muscle cells (PAVSM) [312]. In addition, PAVSMs
treated with high glucose or angiotensin II markedly upregulated both
ALOX12 mRNA and protein [318]. Platelet-derived growth factor BB
(PDGF) exhibits the same effect on PAVSMs [319]. In human
epidermoid carcinoma A431 cells it was found that EGF increases the
12-lipoxygenase mRNA level by about 2-fold with a lag period of 10
hours in parallel with an increase in ALOX12 activity [320]. It has also
been observed that nuclear factor kappa-light-chain-enhancer of
activated B cells (NFKB/Rel) acts as a transcription factor and
suppresses the over-expression of 12-lipoxygenase in humans.

Regulation on the protein level has been observed as well. ALOX12
activity is quite sensitive to the cellular redox conditions. Treatment of
enzyme preparations with GSH at levels found in epithelial cell cytosol
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(0.1-10 mM) inhibited ALOX12 activity [232]. On the other hand, the
reaction product 12-HPETE stimulates its own production by
increasing lipoxygenase activity whereas the reduction product 12-
HETE does not affect activity [321].

Arachidonate 12(R)-lipoxygenase (ALOX12B)
Overview: Arachidonate 12(R)-lipoxygenase (ALOX12B, 12R-LOX,

12R-lipoxygenase) is a cytosolic protein expressed primarily in the skin
but in lesser amounts in the esophagus, stomach, lung, tongue, brain
and prostate of mammals (www.ncbi.nlm.nih.gov/gene/242) [322,323].
It is the only known human lipoxygenase able to form an R-isomer
[324]. In contrast to the pro-inflammatory role of other lipoxygenases,
the primary function of this enzyme is in the regulation, proliferation
and differentiation of epithelial cells [325,326]. ALOX12B catalyzes the
conversion of arachidonic acid to 12R-HPETE which is rapidly
converted to 12R-HETE in the cell (Figure 12) [325,327]. Although it is
unknown at this point if the conversion to 12R-HETE is a function of
ALOX12B or another enzyme (e.g. glutathione peroxidases, GPX), the
fact that 12R-HPETE is a substrate for ALOXE3 and these two
enzymes are known to work in conjunction with one another strongly
suggests the former [325,328]. ALOX12B catalyzes an additional
reaction where O-linoleoyl-ω-hydroxyceramide is oxygenated to 9R-
hydroperoxy- linoleoyl-ω-hydroxyceramide, a critical process required
for the hydrolysis of the linoleoyl moiety that is in turn required for the
formation of the corneocyte lipid envelope in mammalian skin [328].

Figure 12: Reactions catalyzed by ALOX12B.

Human ALOX12B structure: Human ALOX12B (hALOX12B,
UniProtKB-O75342) is a monomeric, non-heme iron-requiring
protein and a member of the lipoxygenase family. There are nineteen
known natural SNP variants [329-331], but no known splice variant
isoforms. hALOX12B is a 701 amino acid polypeptide with a calculated
molecular weight of 80,356 Da. Comparison of the primary sequence
to other lipoxygenases shows considerable similarity with the
exception of a 31 proline rich amino acid section (e.g. 53.2% with
hALOXE3 and 50.4% with hALOX15B without the proline rich region,
residues 149-180) that may be involved in regulatory protein-protein
interactions [324,327]. A MODBASE protein model was constructed
(www.proteinmodelportal.org) that clearly shows this section as a loop
in addition to the characteristic PLAT and catalytic domains (data not
shown). Sequence comparison indicates that His-398, His-403,
His-578, Asn-582, and the carboxyl of the C-terminal Ile coordinate
with the catalytic iron. There is one reported X-ray structure (PDB

entry 3D3L). There are 11 potential phosphorylation sites on
hALOX12B, none of which have been confirmed experimentally
(PhosphoSitePlus, www.phosphosite.org).

Regulation of ALOX12B: To date there are no reports on the
regulation of ALOX12B expression at the mRNA or regulation at the
protein level. There is, however, one report indicating that a specific
long non-coding RNA (lncRNA) is required for high mRNA
abundance of ALOX12B [332].

Hydroperoxide isomerase (ALOXE3)
Overview: Although ALOXE3 (epidermal LOX-3, e-LOX-3,

eLOX-3) is a member of the lipoxygenase family with sequence
similarity to both ALOX12B and ALOX15B, its unique catalytic
activity places it in its own unique category. ALOXE3 is highly
expressed in epidermal tissue [323,333-335] and also found in lower
levels in lung, brain, CSF, pituitary, pancreatic islets [228,336] (see also
Expression atlas at www.ebi.ac.uk/gxa/genes). One of its biological
roles is to isomerize other lipogenase products, in particular HPODEs
and HPETEs, to the corresponding epoxy alcohol (hepoxilins) or
ketone (Figure 14) [335,337]. ALOXE3 has a wide range of substrate
specificities, isomerizing 5-, 8-, 9-, 11-, 12-, and 15-HPETEs as well as
9- and 13-HPODEs. It does exhibit at least a 2:1 preference for the R-
hydroperoxy over the S-hydroperoxy substrates (Figure 13) with 12R-
HPETE as the best substrate. 12R-HPETE is converted to a 3:2 mixture
of 8R-hydroxy-11R,12R-epoxyeicosatrienoic acid (hepoxilins A3,
HxA3) and 12-ketoeicosatetranoic acid (Figure 14B). A-type hepoxilins
are extremely labile and are converted non-enzymatically to the
corresponding A-type trioxilin under either weakly acidic or basic
conditions. B-type hepoxilins are more stable, but are converted
enzymatically to the corresponding B-type trioxilin by one of the
ubiquitous soluble epoxide hydrolases [227].

Figure 13: Substrate specificity of human ALOXE3 (eLOX3). Initial
rates of reaction for Human recombinant ALOXE3 on different
HPETE and HPODE substrates. R configuration hydroperoxides
are shown in black bars, S configuration hydroperoxides in grey
bars. Rendered from Yu et al. [340].

Another noteworthy reaction involves the isomerization of the
product from the ALOX12B catalyzed oxygenation of O-linoleoyl-ω-
hydroxyceramide to 9R-hydroperoxy- linoleoyl-ω-hydroxyceramide.
ALOX3 converts this product to 9R,10R-trans-epoxy-11E,13R-hydroxy
and 9-keto-10E,12Z esters of ceramide.
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Figure 14: Lipoxygenase catalysis to hepoxilins and trioxilins by
ALOXE3. A) Reactions from 12(S)-HPETE substrate. The reactions
produce two products, 8Rhydroxy-11S,12S-epoxy-5Z,9E,14Z-
eicosatetraenoic acid ((11S,12S)-HxA3) and 10Rhydroxy-11S,12S-
epoxy-5Z,9E,14Z-eicosatetraenoic acid ((11S,12S)-HxB3). Each of
107 these are converted to the corresponding trioxilins, 8R,11R,
12S-trihydroxy-5Z,9E,14Zeicosatetraenoic acid (11R,12S)-TrXA3)
and , 10R,11R,12S-trihydroxy-5Z,9E,14Zeicosatetraenoic acid (11R,
12S)-TrXB3) respectively by specific soluble epoxide hydrolases
(sEH). B) Reactions from 12(R)-HPETE substrate. The reactions
produce two products, R-hydroxy-11R,12R-epoxy-5Z,9E,14Z-
eicosatetraenoic acid (11R,12R)-HxA3) and 12-oxo-5Z,8Z,10E,14Z-
eicosatetraenoic acid (12-KETE). 11R,12R)-HxA3 can be converted
to 8R,11R,12R-trihydroxy-5Z,9E,14Z-eicosatetraenoic acid (11R,
12S)-TrxB3) by sEH. Rendered from Cronin et al. [227], Yu et al.
[335], and text within.

Figure 15: Dioxygenase activity of ALOXE3. Distribution of
products produced by ALOXE3 from arachidonic substrate.
Rendered from Zheng and Brash [338].

The 9R,10R-transepoxy-11E-13-keto derivative is the most
prominent ceramide ester in mouse skin. These reactions are critical
processes for the formation of the corneocyte lipid envelope in
mammalian skin [328].

Until 2010, reports on the activity of this enzyme indicated that it
has no dioxygenase activity. However, in that year Zheng and Brash
published two articles [337,338] showing that under specific reaction
conditions, ALOXE3 is capable of dioxygenase activity, albeit it much
slower than isomerase activity. Under high concentration of
hydroperoxide activator and oxygen, the normally long lag phase for
dioxygenation can be reduced and arachidonic acid can be converted
to a mixture of HPETEs (Figure 15).

Human ALOXE3 Structure: Human ALOXE3 (hALOXE3,
UniProtKB-Q9BYJ1) is a monomeric, non-heme iron protein and a
member of the lipoxygenase family. It has a sequence similarity to
hALOX12B and hALOX15B of 54.1% and 48.4% respectfully and
shares similar sequence-derived structural features (catalytic iron,
PLAT and alpha-helical domains). There are seven known natural SNP
variants (L237M, G281V, QYVA344-347P, R396S, L427P, V500F,
P630L) [329,330,339,340], and one known isoform lacking the
initiation Met, but there is no confirmation for this isoform at the
protein level [77]. hALOXE3 is a 711 amino acid polypeptide with a
calculated molecular weight of 80,543 Da. No X-ray crystal structures
have been reported for this protein. However, a MODBASE protein
model was constructed (data not shown)
(www.proteinmodelportal.org) that clearly shows the characteristic
PLAT and alpha-helical catalytic domains. Sequence comparison to
other lipoxygenases indicates that His-408, His-413, His-588, Asn-592,
and the carboxyl of the C-terminal Ile-711 coordinate with the
catalytic iron. There are 7 potential phosphorylation sites on ALOXE3,
none of which have been confirmed experimentally (PhosphoSitePlus,
www.phosphosite.org).

Regulation of ALOXE3: To date there are no reports on the
regulation of ALOXE3 expression at the mRNA or protein level. There
is one report indicating that a specific long non-coding RNA (lncRNA)
is required for high mRNA abundance of ALOXE3 [333].

Leukotriene biosynthesis
Overview: The Leukotriene family of molecules consists of

oxygenated products of arachidonic acid of which several are
derivatized by glutathione.

The molecules are created through the action of ALOX5 on
arachidonic acid, resulting in the transient formation of 5S-HPETE
which is then converted by ALOX5 to leukotriene A4 (LTA4). The
highly unstable LTA4 can be converted by hydrolysis to leukotriene B4
(LTB4) or to leukotriene C4 (LTC4) by addition of glutathione (Figures
16 and 17). Stepwise hydrolysis of the peptide portion of attached
glutathione on LTC4 leads to the formation of leukotriene D4 (LTD4)
and leukotriene E4 (LTE4) as shown in Figure 18. LTB4 is one of the
most potent chemotactic molecules known and induces recruitment
and activation of monocytes, neutrophils, and eosinophils [341-343].
LTC4, LTD4 and LTE4 are known as the cysteinyl-leukotrienes and are
potent bronchoconstrictors, known to increase vascular permeability
in postcapillary venules, and known to stimulate mucus secretion
[342].
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Figure 16: Reaction catalyzed by LTA4H to convert LTA4 to LTB4.

Figure 17: Reaction catalyzed by leukotriene C4 synthase (LTC4S).

Leukotriene A-4 hydrolase (LTA4H)
Overview: Leukotriene A-4 hydrolase (LTA4H, LTA-4 hydrolase)

is a cytosolic protein expressed in monocytes, lymphocytes,
neutrophils, reticulocytes, platelets, fibroblasts and found in
abundance in lung, kidney, spleen, intestines, and reproductive organs
[341,344,345]. It is a dual function enzyme catalyzing the conversion of
5S-trans-5,6-oxido-7,9-trans-11,14-cis-eicosatetraenoic acid
(Leukotriene A4, LTA4) to 5S,12R-dihydroxy-6,14-cis-8,10-trans-
eicosatetraenoic acid (Leukotriene B4, LTB4), a neutrophil,
chemoattractant (Figure 16), and has anion-dependent
aminopeptidase activity [344,346,347]. The natural peptide substrates
for this enzyme are currently unknown [346].

Human LTA4H structure: Human LTA4H (hLTA4H, UniProtKB-
P09960) is a monomeric, zinc-requiring protein and a member of the
peptidase M1 family of proteins. hLTA4H is expressed as a 611 amino
acid polypeptide and posttranslationally modified to remove the
initiator methionine giving it a calculated molecular weight of 69,154
Da [348]. There is one reported natural SNP variant (Y131H), and
three reported splice variant isoforms [77,349], none of which have
been observed at the protein level. There are numerous reported
crystal structures for hLTA4H (e.g. PDB entry 1HS6). Within a narrow
otherwise hydrophobic pocket there are three hydrophilic residues
Gln-133, Tyr-266, and Asp-374 that are thought to bind LTA4 [344].
His-295, His-299, and Glu-318 coordinate with the zinc ion to facilitate
catalysis.

There are four known lysine acetylation sites on LTA4H, Lys-73,
Lys-337, Lys-414 and Lys-573, for which the biological function of each
has yet to be determined [99]. One phosphorylation has been reported
(see below) at Ser-416. Numerous additional phosphorylation sites are
predicted by PhosphoSitePlus (www.phosphosite.org), none of which
have been confirmed experimentally.

Regulation of LTA4H: Regulation of LTA4H at the protein level has
been reported. Phosphorylation of Ser-416 from a yet-to-be
determined kinase inactivates the epoxide hydrolase activity, but not
the amino peptidase activity [350]. Treatment of LTA4H with protein
phosphatase-1 will restore activity, but only in the presence of an
amino peptidase substrate or product.

Both cations and anions reversibly affect the activity of LTA4H.
Anions, chloride and thiocyanate in particular reversibly stimulate the
peptidase, but not the epoxide hydrolase activity [351]. Maximal
chloride stimulation occurs at 100 mM, which is close to the
extracellular concentration, suggesting that the peptidase function for
LTA4H is primarily extracellular, whereas the epoxide hydrolase
function is primarily intracellular. Zinc and other divalent cations
reversibly inhibit LTA4H in a dose dependent manner [352]. Although
zinc is required for activity, at concentrations higher than a 1:1 enzyme
to zinc ion ratio, zinc inhibits the activity, with peptidase activity
affected at lower concentrations than the epoxide hydrolase activity.

Orning et al. [353,354] have reported a mechanism-based
inactivation of LTA4H by substrate LTA4 in vivo and in vitro. The
inactivation involves a 1:1 covalent binding of the substrate to the
catalytic site which inhibits both the peptidase and hydrolase activities.
They further propose that the hydrolase reaction is capable of two
pathways, one leading to inhibition and the other to product LTB4, the
former eventually leading to 100% inactivation.

Leukotriene C4 synthase (LTC4S)
Overview: Leukotriene C4 synthase (LTC4S, LTC4 synthase) is a

transmembrane protein expressed in a limited number of cell types
and is found in mast cells, eosinophils, basophils and monocytes
[355,356]. The enzyme catalyzes the conjugation of GSH to the
unstable LTA4 produced by ALOX5 [356], producing leukotriene C4
(LTC4) (Figure 17), a powerful mediator in pathophysiological
conditions such as immediate hypersensitivity and inflammation
[357,358]. It is found in the outer nuclear membrane and peripheral
endoplasmic reticulum, but not in the inner nuclear membrane [359].

Human LTC4S structure: Human LTC4S (hLTC4S, UniProtKB-
Q16873) was originally reported as a homodimer, based on gel
filtration data [356,360], but later crystallographic data shows it to be a
homotrimer [355,361] and a member of the MAPEG family of
proteins. hLTC4S is expressed as a 150 amino acid protein with a
calculated molecular weight of 16,567 Da [362]. The crystal structure
(e.g. PDB entry 2UUH) shows that each monomer of the biologically
functional trimer consists of five alpha helices, four of which are
transmembrane and one that extends out of the membrane [355,361].
There is one reported natural SNP variant, R142Q, which is only
observed at the cDNA level [22].

Currently, the only confirmed posttranslational modifications are
the phosphorylations (see below) at Ser-36 and Thr-40 [363].
Additional phosphorylations at either or both Ser-28 and Ser-111 have
also been reported [364].
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Regulation of LTC4S: Regulation of LTC4S at the protein level has
been demonstrated. Phosphorylation of Ser-36 by p70S6k, a serine/
threonine-specific kinase, suppresses the activity of LTC4S [363].
Ser-36 is located on a loop region near the substrate binding site and
molecular dynamic simulations reveal that this loop moves to allow
hydrogen bonding between the phosphorylated Ser-36 and the
catalytic Arg-104 on a neighboring subunit, thus impairing the activity
of the adjacent subunit. Phosphorylation of Thr-40 by the same kinase
occurs less often and has no effect of the activity of the enzyme.
Additional phosphorylations by phosphokinase C (PKC) in THP-1
cells have been reported to reduce the activity of LTC4S [364]. There
are two PKC consensus sites on LTC4S involving Ser-28 and Ser-111. It
is not known which or if both sites are phosphorylated. In addition, it
was found that transfection of recombinant LTC4S into both COS-7
and K-562 cells did not produce phosphorylated LTC4S, indicating
that cell-specific effectors are required for phosphorylation.

Regulation at the transcriptional level has also been reported. TGF-
β-1, -2, and -3 significantly increase the production of LTC4S mRNA
in THP-1 cells and have no effect on the half-life of the mRNA [365].
Exposure of THP-1 cells to LPS, a known mediator of inflammatory
response at biologically relevant levels, results in the down-regulation
of LTC4S mRNA [366]. The biological consequence of this action is
unclear at this time.

Synthesis of Leukotriene D4 (LTD4) and Leukotriene E4
(LTE4)

Overview: The enzymes involved in the production of leukotriene
D4 (LTD4) and leukotriene E4 (LTE4) (Figure 18) are involved in
numerous biological processes other than leukotriene biosynthesis.
Only the production of LTD4 and LTE4 are discussed here.

Figure 18: Synthesis reactions for LTD4 and LTE4.

Gamma-glutamyl transaminase (GGT)
Overview: Gamma-glutamyl transaminase (GGT1) catalyzes the

transfer of the γ-glutamyl group from glutathione and related
compounds, such as LTC4 to an array of amino acids and peptides or
glutathione itself, playing a key role in glutathione metabolism [367].
Its activity has been observed in kidney, pancreas, epidermis, seminal
vesicles, liver, spleen cells, bile, seminal fluid, blood serum, and urine.
It is found in the largest amounts in mammalian kidneys.

Human GGT structure: Human Gamma-glutamyl transaminase
(hGGT1, UniProt-P19440) is a glycosylated heterodimer and member
of the N-terminal nucleophile superfamily of proteins [368]. The
original transcript is 569 residues, but is autocleaved between Gly-380
and Thr-381 to produce a heavy chain (1-380) and a light chain
(381-569), thus forming the heterodimer [369]. The protein is localized
to the plasma membrane by a single pass helix located on the N-
terminus of the large subunit. The crystal structure (e.g. PDB entry
4GDX) shows a stacked α−β−β−α core similar to other family

members. The N-terminal Thr-361 of the light chain provides the
nucleophilic active site residue [368]. There are three known isoforms
of this protein [370,371]. Isoform 2 (341-366:
VVRNMTSEFFAAQLRAQISDDTTHPI →
ASSGVSAGGPQHDLRVLRCPAPGPDL and 367-569: Missing) is an
alternate splice isoform thus far only identified at the mRNA level.
Isoform 3 (1-344: Missing) is produced by alternative promotor usage
and has been observed at both the mRNA and protein level [370]. The
function of this protein isoform is unknown at this time.

There are seven potential glycosylation sites on hGGT1, all of which
have been confirmed experimentally [372,373]; Asn-95, Asn-120,
Asn-230, Asn-266, Asn-297, Asn-344, an Asn-511 are confirmed. Not
all of the glycosylation sites are modified at the same time and different
N-glycans may be attached to the same residue in different molecules
[373]. There is one predicted phosphorylation site at Thr-550 which is
not confirmed experimentally (PhosphoSitePlus,
www.phosphosite.org).

Regulation of hGGT1: Transcription of the gene for hGGT1 is not
highly inducible. Agents such as ethanol and steroids only cause a two
to five-fold change in expression and many other xenobiotics have no
effect [374,375]. However, the regulation of this gene is complex. There
are at least seven promoters, although levels of GGT expression in
individual organs seem to be relatively constant [376]. In addition, the
expression of the different types is tissue dependent. For example, there
are six types of GGT expressed in the kidney, but only one type
expressed in the intestine. This is perhaps a reflection of the vast
number of different processes this enzyme participates in.

Dipeptidase (DPEP)
Overview: Dipeptidase (DPEP, RDP, MDP) hydrolyzes a wide range

of dipeptides, including the renal metabolism of glutathione and its
conjugates, beta-lactam rings, as well as the conversion of LTD4 to
LTE4 [377-380]. DPEP activity has been observed in lung, kidney,
pancreas and testis, spleen, liver, serum and heart, and intestine [381].

Human DPEP structure: Human dipeptidase (hDPEP1, UniProtKB-
P16444) is a glycosylated, zinc-requiring homodimer with subunits of
59 kDa each and is a member of the Peptidase M19 family [382]. The
protein is plasma membrane associated through a glycosyl-
phosphatidylinositol anchor [383]. The originally transcribed
polypeptide consists of 411 amino acid residues. Only 1 protein isoform
has been identified, however, three natural SNP variants have been
reported (R246H, E351K, and E351Q) [204]. Residues 1-16 are
removed as a signal peptide and residues 386-411 are removed to
activate the enzyme [384,385]. The resulting protein consists of 369
amino acids with a calculated molecular weight of 41,062 Da and is
covalently attached to an identical monomer through a disulfide bond
(Cys-377, Cys 361 in the processed polypeptide) [380,384]. The crystal
structure (e.g. PDB entry 1ITQ) shows that each monomer of the
biologically functional dimer contains a catalytic binuclear zinc center
coordinated by His-36, Asp-38, His-214, His-235, and a bridging water
and Glu-141 [380, 386]. The overall structure of each monomer is a
distorted (α/β)8-barrel fold [386].

There are four potential glycosylation sites on hDPEP1, three of
which have been confirmed experimentally; Asn-57, Asn-279, Asn-332
are confirmed and Asn-358 is a potential site [58,380]. There is also a
glycosyl-phosphatidylinositol attached to the processed C-terminal
serine that serves to anchor each subunit to the membrane [385].
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There are 10 potential phosphorylation sites, none of which have been
confirmed experimentally (PhosphoSitePlus, www.phosphosite.org).

Regulation of hDPEP1: It has been reported that DPEP1 is
upregulated in colorectal cancers and expression levels are associated
with positive lymph node metastasis. The particular mechanisms
involved have yet to be discovered [387].

Eoxins Biosynthesis: EXA4, EXC4, EXD4 and EXE4

Overview: In effect, eoxins are the C14,15 oxidized isomers of
leukotrienes and are produced from arachidonic acid via ALOX15 to
eoxin A4 (EXA4) and then converted through a linear path to eoxin C4
(EXC4) , eoxin D4 (EXD4) and eoxin E4 (EXE4) by the same enzymes
used for the production of leukotrienes (Figure 7). For this reason this
pathway will not be discussed in detail.

Eoxins are pro-inflammatory metabolites of arachidonic acid and
are produced in cells that express significant amounts of ALOX15,
human airway epithelial cells, eosinophils, subsets of mast cells, mast
cells and dendritic cells [388]. Their biological roles have yet to be
thoroughly explored; however, it is known that they serve to increase
vascular permeability [388].

The enzymes involved in the production of EXA4, EXC4, EXD4, and
EXE4, are involved in the synthesis of other eicosanoid previously
discussed. Figure 19 outlines the proposed pathway for eoxin
biosynthesis [11,388-390]. The pathway begins with the conversion of
arachidonic acid to 15-HPETE by ALOX15 or ALOX15B. This
metabolite can be further metabolized by ALOX15 to the 14,15-epoxy
equivalent of LTA4 (14,15-LTA4) known as EXA4 to avoid confusion
with leukotrienes. At the point LTC4S adds a glutathione residue to
EXA4 to produce EXC4 and the peptide moiety modified by the
subsequent actions of GGT1 and DPEP to produce EXD4 and EXE4
respectively.

Figure 19: Proposed metabolic pathway for the formation of eoxins.
Rendered from Feltenmark et al. [38].

Future Directions
Although much is known about the enzymes of the eicosanoid

pathway, there are several areas requiring further study. While
preparing this manuscript it became clear that the regulation of these
enzymes at the protein level is lacking in detail. Confirming the
presence or absence of phosphate at potential phosphorylation sites
and the condition under which the modification is made, and the effect
of the modification has on the catalytic activity requires further
investigation. Confirmation of the kinases involved in all

phosphorylations and an examination of the connection between
pathways that employ the same kinases is required for a broader
understanding of the context for the phosphorylation. A more
complete analysis of glycosylation is also in order, including location
on the polypeptide, structures, and context dependency of
modifications to the glyco-portion (e.g. β-trace), and associated
intracellular expression and changes in thereof. Lastly, X-ray
crystallographic structures for all eicosanoid enzymes would be most
useful.

Acknowledgements
Special thanks to Dr. Michael G. Harrington for his time previewing

an early version of this article and his useful commentary.

References
1. Greene ER, Huang S, Serhan, CN, Panigrahy D (2011) Regulation of

inflammation in cancer by eicosanoids. Prostaglandins Other Lipid
Mediat 96: 27-36.

2. Buczynski MW, Dumlao DS, Dennis EA (2009) Thematic Review Series:
Proteomics. An integrated omics analysis of eicosanoid biology. J Lipid
Res 50: 1015-1038.

3. Dennis EA, Norris PC (2015) Eicosanoid storm in infection and
inflammation. Nat Rev Immunol 15: 511–523.

4. Goetzl EJ, An S, Smith WL (1995) Specificity of expression and effects of
eicosanoid mediators in normal physiology and human diseases. FASEB J
9: 1051-1058.

5. Watanabe K (2011) Recent reports about enzymes related to the synthesis
of prostaglandin (PG) F2 (PGF2α and 9α, 11β-PGF2). J Biochem 150:
593-596.

6. Sessa WC, Halushka PV, Okwu A, Nasjletti A (1990) Characterization of
the vascular thromboxane A2 /prostaglandin endoperoxide receptor in
rabbit aorta regulation by dexamethasone. Circ Res 67: 1562-1569.

7. Quilley J, McGiff JC, Nasjletti A (1989) Role of endoperoxides in
arachidonic acid-induced vasoconstriction in the isolated perfused
kidney of the rat. Br J Pharmacol 96: 111-116.

8. Gorman RR, Bundy GL, Peterson DC, Sun FF, Miller OV, et al. (1977)
Inhibition of human platelet thromboxane synthetase by 9,11 -
azoprosta-5,13-dienoic acid. Proc Natl Acad Sci U S A 74: 4007-4011.

9. Kent KC, Collins LJ, Schwerin FT, Raychowdhury MK, Ware JA (1993)
Identification of functional PGH2/TxA2 receptors on human endothelial
cells. Circ Res 72: 958-965.

10. Brace LD, Venton DL, Le Breton GC (1985) Thromboxane A2/
prostaglandin H2 mobilizes calcium in human blood platelets. Am J
Physiol 249: H1-H7.

11. Boutaud O, Ou JJ, Chaurand P, Caprioli RM, Montine TJ (2002)
Prostaglandin H2(PGH2) accelerates formation of amyloid b1-42
oligomers. J Neurochem 82: 1003–1006.

12. Cao H, Yu R, Tao Y, Nikolic D, van Breemen RB (2011) Measurement of
cyclooxygenase inhibition using liquid chromatography-tandem mass
spectrometry. J Pharm Biomed Anal 54: 230–235.

13. Cuendet M, Mesecar AD, DeWitt DL, Pezzuto JM (2006) An ELISA
method to measure inhibition of the COX enzymes. Nat Protoc 1: 1915
-1921.

14. Smith WL, Garavito RM, DeWitt DL (1996) Prostaglandin endoperoxide
H synthases (Cyclooxygenases)-1 and -2. J Biol Chem 271: 33157-33160.

15. Smith WL, DeWitt DL, Garavito RM (2000) Cyclooxygenases: Structural,
cellular, and molecular biology. Annu Rev Biochem 69: 145-182.

16. Rouzer CA, Marnett LJ (2017) Cyclooxygenases: structural and
functional insights. J Pain Res 10: 2451-2459.

17. Chandrasekharan NV, Simmons DL (2004) The cyclooxygenases.
Genome Biol 5: 241-247.

Citation: Biringer RG (2018) The Enzymes of the Human Eicosanoid Pathway. Res Rep Med Sci 2: 106. 

Page 18 of 28

Res Rep Med Sci, an open access journal Volume 2 • Issue 1 • 1000106

https://doi.org/10.1016/j.prostaglandins.2011.08.004
https://doi.org/10.1016/j.prostaglandins.2011.08.004
https://doi.org/10.1016/j.prostaglandins.2011.08.004
https://doi.org/10.1194/jlr.R900004-JLR200
https://doi.org/10.1194/jlr.R900004-JLR200
https://doi.org/10.1194/jlr.R900004-JLR200
https://doi.org/10.1038/nri3859
https://doi.org/10.1038/nri3859
https://www.ncbi.nlm.nih.gov/pubmed/7649404
https://www.ncbi.nlm.nih.gov/pubmed/7649404
https://www.ncbi.nlm.nih.gov/pubmed/7649404
https://doi.org/10.1093/jb/mvr116
https://doi.org/10.1093/jb/mvr116
https://doi.org/10.1093/jb/mvr116
https://www.ahajournals.org/doi/10.1161/01.RES.67.6.1562
https://www.ahajournals.org/doi/10.1161/01.RES.67.6.1562
https://www.ahajournals.org/doi/10.1161/01.RES.67.6.1562
https://doi.org/10.1111/j.1476-5381.1989.tb11790.x
https://doi.org/10.1111/j.1476-5381.1989.tb11790.x
https://doi.org/10.1111/j.1476-5381.1989.tb11790.x
https://doi.org/10.1073/pnas.74.9.4007
https://doi.org/10.1073/pnas.74.9.4007
https://doi.org/10.1073/pnas.74.9.4007
https://www.ahajournals.org/doi/abs/10.1161/01.res.72.5.958
https://www.ahajournals.org/doi/abs/10.1161/01.res.72.5.958
https://www.ahajournals.org/doi/abs/10.1161/01.res.72.5.958
https://doi.org/10.1152/ajpheart.1985.249.1.H1
https://doi.org/10.1152/ajpheart.1985.249.1.H1
https://doi.org/10.1152/ajpheart.1985.249.1.H1
https://doi.org/10.1046/j.1471-4159.2002.01064.x
https://doi.org/10.1046/j.1471-4159.2002.01064.x
https://doi.org/10.1046/j.1471-4159.2002.01064.x
https://dx.doi.org/10.1016%2Fj.jpba.2010.08.001
https://dx.doi.org/10.1016%2Fj.jpba.2010.08.001
https://dx.doi.org/10.1016%2Fj.jpba.2010.08.001
https://doi.org/10.1038/nprot.2006.308
https://doi.org/10.1038/nprot.2006.308
https://doi.org/10.1038/nprot.2006.308
http://dx.doi.org/10.1074/jbc.271.52.33157
http://dx.doi.org/10.1074/jbc.271.52.33157
https://doi.org/10.1146/annurev.biochem.69.1.145
https://doi.org/10.1146/annurev.biochem.69.1.145
https://dx.doi.org/10.1194%2Fjlr.R800042-JLR200
https://dx.doi.org/10.1194%2Fjlr.R800042-JLR200
https://doi.org/10.1186/gb-2004-5-9-241
https://doi.org/10.1186/gb-2004-5-9-241


18. Nemeth JF, Hochgesang GP Jr., Marnett LJ, Caprioli RM (2001)
Characterization of the Glycosylation sites in cyclooxygenase-2 using
mass spectrometry. Biochemistry 40: 3109-3116.

19. Picot D, Loll PJ, Garavito M (1994) The X-ray crystal structure of the
membrane protein prostaglandin H2 synthase-1. Nature 367: 243-249.

20. Qin N, Zhang SP, Reitz TL, Mei JM, Flores CM (2005) Cloning,
expression, and functional characterization of human cyclooxygenase-1
splicing variants: Evidence for intron 1 retention. J Pharmacol Exp Ther
315: 1298-1305.

21. Gerhard DS, Wagner L, Feingold EA, Shenmen CM, Grouse LH, et al.
(2004) The status, quality, and expansion of the NIH full-length cDNA
project: the Mammalian Gene Collection (MGC). Genome Res 14:
2121-2127.

22. Goodman JE, Bowman ED, Chanock SJ, Alberg AJ, Harris CC (2004)
Arachidonate lipoxygenase (ALOX) and cyclooxygenase (COX)
polymorphisms and colon cancer risk. Carcinogenesis 25: 2467-2472.

23. Kukk K, Kasvandik S, Samel N (2014) N-glycosylation site occupancy in
human prostaglandin H synthases expressed in Pichia pastoris.
SpringerPlus: 3, 436.

24. Sevigny MB, Li CF, Alas M, Hughes-Fulford M (2006) Glycosylation
regulates turnover of cyclooxygenase-2. FEBS Lett 580: 6533–6536.

25. Mbonye UR, Yuan C, Harris CE, Sidhu RS, Song I, et al. (2008) Two
distinct pathways for cyclooxygenase-2 protein degradation. J Biol Chem
283: 8611-8623.

26. Otto JC, DeWitt DL, Smith WL (1993) N-glycosylation of prostaglandin
endoperoxide synthases-1 and -2 and their orientations in the
endoplasmic reticulum. J Biol Chem 268: 18234-18242.

27. Alexanian A, Miller B, Chesnik M, Mirza S, Sorokin A (2014) Post-
translational regulation of COX2 activity by FYN in prostate cancer cells.
Oncotarget 5: 4232-4243.

28. McGinty A, Foschi M, Chang YW, Han J, Dunn MJ, et al. (2000)
Induction of prostaglandin endoperoxide synthase 2 by mitogen-
activated protein kinase cascades. Biochem J 352: 419-424.

29. Appleby SB, Ristimäki A, Neilson K, Narko K, Hla T (1994) Structure of
the human cyclo-oxygenase-2 gene. Biochem J 302: 723-727.

30. Cok SJ, Morrison AR (2001) The 3'-untranslated region of murine
cyclooxygenase-2 contains multiple regulatory elements that alter
message stability and translational efficiency. J Biol Chem 276:
23179-23185.

31. Parfenova H, Balabanova L, Leffler CW (1998) Posttranslational
regulation of cyclooxygenase by tyrosine phosphorylation in cerebral
endothelial cells. Am J Physiol 274: C72-C81.

32. Kim SF, Huri DA, Snyder SH (2005) Inducible nitric oxide synthase
binds, S-nitrosylates, and activates cyclooxygenase-2. Science 310:
1966-1970.

33. Pettipher R, Hansel TT (2008) Antagonists of the prostaglandin D2
receptor CRTH2. Drug News Perspect 21: 317-322.

34. Tassoni D, Kaur G, Weisinger RS, Sinclair AJ (2008) The role of
eicosanoids in the brain. Asia Pac J Clin Nutr 17: 220-228.

35. Qu WM, Huang ZL, Xu XH, Aritake K, Eguchi N, et al. (2006) Lipocalin-
type prostaglandin D synthase produces prostaglandin D2 involved in
regulation of physiological sleep. Proc Natl Acad Sci U S A 103:
17949-17954.

36. Inui T, Mase M, Shirota R, Nagashima M, Okada T, et al. (2014)
Lipocalin-type prostaglandin D synthase scavenges biliverdin in the
cerebrospinal fluid of patients with aneurysmal subarachnoid
hemorrhage. J Cereb Blood Flow Metab 34: 1558-1567.

37. Harrington MG, Aebersold R, Martin BM, Merril CR, Hood L (1993)
Identification of a brain-specific human cerebrospinal fluid glycoprotein,
beta-trace protein. Appl Theor Electrophor 3: 229-234.

38. Tokugawa Y, Kunishige I, Kubota Y, Shimoya K, Nobunaga T, et al. (1998)
Lipocalin-type prostaglandin D synthase in human male reproductive
organs and seminal plasma. Biol Reprod 58: 600-607.

39. Eguchi Y, Eguchi N, Oda H, Seiki K, Kijima Y, et al. (1997) Expression of
lipocalin-type prostaglandin D synthase (beta-trace) in human heart and

its accumulation in the coronary circulation of angina patients. Proc Natl
Acad Sci U S A 94: 14689-14694.

40. Yamashima T, Sakuda K, Tohma Y, Yamashita J, Oda H, et al. (1997)
Prostaglandin D synthase (beta-trace) in human arachnoid and
meningioma cells: roles as a cell marker or in cerebrospinal fluid
absorption, tumorigenesis, and calcification process. J Neurosci 17: 2376
-2382.

41. Urade Y, Fujimoto N, Hayaishi O (1985) Purification and
characterization of rat brain prostaglandin D synthetase. J Biol Chem
260: 12410-12415.

42. Christ-Hazelhof E, Nugteren DH (1979) Purification and characterization
of prostaglandin endoperoxide D-isomerase, a cytoplasmic, glutathione-
requiring enzyme. Biochim Biophys Acta 572: 43-51.

43. Urade Y, Fujimoto N, Ujihara M, Hayaishi O (1987) Biochemical and
immunological characterization of rat spleen prostaglandin D synthetase.
J Biol Chem 262: 3820-3825.

44. Lögdberg L, Wester L (2000) Immunocalins: A lipocalin subfamily that
modulates immune and inflammatory responses. Biochim Biophys Acta
1482: 284-297.

45. Schuligoi R, Grill M, Heinemann A, Peskar BA, Amann R (2005)
Sequential induction of prostaglandin E and D synthases in
inflammation. Biochem Biophys Res Commun 335: 684-689.

46. Eguchi N, Minami T, Shirafuji N, Kanaoka Y, Tanaka T, et al. (1999) Lack
of tactile pain (allodynia) in lipocalin-type prostaglandin D synthase-
deficient mice. Proc Natl Acad Sci U S A 96: 726-730.

47. Harrington MG, Fonteh AN, Biringer RG, Hühmer AF, Cowan RP (2006)
Prostaglandin D synthase isoforms from cerebrospinal fluid vary with
brain pathology. Dis Markers 22: 281-289.

48. Hoffmann A, Conradt HS, Gross G, Nimtz M, Lottspeich F, et al. (1993)
Purification and chemical characterization of beta-trace protein from
human cerebrospinal fluid: its identification as prostaglandin D synthase.
J Neurochem 61: 451-456.

49. Angenstein F, Buchner K, Staak S (1999) Age-dependent differences in
glutamate-induced phosphorylation systems in rat hippocampal slices.
Hippocampus 9: 173-185.

50. Armstead WM (1995) Role of nitric oxide and cAMP in prostaglandin-
induced pial arterial vasodilation. Am J Physiol 268: H1436-H1440.

51. Harrington MG, Merril CR (1984) Two-dimensional electrophoresis and
"ultrasensitive" silver staining of cerebrospinal fluid proteins in
neurological diseases. Clin Chem 30: 1933-1937.

52. Pohl S, Hoffmann A, Rüdiger A, Nimtz M, Jaeken J, et al. (1997)
Hypoglycosylation of a brain glycoprotein (P-trace protein) in CDG
syndromes due to phosphomannomutase deficiency and N-
acetylglucosaminyl-transferase II deficiency. Glycoblology 7: 1077-1084.

53. Zhou Y, Shaw N, Li Y, Zhao Y, Zhang R, et al. (2010) Structure-function
analysis of human l-prostaglandin D synthase bound with fatty acid
molecules. FASEB J 24: 4668-4677.

54. Schlatterer JC, Baeker R, Schlatterer B, Klose J, Kehler W, et al. (2006)
Purification of prostaglandin D synthase by ceramic- and size exclusion
chromatography. Prostaglandins Other Lipid Mediat 81: 80-89.

55. Halim A, Rüetschi U, Larson G, Nilsson J (2013) LC-MS/MS
characterization of O-glycosylation sites and glycan structures of human
cerebrospinal fluid glycoproteins. J Proteome Res 12: 573-584.

56. Hoffmann A, Nimtz M, Wurster U, Conradt HS (1994) Carbohydrate
structures of beta-trace protein from human cerebrospinal fluid: Evidence
for "brain-type" N-glycosylation. J Neurochem 63: 2185-2196.

57. Chen R, Jiang X, Sun D, Han G, Wang F, et al. (2009) Glycoproteomics
analysis of human liver tissue by combination of multiple enzyme
digestion and hydrazide chemistry. J Proteome Res 8: 651-661.

58. Nilsson J, Rüetschi U, Halim A, Hesse C, Carlsohn E, et al. (2009)
Enrichment of glycopeptides for glycan structure and attachment site
identification. Nat Methods 6: 809-811.

59. Jia W, Lu Z, Fu Y, Wang HP, Wang LH, et al. (2009) A strategy for precise
and large scale identification of core fucosylated glycoproteins. Mol Cell
Proteomics 8: 913-923.

Citation: Biringer RG (2018) The Enzymes of the Human Eicosanoid Pathway. Res Rep Med Sci 2: 106. 

Page 19 of 28

Res Rep Med Sci, an open access journal Volume 2 • Issue 1 • 1000106

http://dx.doi.org/10.1021/bi002313c
http://dx.doi.org/10.1021/bi002313c
http://dx.doi.org/10.1021/bi002313c
https://doi.org/10.1038/367243a0
https://doi.org/10.1038/367243a0
https://doi.org/10.1124/jpet.105.090944
https://doi.org/10.1124/jpet.105.090944
https://doi.org/10.1124/jpet.105.090944
https://doi.org/10.1124/jpet.105.090944
https://doi.org/10.1101/gr.2596504
https://doi.org/10.1101/gr.2596504
https://doi.org/10.1101/gr.2596504
https://doi.org/10.1101/gr.2596504
https://doi.org/10.1093/carcin/bgh260
https://doi.org/10.1093/carcin/bgh260
https://doi.org/10.1093/carcin/bgh260
https://dx.doi.org/10.1186%2F2193-1801-3-436
https://dx.doi.org/10.1186%2F2193-1801-3-436
https://dx.doi.org/10.1186%2F2193-1801-3-436
https://doi.org/10.1016/j.febslet.2006.10.073
https://doi.org/10.1016/j.febslet.2006.10.073
http://dx.doi.org/10.1074/jbc.M710137200
http://dx.doi.org/10.1074/jbc.M710137200
http://dx.doi.org/10.1074/jbc.M710137200
http://www.jbc.org/content/268/24/18234.short
http://www.jbc.org/content/268/24/18234.short
http://www.jbc.org/content/268/24/18234.short
https://dx.doi.org/10.18632%2Foncotarget.1983
https://dx.doi.org/10.18632%2Foncotarget.1983
https://dx.doi.org/10.18632%2Foncotarget.1983
http://dx.doi.org/10.1042/bj3520419
http://dx.doi.org/10.1042/bj3520419
http://dx.doi.org/10.1042/bj3520419
http://dx.doi.org/10.1042/bj3020723
http://dx.doi.org/10.1042/bj3020723
http://dx.doi.org/10.1074/jbc.M008461200
http://dx.doi.org/10.1074/jbc.M008461200
http://dx.doi.org/10.1074/jbc.M008461200
http://dx.doi.org/10.1074/jbc.M008461200
https://doi.org/10.1152/ajpcell.1998.274.1.C72
https://doi.org/10.1152/ajpcell.1998.274.1.C72
https://doi.org/10.1152/ajpcell.1998.274.1.C72
https://doi.org/10.1126/science.1119407
https://doi.org/10.1126/science.1119407
https://doi.org/10.1126/science.1119407
https://doi.org/10.1358/dnp.2008.21.6.1246831
https://doi.org/10.1358/dnp.2008.21.6.1246831
http://apjcn.nhri.org.tw/server/APJCN/17%20Suppl%201/220.pdf
http://apjcn.nhri.org.tw/server/APJCN/17%20Suppl%201/220.pdf
https://doi.org/10.1073/pnas.0608581103
https://doi.org/10.1073/pnas.0608581103
https://doi.org/10.1073/pnas.0608581103
https://doi.org/10.1073/pnas.0608581103
https://doi.org/10.1095/biolreprod58.2.600
https://doi.org/10.1095/biolreprod58.2.600
https://doi.org/10.1095/biolreprod58.2.600
https://doi.org/10.1073/pnas.94.26.14689
https://doi.org/10.1073/pnas.94.26.14689
https://doi.org/10.1073/pnas.94.26.14689
https://doi.org/10.1073/pnas.94.26.14689
https://doi.org/10.1523/JNEUROSCI.17-07-02376.1997
https://doi.org/10.1523/JNEUROSCI.17-07-02376.1997
https://doi.org/10.1523/JNEUROSCI.17-07-02376.1997
https://doi.org/10.1523/JNEUROSCI.17-07-02376.1997
https://doi.org/10.1523/JNEUROSCI.17-07-02376.1997
http://www.jbc.org/content/260/23/12410.long
http://www.jbc.org/content/260/23/12410.long
http://www.jbc.org/content/260/23/12410.long
https://doi.org/10.1016/0005-2760(79)90198-X
https://doi.org/10.1016/0005-2760(79)90198-X
https://doi.org/10.1016/0005-2760(79)90198-X
http://www.jbc.org/content/262/8/3820.long
http://www.jbc.org/content/262/8/3820.long
http://www.jbc.org/content/262/8/3820.long
https://doi.org/10.1016/S0167-4838(00)00164-3
https://doi.org/10.1016/S0167-4838(00)00164-3
https://doi.org/10.1016/S0167-4838(00)00164-3
https://doi.org/10.1073/pnas.96.2.726
https://doi.org/10.1073/pnas.96.2.726
https://doi.org/10.1073/pnas.96.2.726
https://doi.org/10.1155/2006/241817
https://doi.org/10.1155/2006/241817
https://doi.org/10.1155/2006/241817
https://doi.org/10.1111/j.1471-4159.1993.tb02145.x
https://doi.org/10.1111/j.1471-4159.1993.tb02145.x
https://doi.org/10.1111/j.1471-4159.1993.tb02145.x
https://doi.org/10.1111/j.1471-4159.1993.tb02145.x
https://doi.org/10.1002/(SICI)1098-1063(1999)9:2%3c173::AID-HIPO8%3e3.0.CO;2-K
https://doi.org/10.1002/(SICI)1098-1063(1999)9:2%3c173::AID-HIPO8%3e3.0.CO;2-K
https://doi.org/10.1002/(SICI)1098-1063(1999)9:2%3c173::AID-HIPO8%3e3.0.CO;2-K
https://doi.org/10.1152/ajpheart.1995.268.4.H1436
https://doi.org/10.1152/ajpheart.1995.268.4.H1436
http://clinchem.aaccjnls.org/content/30/12/1933.long
http://clinchem.aaccjnls.org/content/30/12/1933.long
http://clinchem.aaccjnls.org/content/30/12/1933.long
https://doi.org/10.1093/glycob/7.8.1077
https://doi.org/10.1093/glycob/7.8.1077
https://doi.org/10.1093/glycob/7.8.1077
https://doi.org/10.1093/glycob/7.8.1077
https://doi.org/10.1096/fj.10-164863
https://doi.org/10.1096/fj.10-164863
https://doi.org/10.1096/fj.10-164863
https://doi.org/10.1016/j.prostaglandins.2006.08.001
https://doi.org/10.1016/j.prostaglandins.2006.08.001
https://doi.org/10.1016/j.prostaglandins.2006.08.001
https://doi.org/10.1021/pr300963h
https://doi.org/10.1021/pr300963h
https://doi.org/10.1021/pr300963h
https://doi.org/10.1046/j.1471-4159.1994.63062185.x
https://doi.org/10.1046/j.1471-4159.1994.63062185.x
https://doi.org/10.1046/j.1471-4159.1994.63062185.x
https://doi.org/10.1021/pr8008012
https://doi.org/10.1021/pr8008012
https://doi.org/10.1021/pr8008012
https://doi.org/10.1038/nmeth.1392
https://doi.org/10.1038/nmeth.1392
https://doi.org/10.1038/nmeth.1392
https://doi.org/10.1074/mcp.M800504-MCP200
https://doi.org/10.1074/mcp.M800504-MCP200
https://doi.org/10.1074/mcp.M800504-MCP200


60. Grabenhorst E, Hoffman A, Nimtz M, Zettlmeissl G, Conradt HS (1995)
Construction of stable BHK-21 cells coexpressing human
secretoryglycoproteins and human Gal(b1-4)GlcNAc-R a2,6-
sialyltransferase a2,6-Linked NeuAc is preferentially attached to the
Gal(bl-4)GlcNAc(bl-2)Man(al-3)-branch of diantennary oligosaccharides
from secreted recombinant b-trace protein. Eur J Biochem 232: 718-725.

61. Tokudome S, Sano M, Shinmura K, Matsuhash T, Morizane S, et al.
(2009) Glucocorticoid protects rodent hearts from ischemia/reperfusion
injury by activating lipocalin-type prostaglandin D synthase–derived
PGD2 biosynthesis. J Clin Invest 119: 1477-1488.

62. Miyagi M, Miwa Y, Takahashi-Yanaga F, Morimoto S, Sasaguri T (2005)
Activator protein-1 mediates shear stress-induced prostaglandin D
synthase gene expression in vascular endothelial cells. Arterioscler
Thromb Vasc Biol 25: 970-975.

63. Jowsey IR, Thomson AM, Flanagan JU, Murdock PR, Moore GB, et al.
(2001) Mammalian class Sigma glutathione S-transferases: Catalytic
properties and tissue-specific expression of human and rat GSH-
dependent prostaglandin D2 synthases. Biochem J 359: 507-516.

64. Urade Y, Mohri I, Aritake K, Inoue T, Miyano M (2006) Functional and
structural biology on the lipo-network. Transworld Research Network,
Kerala, India, pp: 135-164.

65. Biringer RG, Horner J, Fonteh AN, Kauffman S, Hühmer AFR, et al.
(2011) Absolute quantification of eicosanoid pathway proteins using a
linear ion trap Mass spectrometer. Thermo Scientific application note
509.

66. Mahmud I, Ueda N, Yamaguchi H, Yamashita R, Yamamoto S, et al.
(1997) Prostaglandin D synthase in human megakaryoblastic cells. J Biol
Chem 272: 28263-28266.

67. Inoue T, Irikura D, Okazaki N, Kinugasa S, Matsumura H, et al. (2003)
Mechanism of metal activation of human hematopoietic prostaglandin D
synthase. Nat Struct Biol 10: 291-296.

68. Kanaoka Y, Fujimori K, Kikuno R, Sakaguchi Y, Urade Y, et al. (2000)
Structure and chromosomal localization of human and mouse genes for
hematopoietic prostaglandin D synthase. Eur J Biochem 267: 3315-3322.

69. Gandhi UH, Kaushal N, Ravindra KC, Hegde S, Nelson SM, et al. (2011)
Selenoprotein-dependent up-regulation of hematopoietic prostaglandin
D2 synthase in macrophages is mediated through the activation of
peroxisome proliferator-activated receptor (PPAR) gamma. J Biol Chem
286: 27471-27482.

70. Nakanishi M, Rosenberg DW (2013) Multifaceted roles of PGE2 in
inflammation and cancer. Semin Immunopathol 35: 123-137.

71. Wallace JL (2001) Prostaglandin biology in inflammatory bowel disease.
Gastroenterol. Clin North Am 30: 971-980.

72. Kalinski P (2012) Regulation of immune responses by prostaglandin E2. J
Immunol 188: 21-28.

73. Sakata D, Yao C, Narumiya S (2010) Prostaglandin E2, an
immunoactivator. J Pharmacol Sci 112: 1-5.

74. Scher JU, Pillinger MH (2009) The anti-inflammatory effects of
prostaglandins. J Investig Med 57: 703-708.

75. Koeberle A, Werz O (2015) Perspective of microsomal prostaglandin E2
synthase-1 as drug target in inflammation-related disorders. Biochem
Pharmacol 98: 1-15.

76. Jegerschöld C, Pawelzik SC, Purhonen P, Bhakat P, Gheorghe KR, et al.
(2008) Structural basis for induced formation of the inflammatory
mediator prostaglandin E2. Proc Natl Acad Sci U S A 105: 11110-11115.

77. Ota T, Suzuki Y, Nishikawa T, Otsuki T, Sugiyama T, et al. (2004)
Complete sequencing and characterization of 21,243 full-length human
cDNAs. Nature Genetics 36: 40-45.

78. Ackerman WE 4th, Summerfield TL, Vandre DD, Robinson JM, Kniss
DA (2008) Nuclear factor-kappa B regulates inducible prostaglandin E
synthase expression in human amnion mesenchymal cells. Biol Reprod
78: 68-76.

79. Bhatia HS, Baron J, Hagl S, Eckert, GP, Fiebich BL (2016) Rice bran
derivatives alleviate microglia activation: possible involvement of MAPK
pathway. J Neuroinflammation 13:148.

80. Sjögren T, Nord J, Ek M, Johansson P, Liu G, Geschwindner S (2013)
Crystal structure of microsomal prostaglandin E2 synthase provides
insight into diversity in the MAPEG superfamily. Proc Natl Acad Sci U S
A 110: 3806-3811.

81. Thorén S, Weinander R, Saha S, Jegerschöld C, Pettersson PL, et al. (2003)
Human microsomal prostaglandin E synthase-1: purification, functional
characterization, and projection structure determination. J Biol Chem
278: 22199-22209.

82. Tanikawa N, Ohmiya Y, Ohkubo H, Hashimoto K, Kangawa K, et al.
(2002) Identification and characterization of a novel type of membrane-
associated prostaglandin E synthase. Biochem Biophys Res Commun 291:
884-889.

83. Murakami M, Nakashima K, Kamei D, Masuda S, Ishikawa Y, et al. (2003)
Cellular prostaglandin E2 production by membrane-bound prostaglandin
E synthase-2 via both cyclooxygenases-1 and -2. J Biol Chem 278:
37937-37947.

84. Hara S, Kamei D, Sasaki Y, Tanemoto A, Nakatani Y, et al. (2010)
Prostaglandin E synthases: Understanding their pathophysiological roles
through mouse genetic models. Biochimie 92: 651-659.

85. Yamada T, Komoto J, Watanabe K, Ohmiya Y, Takusagawa F (2005)
Crystal structure and possible catalytic mechanism of microsomal
prostaglandin E synthase type 2 (mPGES-2). J Mol Biol 348: 1163-1176.

86. Watanabe K, Kurihara K, Suzuki T (1999) Purification and
characterization of membrane-bound prostaglandin E synthase from
bovine heart. Biochim Biophys Acta 1439: 406-414.

87. Takusagawa F (2013) Microsomal prostaglandin E synthase type 2
(mPGES2) is a glutathione-dependent heme protein, and dithiothreitol
dissociates the bound heme to produce active prostaglandin E2 synthase
in vitro. J Biol Chem 288: 10166-10175.

88. Zhou H, Di Palma S, Preisinger C, Peng M, Polat AN, et al. (2013)
Toward a comprehensive characterization of a human cancer cell
phosphoproteome. J Proteome Res 12: 260-271.

89. Tanioka T, Nakatani Y, Semmyo N, Murakami M, Kudo I (2000)
Molecular identification of cytosolic prostaglandin E2 synthase that is
functionally coupled with cyclooxygenase-1 in immediate prostaglandin
E2 biosynthesis. J Biol Chem 275: 32775-32782.

90. Forsythe HL, Jarvis JL, Turner JW, Elmore LW, Holt SE (2001) Stable
association of hsp90 and p23, but Not hsp70, with active human
telomerase. J Biol Chem 276: 15571-15574.

91. Freeman BC, Yamamoto KR (2002) Disassembly of transcriptional
regulatory complexes by molecular chaperones. Science 296: 2232-2235.

92. Song D, Li LS, Arsenault PR, Tan Q, Bigham AW, et al. (2014) Defective
Tibetan PHD2 binding to p23 links high altitude adaption to altered
oxygen sensing. J Biol Chem 28: 14656-14665.

93. Bian Y, Song C, Cheng K, Dong M, Wang F, et al. (2014) An enzyme
assisted RP-RPLC approach for in-depth analysis of human liver
phosphoproteome. Proteomics 96: 253-262.

94. Olsen JV, Blagoev B, Gnad F, Macek B, Kumar C, et al. (2006) Global, in
vivo, and site-specific phosphorylation dynamics in signaling networks.
Cell 127: 635-648.

95. Daub H, Olsen JV, Bairlein M, Gnad F, Oppermann FS, et al. (2008)
Kinase-selective enrichment enables quantitative phosphoproteomics of
the kinome across the cell cycle. Mol Cell 31: 438-448.

96. Dephoure N, Zhou C, Villén J, Beausoleil SA, Bakalarski CE, et al. (2008)
A quantitative atlas of mitotic phosphorylation. Proc Natl Acad Sci U S A
105: 10762-10767.

97. Olsen JV, Vermeulen M, Santamaria A, Kumar C, Miller ML, et al. (2010)
Quantitative phosphoproteomics reveals widespread full phosphorylation
site occupancy during mitosis. Sci Signal 3: ra3.

98. Hendrik IA, Lyon D, Young C, Jensen LJ, Vertegaal AC, et al. (2017) Site-
specific mapping of the human SUMO proteome reveals co-modification
with phosphorylation. Nat Struct Mol Biol 24: 325-336.

99. Choudhary C, Kumar C, Gnad F, Nielsen ML, Rehman M, et al. (2009)
Lysine acetylation targets protein complexes and co-regulates major
cellular functions. Science 325: 834-840.

Citation: Biringer RG (2018) The Enzymes of the Human Eicosanoid Pathway. Res Rep Med Sci 2: 106. 

Page 20 of 28

Res Rep Med Sci, an open access journal Volume 2 • Issue 1 • 1000106

https://doi.org/10.1172/jci37413
https://doi.org/10.1172/jci37413
https://doi.org/10.1172/jci37413
https://doi.org/10.1172/jci37413
https://doi.org/10.1161/01.atv.0000159702.68591.0d
https://doi.org/10.1161/01.atv.0000159702.68591.0d
https://doi.org/10.1161/01.atv.0000159702.68591.0d
https://doi.org/10.1161/01.atv.0000159702.68591.0d
https://doi.org/10.1042/0264-6021:3590507
https://doi.org/10.1042/0264-6021:3590507
https://doi.org/10.1042/0264-6021:3590507
https://doi.org/10.1042/0264-6021:3590507
https://locatorplus.gov/cgi-bin/Pwebrecon.cgi?DB=local&CNT=25&HIST=1&BOOL1=as+a+phrase&FLD1=ISBN+(ISBN)&SAB1=9788178952321
https://locatorplus.gov/cgi-bin/Pwebrecon.cgi?DB=local&CNT=25&HIST=1&BOOL1=as+a+phrase&FLD1=ISBN+(ISBN)&SAB1=9788178952321
https://locatorplus.gov/cgi-bin/Pwebrecon.cgi?DB=local&CNT=25&HIST=1&BOOL1=as+a+phrase&FLD1=ISBN+(ISBN)&SAB1=9788178952321
https://assets.thermofisher.com/TFS-Assets/CMD/Application-Notes/AN-63382-Absolute-Quantification-of-Eicosanoid-Pathways-Velos-Pro-Proteomics.pdf
https://assets.thermofisher.com/TFS-Assets/CMD/Application-Notes/AN-63382-Absolute-Quantification-of-Eicosanoid-Pathways-Velos-Pro-Proteomics.pdf
https://assets.thermofisher.com/TFS-Assets/CMD/Application-Notes/AN-63382-Absolute-Quantification-of-Eicosanoid-Pathways-Velos-Pro-Proteomics.pdf
https://assets.thermofisher.com/TFS-Assets/CMD/Application-Notes/AN-63382-Absolute-Quantification-of-Eicosanoid-Pathways-Velos-Pro-Proteomics.pdf
https://doi.org/10.1074/jbc.272.45.28263
https://doi.org/10.1074/jbc.272.45.28263
https://doi.org/10.1074/jbc.272.45.28263
https://doi.org/10.5940/jcrsj.45.190
https://doi.org/10.5940/jcrsj.45.190
https://doi.org/10.5940/jcrsj.45.190
https://doi.org/10.1046/j.1432-1327.2000.01362.x
https://doi.org/10.1046/j.1432-1327.2000.01362.x
https://doi.org/10.1046/j.1432-1327.2000.01362.x
https://doi.org/10.1074/jbc.m111.260547
https://doi.org/10.1074/jbc.m111.260547
https://doi.org/10.1074/jbc.m111.260547
https://doi.org/10.1074/jbc.m111.260547
https://doi.org/10.1074/jbc.m111.260547
https://doi.org/10.1007/s00281-012-0342-8
https://doi.org/10.1007/s00281-012-0342-8
https://doi.org/10.1016/S0889-8553(05)70223-5
https://doi.org/10.1016/S0889-8553(05)70223-5
https://doi.org/10.4049/jimmunol.1101029
https://doi.org/10.4049/jimmunol.1101029
https://doi.org/10.1254/jphs.09R03CP
https://doi.org/10.1254/jphs.09R03CP
http://dx.doi.org/10.2310/JIM.0b013e31819aaa76
http://dx.doi.org/10.2310/JIM.0b013e31819aaa76
https://doi.org/10.1016/j.bcp.2015.06.022
https://doi.org/10.1016/j.bcp.2015.06.022
https://doi.org/10.1016/j.bcp.2015.06.022
https://doi.org/10.1073/pnas.0802894105
https://doi.org/10.1073/pnas.0802894105
https://doi.org/10.1073/pnas.0802894105
https://doi.org/10.1038/ng1285
https://doi.org/10.1038/ng1285
https://doi.org/10.1038/ng1285
https://doi.org/10.1095/biolreprod.107.061663
https://doi.org/10.1095/biolreprod.107.061663
https://doi.org/10.1095/biolreprod.107.061663
https://doi.org/10.1095/biolreprod.107.061663
https://doi.org/10.1186/s12974-016-0615-6
https://doi.org/10.1186/s12974-016-0615-6
https://doi.org/10.1186/s12974-016-0615-6
https://doi.org/10.1073/pnas.1218504110
https://doi.org/10.1073/pnas.1218504110
https://doi.org/10.1073/pnas.1218504110
https://doi.org/10.1073/pnas.1218504110
https://doi.org/10.1074/jbc.m303227200
https://doi.org/10.1074/jbc.m303227200
https://doi.org/10.1074/jbc.m303227200
https://doi.org/10.1074/jbc.m303227200
https://doi.org/10.1006/bbrc.2002.6531
https://doi.org/10.1006/bbrc.2002.6531
https://doi.org/10.1006/bbrc.2002.6531
https://doi.org/10.1006/bbrc.2002.6531
https://doi.org/10.1074/jbc.m305108200
https://doi.org/10.1074/jbc.m305108200
https://doi.org/10.1074/jbc.m305108200
https://doi.org/10.1074/jbc.m305108200
https://doi.org/10.1016/j.biochi.2010.02.007
https://doi.org/10.1016/j.biochi.2010.02.007
https://doi.org/10.1016/j.biochi.2010.02.007
https://doi.org/10.1016/j.jmb.2005.03.035
https://doi.org/10.1016/j.jmb.2005.03.035
https://doi.org/10.1016/j.jmb.2005.03.035
https://doi.org/10.1016/s0090-6980(99)90335-0
https://doi.org/10.1016/s0090-6980(99)90335-0
https://doi.org/10.1016/s0090-6980(99)90335-0
https://doi.org/10.1074/jbc.m112.418475
https://doi.org/10.1074/jbc.m112.418475
https://doi.org/10.1074/jbc.m112.418475
https://doi.org/10.1074/jbc.m112.418475
https://doi.org/10.1021/pr300630k
https://doi.org/10.1021/pr300630k
https://doi.org/10.1021/pr300630k
https://doi.org/10.1074/jbc.m003504200
https://doi.org/10.1074/jbc.m003504200
https://doi.org/10.1074/jbc.m003504200
https://doi.org/10.1074/jbc.m003504200
https://doi.org/10.1074/jbc.c100055200
https://doi.org/10.1074/jbc.c100055200
https://doi.org/10.1074/jbc.c100055200
https://doi.org/10.1126/science.1073051
https://doi.org/10.1126/science.1073051
https://doi.org/10.1074/jbc.M113.541227
https://doi.org/10.1074/jbc.M113.541227
https://doi.org/10.1074/jbc.M113.541227
https://doi.org/10.1016/j.jprot.2013.11.014
https://doi.org/10.1016/j.jprot.2013.11.014
https://doi.org/10.1016/j.jprot.2013.11.014
https://doi.org/10.1016/j.cell.2006.09.026
https://doi.org/10.1016/j.cell.2006.09.026
https://doi.org/10.1016/j.cell.2006.09.026
https://doi.org/10.1016/j.molcel.2008.07.007
https://doi.org/10.1016/j.molcel.2008.07.007
https://doi.org/10.1016/j.molcel.2008.07.007
https://doi.org/10.1073/pnas.0805139105
https://doi.org/10.1073/pnas.0805139105
https://doi.org/10.1073/pnas.0805139105
https://doi.org/10.1126/scisignal.2000475
https://doi.org/10.1126/scisignal.2000475
https://doi.org/10.1126/scisignal.2000475
https://doi.org/10.1038/nsmb.3366
https://doi.org/10.1038/nsmb.3366
https://doi.org/10.1038/nsmb.3366
https://doi.org/10.1126/science.1175371
https://doi.org/10.1126/science.1175371
https://doi.org/10.1126/science.1175371


100. Ikeda-Matsuo Y, Ikegaya Y, Matsuki N, Uematsu S, Akira S, et al. (2005)
Microglia-specific expression of microsomal prostaglandin E2 synthase-1
contributes to lipopolysaccharide-induced prostaglandin E2 production. J
Neurochem 94: 1546-1558.

101. Wu T, Wu H, Wang J, Wang J (2011) Expression and cellular localization
of cyclooxygenases and prostaglandin E synthases in the hemorrhagic
brain. J Neuroinflammation 8: 22.

102. Zhou X, Li D, Resnick MB, Wands J, Cao W (2013) NADPH oxidase
NOX5-S and nuclear factor κB1 mediate acid-induced microsomal
prostaglandin E synthase-1 expression in Barrett's esophageal
adenocarcinoma cells. Mol Pharmacol 83: 978-990.

103. Parazzoli S, Harmon JS, Vallerie SN, Zhang T, Zhou H, et al. (2012)
Cyclooxygenase-2, not microsomal prostaglandin E synthase-1, is the
mechanism for interleukin-1β-induced prostaglandin E2 production and
inhibition of insulin secretion in pancreatic islets. J Biol Chem 287:
32246-32253.

104. Walters JN, Bickford JS, Newsom KJ, Beachy DE, Barilovits SJ, et al.
(2012) Regulation of human microsomal prostaglandin E synthase-1 by
IL-1β requires a distal enhancer element with a unique role for C-EBPβ.
Biochem J 443: 561-571.

105. Båge T, Lindberg J, Lundeberg J, Modéer T, Yucel-Lindberg T (2010)
Signal pathways JNK and NF-kappaB, identified by global gene
expression profiling, are involved in regulation of TNFalpha-induced
mPGES-1 and COX-2 expression in gingival fibroblasts. BMC Genomics
11: 241.

106. Ikeda-Matsuo Y, Hirayama Y, Ota A, Uematsu S, Akira S, et al. (2010)
Microsomal prostaglandin E synthase-1 and cyclooxygenase-2 are both
required for ischaemic excitotoxicity. Br J Pharmacol 159: 1174-1186.

107. Mollerup J, Krogh TN, Nielsen PF, Berchtold MW (2003) Properties of
the co-chaperone protein p23 erroneously attributed to ALG-2
(apoptosis-linked gene 2). FEBS Lett 555: 478-482.

108. Fujimori K, Yano M, Ueno T (2012) Synergistic suppression of early
phase of adipogenesis by microsomal PGE synthase-1 (PTGES1)-
produced PGE2 and aldo-keto reductase 1B3-produced PGF2α. PLoS
One 7: e44698.

109. Nuttinck F, Marquant-Le Guienne B, Clément L, Reinaud P, Charpigny G,
et al. (2008) Expression of genes involved in prostaglandin E2 and
progesterone production in bovine cumulus-oocyte complexes during in
vitro maturation and fertilization. Reproduction 135: 593-603.

110. Sun T, Deng WB, Diao HL, Ni H, Bai YY, et al. (2006) Differential
expression and regulation of prostaglandin E synthases in the mouse
ovary during sexual maturation and luteal development. J Endocrinol
189: 89-101.

111. Stitham J, Midgett C, Martin KA, Hwa J (2011) Prostacyclin: an
inflammatory paradox. Front Pharmacol 2: 24.

112. Dorris SL, Peebles RS Jr. (2012) PGI as a regulator of inflammatory
diseases. Mediators Inflamm 2012: 926968.

113. Ricciotti E, FitzGerald GA (2011) Prostaglandins and inflammation.
Arterioscler Thromb Vasc Biol 31: 986-1000.

114. Murata T, Ushikubi F, Matsuoka T, Hirata M, Yamasaki A, et al. (1997)
Altered pain perception and inflammatory response in mice lacking
prostacyclin receptor. Nature 388: 678-682. 

115. Lewis PJ, Dollery CT (1983) Clinical pharmacology and potential of
prostacyclin. Br Med Bull 39: 281-284.

116. Sinzinger H, Weber G (1988) Reduced biological half-life of plasma
prostacyclin in pre-eclampsia. Arch Gynecol Obstet 243: 187-190.

117. Liou JY, Shyue SK, Tsai MJ, Chung CL, Chu KY, et al. (2000)
Colocalization of prostacyclin synthase with prostaglandin H synthase-1
(PGHS-1) but not phorbol ester-induced PGHS-2 in cultured endothelial
cells. J Biol Chem 275: 15314-15320. 

118. Caughey GE, Cleland LG, Gamble JR, James MJ (2001) Up-regulation of
endothelial cyclooxygenase-2 and prostanoid synthesis by platelets. Role
of thromboxane A2. J Biol Chem 276: 37839-37845. 

119. Smith WL, DeWitt DL, Allen ML (1983) Bimodal distribution of the
prostaglandin I2 synthase antigen in smooth muscle cells. J Biol Chem
258: 5922-5926. 

120. Lin Y, Wu KK, Ruan KH (1998) Characterization of the secondary
structure and membrane interaction of the putative membrane anchor
domains of prostaglandin I2 synthase and cytochrome P450 2C1. Arch
Biochem Biophys 352: 78-84.

121. Cho SA, Rohn-Glowacki KJ, Jarrar YB, Yi M, Kim WY, et al. (2015)
Analysis of genetic polymorphism and biochemical characterization of a
functionally decreased variant in prostacyclin synthase gene (CYP8A1) in
humans. Arch Biochem Biophys 569: 10-18.

122. Chevalier D, Cauffiez C, Bernard C, Lo-Guidice JM, Allorge D, et al.
(2001) Characterization of new mutations in the coding sequence and 5'-
untranslated region of the human prostacylcin synthase gene (CYP8A1).
Hum Genet 108: 148-155.

123. He C, Choi HC, Xie Z (2010) Enhanced tyrosine nitration of prostacyclin
synthase is associated with increased inflammation in atherosclerotic
carotid arteries from type 2 diabetic patients. Am J Pathol 176:
2542-2549.

124. Zou M-H, Ullrich V (1996) Peroxynitrite formed by simultaneous
generation of nitric oxide and superoxide selectively inhibits bovine
aortic prostaeyelin synthase. FEBS Lett 382: 101-104. 

125. Zou MH, Shi C, Cohen RA (2002) High glucose via peroxynitrite causes
tyrosine nitration and inactivation of prostacyclin synthase that is
associated with thromboxane/prostaglandin H(2) receptor-mediated
apoptosis and adhesion molecule expression in cultured human aortic
endothelial cells. Diabetes 51: 198-203. 

126. Bachschmid M, Thurau S, Zou MH, Ullrich V (2003) Endothelial cell
activation by endotoxin involves superoxide/NO-mediated nitration of
prostacyclin synthase and thromboxane receptor stimulation. FASEB J 17:
914-916.

127. Peluffo G, Radi R (2007) Biochemistry of protein tyrosine nitration in
cardiovascular pathology. Cardiovasc Res 75: 291-302.

128. Wu KK, Liou JY (2005) Cellular and molecular biology of prostacyclin
synthase. Biochem Biophys Res Commun 338: 45-52. 

129. Gurgul-Convey E, Lenzen S (2010) Protection against cytokine toxicity
through endoplasmic reticulum and mitochondrial stress prevention by
prostacyclin synthase overexpression in insulin-producing cells. J Biol
Chem 285: 11121-11128.

130. Camacho M, Rodríguez C, Salazar J, Martínez-González J, Ribalta J, et al.
(2008) Retinoic acid induces PGI synthase expression in human
endothelial cells. J Lipid Res 49: 1707-1714.

131. Jaffar Z, Wan KS, Roberts K (2002) A key role for prostaglandin I2 in
limiting lung mucosal Th2, but not Th1, responses to inhaled allergen. J
Immunol 169: 5997-6004.

132. Galán M, Miguel M, Beltrán AE, Rodríguez C, García-Redondo AB, et al.
(2011) Angiotensin II differentially modulates cyclooxygenase-2,
microsomal prostaglandin E2 synthase-1 and prostaglandin I2 synthase
expression in adventitial fibroblasts exposed to inflammatory stimuli. J
Hypertens 29: 529-536.

133. Yu Y, Lucitt MB, Stubbe J, Cheng Y, Friis UG, et al. (2009) Prostaglandin
F2alpha elevates blood pressure and promotes atherosclerosis. Proc Natl
Acad Sci U S A 106: 7985-7990.

134. Watanabe K, Woodward DF (2015) The Endocannabinoidome: The
World of Endocannabinoids and Related Mediators, New York (NY)
Elsevier, Chapter 7, Prostamide F2a biosynthesizing enzymes. pp:
101-110.

135. Suzuki-Yamamoto T, Toida K, Sugimoto Y, Ishimura K (2009)
Colocalization of prostaglandin F2a receptor FP and prostaglandin F
synthase-I in the spinal cord. J Lipid Res 50: 1996-2003.

136. Eguchi N, Kaneko T, Urade Y, Hayashi H, Hayaishi O (1992) Permeability
of brain structures and other peripheral tissues to prostaglandins D2, E2
and F2 alpha in rats. J Pharmacol Exp Ther 262: 1110-1120. 

137. Yoshikawa K, Takei S, Hasegawa-Ishii S, Chiba Y, Furukawa A, et al.
(2011) Preferential localization of prostamide/prostaglandin F synthase in
myelin sheaths of the central nervous system. Brain Res 1367: 22-32.

Citation: Biringer RG (2018) The Enzymes of the Human Eicosanoid Pathway. Res Rep Med Sci 2: 106. 

Page 21 of 28

Res Rep Med Sci, an open access journal Volume 2 • Issue 1 • 1000106

https://doi.org/10.1111/j.1471-4159.2005.03302.x
https://doi.org/10.1111/j.1471-4159.2005.03302.x
https://doi.org/10.1111/j.1471-4159.2005.03302.x
https://doi.org/10.1111/j.1471-4159.2005.03302.x
https://dx.doi.org/10.1186%2F1742-2094-8-22
https://dx.doi.org/10.1186%2F1742-2094-8-22
https://dx.doi.org/10.1186%2F1742-2094-8-22
https://dx.doi.org/10.1124%2Fmol.112.083287
https://dx.doi.org/10.1124%2Fmol.112.083287
https://dx.doi.org/10.1124%2Fmol.112.083287
https://dx.doi.org/10.1124%2Fmol.112.083287
https://doi.org/10.1074/jbc.M112.364612
https://doi.org/10.1074/jbc.M112.364612
https://doi.org/10.1074/jbc.M112.364612
https://doi.org/10.1074/jbc.M112.364612
https://doi.org/10.1074/jbc.M112.364612
https://doi.org/10.1042/BJ20111801
https://doi.org/10.1042/BJ20111801
https://doi.org/10.1042/BJ20111801
https://doi.org/10.1042/BJ20111801
https://doi.org/10.1186/1471-2164-11-241
https://doi.org/10.1186/1471-2164-11-241
https://doi.org/10.1186/1471-2164-11-241
https://doi.org/10.1186/1471-2164-11-241
https://doi.org/10.1186/1471-2164-11-241
https://dx.doi.org/10.1111%2Fj.1476-5381.2009.00595.x
https://dx.doi.org/10.1111%2Fj.1476-5381.2009.00595.x
https://dx.doi.org/10.1111%2Fj.1476-5381.2009.00595.x
https://doi.org/10.1016/S0014-5793(03)01310-3
https://doi.org/10.1016/S0014-5793(03)01310-3
https://doi.org/10.1016/S0014-5793(03)01310-3
https://doi.org/10.1371/journal.pone.0044698
https://doi.org/10.1371/journal.pone.0044698
https://doi.org/10.1371/journal.pone.0044698
https://doi.org/10.1371/journal.pone.0044698
https://doi.org/10.1530/REP-07-0453
https://doi.org/10.1530/REP-07-0453
https://doi.org/10.1530/REP-07-0453
https://doi.org/10.1530/REP-07-0453
https://doi.org/10.1677/joe.1.06147
https://doi.org/10.1677/joe.1.06147
https://doi.org/10.1677/joe.1.06147
https://doi.org/10.1677/joe.1.06147
https://doi.org/10.3389/fphar.2011.00024
https://doi.org/10.3389/fphar.2011.00024
https://doi.org/10.1155/2012/926968
https://doi.org/10.1155/2012/926968
https://dx.doi.org/10.1161%2FATVBAHA.110.207449
https://dx.doi.org/10.1161%2FATVBAHA.110.207449
https://doi.org/10.1038/41780
https://doi.org/10.1038/41780
https://doi.org/10.1038/41780
https://doi.org/10.1093/oxfordjournals.bmb.a071834
https://doi.org/10.1093/oxfordjournals.bmb.a071834
https://link.springer.com/article/10.1007/BF00932266
https://link.springer.com/article/10.1007/BF00932266
https://doi.org/10.1074/jbc.275.20.15314
https://doi.org/10.1074/jbc.275.20.15314
https://doi.org/10.1074/jbc.275.20.15314
https://doi.org/10.1074/jbc.275.20.15314
https://doi.org/10.1074/jbc.M010606200
https://doi.org/10.1074/jbc.M010606200
https://doi.org/10.1074/jbc.M010606200
http://www.jbc.org/content/258/9/5922.long
http://www.jbc.org/content/258/9/5922.long
http://www.jbc.org/content/258/9/5922.long
https://doi.org/10.1016/j.abb.2015.01.012
https://doi.org/10.1016/j.abb.2015.01.012
https://doi.org/10.1016/j.abb.2015.01.012
https://doi.org/10.1016/j.abb.2015.01.012
https://doi.org/10.1007/s004390000444
https://doi.org/10.1007/s004390000444
https://doi.org/10.1007/s004390000444
https://doi.org/10.1007/s004390000444
https://doi.org/10.2353/ajpath.2010.090783
https://doi.org/10.2353/ajpath.2010.090783
https://doi.org/10.2353/ajpath.2010.090783
https://doi.org/10.2353/ajpath.2010.090783
https://doi.org/10.1016/0014-5793(96)00160-3
https://doi.org/10.1016/0014-5793(96)00160-3
https://doi.org/10.1016/0014-5793(96)00160-3
https://doi.org/10.2337/diabetes.51.1.198
https://doi.org/10.2337/diabetes.51.1.198
https://doi.org/10.2337/diabetes.51.1.198
https://doi.org/10.2337/diabetes.51.1.198
https://doi.org/10.2337/diabetes.51.1.198
https://doi.org/10.1096/fj.02-0530fje
https://doi.org/10.1096/fj.02-0530fje
https://doi.org/10.1096/fj.02-0530fje
https://doi.org/10.1096/fj.02-0530fje
https://doi.org/10.1016/j.cardiores.2007.04.024
https://doi.org/10.1016/j.cardiores.2007.04.024
https://doi.org/10.1016/j.bbrc.2005.08.021
https://doi.org/10.1016/j.bbrc.2005.08.021
https://doi.org/10.1074/jbc.M109.054775
https://doi.org/10.1074/jbc.M109.054775
https://doi.org/10.1074/jbc.M109.054775
https://doi.org/10.1074/jbc.M109.054775
https://doi.org/10.1194/jlr.M700559-JLR200
https://doi.org/10.1194/jlr.M700559-JLR200
https://doi.org/10.1194/jlr.M700559-JLR200
https://doi.org/10.4049/jimmunol.169.10.5997
https://doi.org/10.4049/jimmunol.169.10.5997
https://doi.org/10.4049/jimmunol.169.10.5997
https://doi.org/10.1097/HJH.0b013e328342b271
https://doi.org/10.1097/HJH.0b013e328342b271
https://doi.org/10.1097/HJH.0b013e328342b271
https://doi.org/10.1097/HJH.0b013e328342b271
https://doi.org/10.1073/pnas.0811834106
https://doi.org/10.1073/pnas.0811834106
https://doi.org/10.1073/pnas.0811834106
https://dx.doi.org/10.1194%2Fjlr.M800543-JLR200
https://dx.doi.org/10.1194%2Fjlr.M800543-JLR200
https://dx.doi.org/10.1194%2Fjlr.M800543-JLR200
http://jpet.aspetjournals.org/content/262/3/1110
http://jpet.aspetjournals.org/content/262/3/1110
http://jpet.aspetjournals.org/content/262/3/1110
https://doi.org/10.1016/j.brainres.2010.10.019
https://doi.org/10.1016/j.brainres.2010.10.019
https://doi.org/10.1016/j.brainres.2010.10.019


138. Puurunen J (1983) Central nervous system effects of arachidonic acid,
PGE2, PGF2 alpha, PGD2 and PGI2 on gastric secretion in the rat. Br J
Pharmacol 80: 255-262.

139. Liston TE, Roberts LJ 2nd (1985) Transformation of prostaglandin D2 to
9 alpha, 11 beta-(15S)-trihydroxyprosta-(5Z,13E)-dien-1-oic acid (9
alpha, 11 beta-prostaglandin F2): A unique biologically active
prostaglandin produced enzymatically in vivo in humans. Proc Natl Acad
Sci U S A 82: 6030-6034.

140. Guo C, Wang W, Liu C, Myatt L, Sun K (2014) Induction of PGF2α
Induction of PGF2α synthesis by cortisol through GR dependent
induction of CBR1 in human amnion fibroblasts. Endocrinology 155:
3017-3024.

141. Silvestri C, Martella A, Poloso NJ, Piscitelli F, Capasso R, et al. (2013)
Anandamide-derived prostamide F2α negatively regulates adipogenesis. J
Biol Chem 288: 23307-23321.

142. Watanabe K, Yoshida R, Shimizu T, Hayaishi O (1985) Enzymatic
formation of prostaglandin F2 alpha from prostaglandin H2 and D2.
Purification and properties of prostaglandin F synthetase from bovine
lung. J Biol Chem 260: 7035-7041.

143. Matsunaga T, Shintani S, Hara A (2006) Multiplicity of mammalian
reductases for xenobiotic carbonyl compounds. Drug Metab
Pharmacokinet 21: 1-18. 

144. Moriuchi H, Koda N, Okuda-Ashitaka E, Daiyasu H, Ogasawara K, et al.
(2008) Molecular characterization of a novel type of prostamide/
prostaglandin F synthase, belonging to the thioredoxin-like superfamily. J
Biol Chem 283: 792-801.

145. Colombe L, Vindrios A, Michelet JF, Bernard B (2007) Prostaglandin
metabolism in human hair follicle. Exp Dermatol 16: 762-769.

146. Woodward DF, Wang JW, Poloso NJ (2013) Recent progress in
prostaglandin F2α ethanolamide (prostamide F2α) research and
therapeutics. Pharmacol Rev 65: 1135-1147.

147. Bateman RL, Rauh D, Tavshanjian B, Shokat KM (2008) Human carbonyl
reductase 1 is an S-nitrosoglutathione reductase. J Biol Chem 283:
35756-35762. 

148. Malátková P, Maser E, Wsól V (2010) Human carbonyl reductases. Curr
Drug Metab 11: 639-658.

149. Forrest GL, Gonzalez B (2000) Carbonyl reductase. Chem Biol Interact
129: 21-40. 

150. Watanabe K, Fujii Y, Nakayama K, Ohkubo H, Kuramitsu S, et al. (1988)
Structural similarity of bovine lung prostaglandin F synthase to lens
epsilon-crystallin of the European common frog. Proc Natl Acad Sci USA
85: 11-15.

151. Bauman DR, Steckelbroeck S, Penning TM (2004) The roles of aldo-keto
reductases in steroid hormone action. Drug News Perspect 17: 563-578.

152. Miura T, Taketomi A, Nishinaka T, Terada T (2013) Regulation of human
carbonyl reductase 1 (CBR1, SDR21C1) gene by transcription factor Nrf2.
Chem Biol Interact 202: 126-135.

153. Forrest GL, Gonzalez B, Tseng W, Li X, Mann J (2000) Human carbonyl
reductase overexpression in the heart advances the development of
doxorubicin-induced cardiotoxicity in transgenic mice. Cancer Res 60:
5158-5164.

154. Doorn JA, Maser E, Blum A, Claffey DJ, Petersen DR, et al. (2004)
Human carbonyl reductase catalyzes reduction of 4-oxonon-2-enal.
Biochemistry 43: 13106-13114.

155. Bateman R, Rauh D, Shokat KM (2007) Glutathione traps formaldehyde
by formation of a bicyclo[4.4.1]undecane adduct. Org Biomol Chem 21:
3363-3367.

156. Kassner N, Huse K, Martin HJ, Gödtel-Armbrust U, Metzger A, et al.
(2008) Carbonyl reductase 1 is a predominant doxorubicin reductase in
the human liver. Drug Metab Dispos 36: 2113-2120.

157. Gonzalez-Covarrubias V, Ghosh D, Lakhman SS, Pendyala L, Blanco JG
(2007) A functional genetic polymorphism on human carbonyl reductase
1 (CBR1 V88I) impacts on catalytic activity and NADPH binding affinity.
Drug Metab Dispos 35: 973-980.

158. Gauci S, Helbig AO, Slijper M, Krijgsveld J, Heck AJ, et al. (2009) Lys-N
and trypsin cover complementary parts of the phosphoproteome in a
refined SCX-based approach. Anal Chem 81: 4493-4501.

159. Krook M, Ghosh D, Strömberg R, Carlquist M, Jörnvall H (1993)
Carboxyethyllysine in a protein: Native carbonyl reductase/NADP(+)-
dependent prostaglandin dehydrogenase. Proc Natl Acad Sci 90: 502-506.

160. Wermuth B, Bohren KM, Ernst E (1993) Autocatalytic modification of
human carbonyl reductase by 2-oxocarboxylic acids. FEBS Lett 335:
151-154.

161. Wermuth B, Mäder-Heinemann G, Ernst E (1995) Cloning and
expression of carbonyl reductase from rat testis. Eur J Biochem 228:
473-479.

162. Hartmanová T, Tambor V, Lenčo J, Staab-Weijnitz CA, Maser E, et al.
(2013) S-Nitrosoglutathione covalently modifies cysteine residues of
human carbonyl reductase 1 and affects its activity. Chem Biol Interact
202: 136-145.

163. Matsunaga T, Kezuka C, Morikawa Y, Suzuki A, Endo S, et al. (2015) Up-
Regulation of carbonyl reductase 1 renders development of doxorubicin
resistance in human gastrointestinal cancers. Biol Pharm Bull 38:
1309-1319. 

164. Quiñones-Lombraña A, Cheng Q, Ferguson DC, Blanco JG (2016)
Transcriptional regulation of the canine carbonyl reductase 1 gene (cbr1)
by the specificity protein 1 (Sp1). Gene 592: 209-214. 

165. Kalabus JL, Cheng Q, Blanco JG (2012) MicroRNAs differentially regulate
carbonyl reductase 1 (CBR1) gene expression dependent on the allele
status of the common polymorphic variant rs9024. PLoS One 7:e48622.

166. Ivanov AI, Scheck AC, Romanovsky AA (2003) Expression of genes
controlling transport and catabolism of prostaglandin E2 in
lipopolysaccharide fever. Am J Physiol Regul Integr Comp Physiol 284:
R698-R706. 

167. Gonzalez-Covarrubias V, Kalabus JL, Blanco JG (2008) Inhibition of
polymorphic human carbonyl reductase 1 (CBR1) by the
cardioprotectant flavonoid 7-monohydroxyethyl rutoside (monoHER).
Pharm Res 25: 1730-1734.

168. Arai Y, Endo S, Miyagi N, Abe N, Miura T, et al. (2015) Structure–activity
relationship of flavonoids as potent inhibitors of carbonyl reductase 1
(CBR1). Fitoterapia 101: 51-56.

169. Huang W, Ding L, Huang Q, Hu H, Liu S, et al. (2010) Carbonyl reductase
1 as a novel target of (-)-epigallocatechin gallate against hepatocellular
carcinoma. Hepatology 52: 703-714.

170. Hara A, Endo S, Matsunaga T, El-Kabbani O, Miura T, et al. (2017)
Human carbonyl reductase 1 participating in intestinal first-pass drug
metabolism is inhibited by fatty acids and acyl-CoAs. Biochem
Pharmacol 138: 185-192.

171. Kabututu Z, Manin M, Pointud JC, Maruyama T, Nagata N, et al. (2009)
Prostaglandin F2alpha synthase activities of aldo-keto reductase 1B1, 1B3
and 1B7. J Biochem 145: 161-168.

172. Nagata N, Kusakari Y, Fukunishi Y, Inoue T, Urade Y (2011) Catalytic
mechanism of the primary human prostaglandin F2synthase, aldo-keto
reductase 1B1-- prostaglandin D2 synthase activity in the absence of
NADP(H). FEBS J 278: 1288-1298.

173. Lacroix Pépin N, Chapdelaine P, Fortier MA (2013) Evaluation of the
prostaglandin F synthase activity of human and bovine aldo-keto
reductases: AKR1A1s complement AKR1B1s as potent PGF synthases.
Prostaglandins Other Lipid Mediat 106: 124-32.

174. Jaquinod M, Potier N, Klarskov K, Reymann JM, Sorokine O, et al. (1993)
Sequence of pig lens aldose reductase and electrospray mass spectrometry
of non-covalent and covalent complexes. Eur J Biochem 218: 893-903.

175. Khanna M, Qin KN, Wang RW, Cheng KC (1995) Substrate specificity,
gene structure, and tissue-specific distribution of multiple human 3
alpha-hydroxysteroid dehydrogenases. J Biol Chem 270: 20162-20168. 

176. Michaud A, Lacroix-Pépin N, Pelletier M, Veilleux A, Noël S, et al. (2014)
Prostaglandin (PG) F2 alpha synthesis in human subcutaneous and
omental adipose tissue: Modulation by inflammatory cytokines and role
of the human aldose reductase AKR1B1. PLoS One 9:e90861.

Citation: Biringer RG (2018) The Enzymes of the Human Eicosanoid Pathway. Res Rep Med Sci 2: 106. 

Page 22 of 28

Res Rep Med Sci, an open access journal Volume 2 • Issue 1 • 1000106

https://doi.org/10.1111/j.1476-5381.1983.tb10028.x
https://doi.org/10.1111/j.1476-5381.1983.tb10028.x
https://doi.org/10.1111/j.1476-5381.1983.tb10028.x
https://doi.org/10.1073/pnas.82.18.6030
https://doi.org/10.1073/pnas.82.18.6030
https://doi.org/10.1073/pnas.82.18.6030
https://doi.org/10.1073/pnas.82.18.6030
https://doi.org/10.1073/pnas.82.18.6030
https://doi.org/10.1210/en.2013-1848
https://doi.org/10.1210/en.2013-1848
https://doi.org/10.1210/en.2013-1848
https://doi.org/10.1210/en.2013-1848
https://doi.org/10.1074/jbc.m113.489906
https://doi.org/10.1074/jbc.m113.489906
https://doi.org/10.1074/jbc.m113.489906
https://doi.org/10.2133/dmpk.21.1
https://doi.org/10.2133/dmpk.21.1
https://doi.org/10.2133/dmpk.21.1
https://doi.org/10.1074/jbc.m705638200
https://doi.org/10.1074/jbc.m705638200
https://doi.org/10.1074/jbc.m705638200
https://doi.org/10.1074/jbc.m705638200
https://doi.org/10.1111/j.1600-0625.2007.00586.x
https://doi.org/10.1111/j.1600-0625.2007.00586.x
https://doi.org/10.1124/pr.112.007088
https://doi.org/10.1124/pr.112.007088
https://doi.org/10.1124/pr.112.007088
https://doi.org/10.1074/jbc.m807125200
https://doi.org/10.1074/jbc.m807125200
https://doi.org/10.1074/jbc.m807125200
https://doi.org/10.2174/138920010794233530
https://doi.org/10.2174/138920010794233530
https://doi.org/10.1016/s0009-2797(00)00196-4
https://doi.org/10.1016/s0009-2797(00)00196-4
https://doi.org/10.1073/pnas.85.1.11
https://doi.org/10.1073/pnas.85.1.11
https://doi.org/10.1073/pnas.85.1.11
https://doi.org/10.1073/pnas.85.1.11
https://doi.org/10.1358/dnp.2004.17.9.872570
https://doi.org/10.1358/dnp.2004.17.9.872570
https://doi.org/10.1016/j.cbi.2012.11.023
https://doi.org/10.1016/j.cbi.2012.11.023
https://doi.org/10.1016/j.cbi.2012.11.023
https://doi.org/10.1021/bi049136q
https://doi.org/10.1021/bi049136q
https://doi.org/10.1021/bi049136q
https://doi.org/10.1039/b707602a
https://doi.org/10.1039/b707602a
https://doi.org/10.1039/b707602a
https://doi.org/10.1124/dmd.108.022251
https://doi.org/10.1124/dmd.108.022251
https://doi.org/10.1124/dmd.108.022251
https://doi.org/10.1124/dmd.107.014779
https://doi.org/10.1124/dmd.107.014779
https://doi.org/10.1124/dmd.107.014779
https://doi.org/10.1124/dmd.107.014779
https://doi.org/10.1021/ac9004309
https://doi.org/10.1021/ac9004309
https://doi.org/10.1021/ac9004309
https://doi.org/10.1073/pnas.90.2.502
https://doi.org/10.1073/pnas.90.2.502
https://doi.org/10.1073/pnas.90.2.502
https://doi.org/10.1016/0014-5793(93)80719-b
https://doi.org/10.1016/0014-5793(93)80719-b
https://doi.org/10.1016/0014-5793(93)80719-b
https://doi.org/10.1111/j.1432-1033.1995.0473n.x
https://doi.org/10.1111/j.1432-1033.1995.0473n.x
https://doi.org/10.1111/j.1432-1033.1995.0473n.x
https://doi.org/10.1016/j.cbi.2012.12.011
https://doi.org/10.1016/j.cbi.2012.12.011
https://doi.org/10.1016/j.cbi.2012.12.011
https://doi.org/10.1016/j.cbi.2012.12.011
https://doi.org/10.1248/bpb.b15-00176
https://doi.org/10.1248/bpb.b15-00176
https://doi.org/10.1248/bpb.b15-00176
https://doi.org/10.1248/bpb.b15-00176
https://doi.org/10.1016/j.gene.2016.08.005
https://doi.org/10.1016/j.gene.2016.08.005
https://doi.org/10.1016/j.gene.2016.08.005
https://doi.org/10.1371/journal.pone.0048622
https://doi.org/10.1371/journal.pone.0048622
https://doi.org/10.1371/journal.pone.0048622
https://doi.org/10.1152/ajpregu.00570.2002
https://doi.org/10.1152/ajpregu.00570.2002
https://doi.org/10.1152/ajpregu.00570.2002
https://doi.org/10.1152/ajpregu.00570.2002
https://doi.org/10.1007/s11095-008-9592-5
https://doi.org/10.1007/s11095-008-9592-5
https://doi.org/10.1007/s11095-008-9592-5
https://doi.org/10.1007/s11095-008-9592-5
https://doi.org/10.1016/j.fitote.2014.12.010
https://doi.org/10.1016/j.fitote.2014.12.010
https://doi.org/10.1016/j.fitote.2014.12.010
https://doi.org/10.1002/hep.23723
https://doi.org/10.1002/hep.23723
https://doi.org/10.1002/hep.23723
https://doi.org/10.1016/j.bcp.2017.04.023
https://doi.org/10.1016/j.bcp.2017.04.023
https://doi.org/10.1016/j.bcp.2017.04.023
https://doi.org/10.1016/j.bcp.2017.04.023
https://doi.org/10.1093/jb/mvn152
https://doi.org/10.1093/jb/mvn152
https://doi.org/10.1093/jb/mvn152
https://doi.org/10.1111/j.1742-4658.2011.08049.x
https://doi.org/10.1111/j.1742-4658.2011.08049.x
https://doi.org/10.1111/j.1742-4658.2011.08049.x
https://doi.org/10.1111/j.1742-4658.2011.08049.x
https://doi.org/10.1016/j.prostaglandins.2013.05.005
https://doi.org/10.1016/j.prostaglandins.2013.05.005
https://doi.org/10.1016/j.prostaglandins.2013.05.005
https://doi.org/10.1016/j.prostaglandins.2013.05.005
https://www.ncbi.nlm.nih.gov/pubmed/8281941
https://www.ncbi.nlm.nih.gov/pubmed/8281941
https://www.ncbi.nlm.nih.gov/pubmed/8281941
https://www.ncbi.nlm.nih.gov/pubmed/7650035
https://www.ncbi.nlm.nih.gov/pubmed/7650035
https://www.ncbi.nlm.nih.gov/pubmed/7650035
https://doi.org/10.1371/journal.pone.0090861
https://doi.org/10.1371/journal.pone.0090861
https://doi.org/10.1371/journal.pone.0090861
https://doi.org/10.1371/journal.pone.0090861


177. Beranič N, Stefane B, Brus B, Gobec S, Rižner TL (2013) New enzymatic
assay for the AKR1C enzymes. Chem Biol Interact 202: 204-209.

178. Desmond JC, Mountford JC, Drayson MT, Walker EA, Hewison M et al.
(2003) The Aldo-keto reductase AKR1C3 Is a novel suppressor of cell
differentiation that provides a plausible target for the non-
cyclooxygenase-dependent antineoplastic actions of nonsteroidal anti-
inflammatory drugs. Cancer Res 63: 505-512.

179. Lin HK, Jez JM, Schlegel BP, Peehl DM, Pachter JA, et al. (1997)
Expression and characterization of recombinant type 2 3 alpha-
hydroxysteroid dehydrogenase (HSD) from human prostate:
Demonstration of bifunctional 3 alpha/17 beta-HSD activity and cellular
distribution. Mol Endocrinol 11: 1971-1984.

180. Penning TM, Burczynski ME, Jez JM, Lin HK, Ma H, et al. (2001)
Structure-function aspects and inhibitor design of type 5 17beta-
hydroxysteroid dehydrogenase (AKR1C3). Mol Cell Endocrinol 171:
137-49.

181. Dufort I, Rheault P, Huang XF, Soucy P, Luu-The V (1999) Characteristics
of a highly labile human type 5 17beta-hydroxysteroid dehydrogenase.
Endocrinology 140: 568-574.

182. Suzuki-Yamamoto T, Nishizawa M, Fukui M, Okuda-Ashitaka E,
Nakajima T, et al. (1999) cDNA cloning, expression and characterization
of human prostaglandin F synthase. FEBS Lett 462: 335-340.

183. Jackson VJ, Yosaatmadja Y, Flanagan JU, Squire CJ (2012) Structure of
AKR1C3 with 3-phenoxybenzoic acid bound. Acta Crystallogr Sect F
Struct Biol Cryst Commun 68: 409-413.

184. Ke-Nan Q, Maria I, Cheng K-C (1993) Molecular cloning of multiple
cDNAs encoding human enzymes structurally related to 3α-
hydroxysteroid dehydrogenase. J Steroid Biochem Mol Biol 46: 673-679.

185. Komoto J, Yamada T, Watanabe K, Takusagawa F (2004) Crystal structure
of human prostaglandin F synthase (AKR1C3). Biochemistry 43:
2188-2198. 

186. Dozier BL, Watanabe K, Duffy DM (2008) Two pathways for
prostaglandin F2 alpha synthesis by the primate periovulatory follicle.
Reproduction 136: 53-63. 

187. Hourani SM, Cusack NJ (1991) Pharmacological receptors on blood
platelets. Pharmacol Rev 43: 243-298.

188. Paul BZ, Jin J, Kunapuli SP (1999) Molecular mechanism of thromboxane
A(2)-induced platelet aggregation. Essential role for p2t(ac) and
alpha(2a) receptors. J Biol Chem 274: 29108-29114.

189. Hamberg M, Svensson J, Samuelsson B (1975) Thromboxanes: A new
group of biologically active compounds derived from prostaglandin
endoperoxides. Proc Natl Acad Sci U S A 72: 2994-2998.

190. Funk CD, FitzGerald GA (2007) COX-2 inhibitors and cardiovascular
risk. J Cardiovasc Pharmacol 50: 470-479. 

191. Bunting S, Moncada S, Vane JR (1983) The prostacyclin–thromboxane A2
balance: pathophysiological and therapeutic implications. Br Med Bull 39:
271-276.

192. Ruf A, Mundkowski R, Siegle I, Hofmann U, Patscheke H, et al. (1998)
Characterization of the thromboxane synthase pathway product 12-
oxoheptadeca-5(Z)-8(E)-10(E)-trienoic acid as a thromboxane A2
receptor antagonist with minimal intrinsic activity. Br J Haematol
101:59-65.

193. Smith WL, Urade Y, Jakobsson PJ (2011) Enzymes of the cyclooxygenase
pathways of prostanoid biosynthesis. Chem Rev 111: 5821-5865.

194. Smith JB (1980) The prostanoids in hemostasis and thrombosis: A review.
Am J Pathol 99: 743-804.

195. Wolfe LS, Rostworowski K, Marion J (1976) Endogenous formation of the
prostaglandin endoperoxine metabolite, thromboxane B2, by brain tissue.
Biochem Biophys Res Commun 70: 907-913.

196. Félétou M, Verbeuren TJ, Vanhoutte PM (2009) Endothelium-dependent
contractions in SHR: A tale of prostanoid TP and IP receptors. Br J
Pharmacol 156: 563-574.

197. Ohashi K, Ruan KH, Kulmacz RJ, Wu KK, Wang LH (1992) Primary
structure of human thromboxane synthase determined from the cDNA
sequence. J Biol Chem 267: 789-793. 

198. Zou MH (2007) Peroxynitrite and protein tyrosine nitration of
prostacyclin synthase. Prostaglandins Other Lipid Mediat 82: 119-127.

199. Ruan KH, Milfeld K, Kulmacz RJ, Wu KK (1994) Comparison of the
construction of a 3-D model for human thromboxane synthase using
P450camand BM-3 as templates: Implications for the substrate binding
pocket. Protein Eng 7: 1345-1351.

200. Hall ER, Tai HH (1981) Purification of thromboxane synthetase and
evidence of two distinct mechanisms for the formation of 12-L-
hydroxy-5,8,10-heptadecatrienoic acid by porcine lung microsomes.
Biochim Biophys Acta 665: 498-503.

201. Chevalier D, Lo-Guidice JM, Sergent E, Allorge D, Debuysère H, et al.
(2001) Identification of genetic variants in the human thromboxane
synthase gene (CYP5A1). Mutat Res 432: 61-67.

202. Cargill M, Altshuler D, Ireland J, Sklar P, Ardlie K, et al. (1999)
Characterization of single-nucleotide polymorphisms in coding regions
of human genes. Nat Genet 22: 231-238.

203. Vida lC, Porras-Hurtado L, Cruz R, Quiralte J, Cardona V, et al. (2013)
Association of thromboxane A1 synthase (TBXAS1) gene polymorphism
with acute urticaria induced by nonsteroidal anti-inflammatory drugs. J
Allergy Clin Immunol 132: 989-991.

204. Sjöblom T, Jones S, Wood LD, Parsons DW, Lin J, et al. (2006) The
consensus coding sequences of human breast and colorectal cancers.
Science 314: 268-274.

205. Saito S, Iida A, Sekine A, Kawauchi S, Higuchi S, et al. (2003) Catalog of
680 variations among eight cytochrome p450 (CYP) genes, nine esterase
genes, and two other genes in the Japanese population. J Hum Genet 48:
249-270.

206. Halushka MK, Fan JB, Bentley K, Hsie L, Shen N, et al. (1999) Patterns of
single-nucleotide polymorphisms in candidate genes for blood-pressure
homeostasis. Nat Genet 22: 239-247.

207. Geneviève D, Proulle V, Isidor B, Bellais S, Serre V, et al. (2008)
Thromboxane synthase mutations in an increased bone density disorder
(Ghosal syndrome). Nat Genet 40: 284-286.

208. Chen CY, Poole EM, Ulrich CM, Kulmacz RJ, Wang LH (2012)
Functional analysis of human thromboxane synthase polymorphic
variants., Pharmacogenet Genomics 22: 653-658.

209. Wang LH, Matijevic-Aleksic N, Hsu PY, Ruan KH, Wu KK, et al. (1996)
Identification of thromboxane A2 synthase active site residues by
molecular modeling-guided site-directed mutagenesis. J Biol Chem 271:
19970-19975.

210. Wada M, Yokoyama C, Hatae T, Shimonishi M, Nakamura M, et al.
(2004) Purification and characterization of recombinant human
prostacyclin synthase. J Biochem 135: 455-463.

211. Orlandi M, Bartolini G, Belletti B, Spisni E, Tomasi V (1994)
Thromboxane A2 synthase activity in platelet free human monocytes.
Biochim Biophys Acta 1215: 285-290.

212. Swanson ML, Lei ZM, Swanson PH, Rao CV, Narumiya S, et al. (1992)
The expression of thromboxane A2 synthase and thromboxane A2
receptor gene in human uterus. Biol Reprod 47: 105-117.

213. Cyrus T, Ding T, Praticò D (2010) Expression of thromboxane synthase,
prostacyclin synthase and thromboxane receptor in atherosclerotic
lesions: Correlation with plaque composition. Atherosclerosis 208:
376-381.

214. Gabrielsen A, Qiu H, Bäck M, Hamberg M, Hemdahl AL, et al. (2010)
Thromboxane synthase expression and thromboxane A2 production in
the atherosclerotic lesion. J Mol Med (Berl) 88: 795-806.

215. Wade ML, Fitzpatrick FA (1997) Nitric oxide modulates the activity of the
hemoproteins prostaglandin I2 synthase and thromboxane A2 synthase.
Arch Biochem Biophys 347: 174-180.

216. Benyó Z, Görlach C, Wahl M (1998) Involvement of thromboxane A2 in
the mediation of the contractile effect induced by inhibition of nitric
oxide synthesis in isolated rat middle cerebral arteries. J Cereb Blood
Flow Metab18: 616-618.

Citation: Biringer RG (2018) The Enzymes of the Human Eicosanoid Pathway. Res Rep Med Sci 2: 106. 

Page 23 of 28

Res Rep Med Sci, an open access journal Volume 2 • Issue 1 • 1000106

https://doi.org/10.1016/j.cbi.2012.12.003
https://doi.org/10.1016/j.cbi.2012.12.003
https://www.ncbi.nlm.nih.gov/pubmed/12543809
https://www.ncbi.nlm.nih.gov/pubmed/12543809
https://www.ncbi.nlm.nih.gov/pubmed/12543809
https://www.ncbi.nlm.nih.gov/pubmed/12543809
https://www.ncbi.nlm.nih.gov/pubmed/12543809
https://doi.org/10.1210/mend.11.13.0026
https://doi.org/10.1210/mend.11.13.0026
https://doi.org/10.1210/mend.11.13.0026
https://doi.org/10.1210/mend.11.13.0026
https://doi.org/10.1210/mend.11.13.0026
https://www.ncbi.nlm.nih.gov/pubmed/11165022
https://www.ncbi.nlm.nih.gov/pubmed/11165022
https://www.ncbi.nlm.nih.gov/pubmed/11165022
https://www.ncbi.nlm.nih.gov/pubmed/11165022
https://doi.org/10.1210/endo.140.2.6531
https://doi.org/10.1210/endo.140.2.6531
https://doi.org/10.1210/endo.140.2.6531
https://www.ncbi.nlm.nih.gov/pubmed/10622721
https://www.ncbi.nlm.nih.gov/pubmed/10622721
https://www.ncbi.nlm.nih.gov/pubmed/10622721
https://doi.org/10.1107/S1744309112009049
https://doi.org/10.1107/S1744309112009049
https://doi.org/10.1107/S1744309112009049
https://doi.org/10.1016/0960-0760(92)90335-G
https://doi.org/10.1016/0960-0760(92)90335-G
https://doi.org/10.1016/0960-0760(92)90335-G
https://doi.org/10.1021/bi036046x
https://doi.org/10.1021/bi036046x
https://doi.org/10.1021/bi036046x
https://doi.org/10.1530/REP-07-0514
https://doi.org/10.1530/REP-07-0514
https://doi.org/10.1530/REP-07-0514
https://www.ncbi.nlm.nih.gov/pubmed/1956953
https://www.ncbi.nlm.nih.gov/pubmed/1956953
https://www.ncbi.nlm.nih.gov/pubmed/10506165
https://www.ncbi.nlm.nih.gov/pubmed/10506165
https://www.ncbi.nlm.nih.gov/pubmed/10506165
https://www.ncbi.nlm.nih.gov/pubmed/1059088
https://www.ncbi.nlm.nih.gov/pubmed/1059088
https://www.ncbi.nlm.nih.gov/pubmed/1059088
https://doi.org/10.1097/FJC.0b013e318157f72d
https://doi.org/10.1097/FJC.0b013e318157f72d
https://doi.org/10.1093/oxfordjournals.bmb.a071832
https://doi.org/10.1093/oxfordjournals.bmb.a071832
https://doi.org/10.1093/oxfordjournals.bmb.a071832
https://www.ncbi.nlm.nih.gov/pubmed/9576182
https://www.ncbi.nlm.nih.gov/pubmed/9576182
https://www.ncbi.nlm.nih.gov/pubmed/9576182
https://www.ncbi.nlm.nih.gov/pubmed/9576182
https://www.ncbi.nlm.nih.gov/pubmed/9576182
https://doi.org/10.1021/cr2002992
https://doi.org/10.1021/cr2002992
https://www.ncbi.nlm.nih.gov/pubmed/6992594
https://www.ncbi.nlm.nih.gov/pubmed/6992594
https://doi.org/10.1016/0006-291X(76)90677-X
https://doi.org/10.1016/0006-291X(76)90677-X
https://doi.org/10.1016/0006-291X(76)90677-X
https://doi.org/10.1111/j.1476-5381.2008.00060.x
https://doi.org/10.1111/j.1476-5381.2008.00060.x
https://doi.org/10.1111/j.1476-5381.2008.00060.x
http://www.jbc.org/content/267/2/789.long
http://www.jbc.org/content/267/2/789.long
http://www.jbc.org/content/267/2/789.long
https://doi.org/10.1016/j.prostaglandins.2006.05.005
https://doi.org/10.1016/j.prostaglandins.2006.05.005
https://doi.org/10.1093/protein/7.11.1345
https://doi.org/10.1093/protein/7.11.1345
https://doi.org/10.1093/protein/7.11.1345
https://doi.org/10.1093/protein/7.11.1345
https://doi.org/10.1016/0005-2760(81)90263-0
https://doi.org/10.1016/0005-2760(81)90263-0
https://doi.org/10.1016/0005-2760(81)90263-0
https://doi.org/10.1016/0005-2760(81)90263-0
https://doi.org/10.1016/s1383-5726(00)00004-2
https://doi.org/10.1016/s1383-5726(00)00004-2
https://doi.org/10.1016/s1383-5726(00)00004-2
https://doi.org/10.1038/10290
https://doi.org/10.1038/10290
https://doi.org/10.1038/10290
https://doi.org/10.1016/j.jaci.2013.04.045
https://doi.org/10.1016/j.jaci.2013.04.045
https://doi.org/10.1016/j.jaci.2013.04.045
https://doi.org/10.1016/j.jaci.2013.04.045
https://doi.org/10.1126/science.1133427
https://doi.org/10.1126/science.1133427
https://doi.org/10.1126/science.1133427
https://doi.org/10.1007/s10038-003-0021-7
https://doi.org/10.1007/s10038-003-0021-7
https://doi.org/10.1007/s10038-003-0021-7
https://doi.org/10.1007/s10038-003-0021-7
https://doi.org/10.1038/10297
https://doi.org/10.1038/10297
https://doi.org/10.1038/10297
https://doi.org/10.1038/ng.2007.66
https://doi.org/10.1038/ng.2007.66
https://doi.org/10.1038/ng.2007.66
https://doi.org/10.1097/fpc.0b013e3283562d82
https://doi.org/10.1097/fpc.0b013e3283562d82
https://doi.org/10.1097/fpc.0b013e3283562d82
https://doi.org/10.1074/jbc.271.33.19970
https://doi.org/10.1074/jbc.271.33.19970
https://doi.org/10.1074/jbc.271.33.19970
https://doi.org/10.1074/jbc.271.33.19970
https://doi.org/10.1093/jb/mvh059
https://doi.org/10.1093/jb/mvh059
https://doi.org/10.1093/jb/mvh059
https://doi.org/10.1016/0005-2760(94)90055-8
https://doi.org/10.1016/0005-2760(94)90055-8
https://doi.org/10.1016/0005-2760(94)90055-8
https://doi.org/10.1095/biolreprod47.1.105
https://doi.org/10.1095/biolreprod47.1.105
https://doi.org/10.1095/biolreprod47.1.105
https://doi.org/10.1016/j.atherosclerosis.2009.08.008
https://doi.org/10.1016/j.atherosclerosis.2009.08.008
https://doi.org/10.1016/j.atherosclerosis.2009.08.008
https://doi.org/10.1016/j.atherosclerosis.2009.08.008
https://doi.org/10.1007/s00109-010-0621-6
https://doi.org/10.1007/s00109-010-0621-6
https://doi.org/10.1007/s00109-010-0621-6
https://doi.org/10.1006/abbi.1997.0348
https://doi.org/10.1006/abbi.1997.0348
https://doi.org/10.1006/abbi.1997.0348
https://doi.org/10.1097/00004647-199806000-00003
https://doi.org/10.1097/00004647-199806000-00003
https://doi.org/10.1097/00004647-199806000-00003
https://doi.org/10.1097/00004647-199806000-00003


217. McNeish AJ, Garland CJ (2007) Thromboxane A2 inhibition of SKCa
after NO synthase block in rat middle cerebral artery. Br J Pharmacol 151:
441-449.

218. Brash AR (1999) Lipoxygenases: Occurrence, functions, catalysis, and
acquisition of substrate. J Biol Chem 274: 23679-23682.

219. Natarajan R, Nadle JL (2004) Lipid inflammatory mediators in diabetic
vascular disease. Arterioscler Thromb Vasc Biol 24: 1542-1548.

220. Sultana C, Shen Y, Rattan V, Kalra VK (1996) Lipoxygenase metabolites
induced expression of adhesion molecules and transendothelial migration
of monocyte-like HL-60 cells is linked to protein kinase C activation. J
Cell Physiol 167: 477-487.

221. Piomelli D, Volterra A, Dale N, Siegelbaum SA, Kandel ER, et al. (1987)
Lipoxygenase metabolites of arachidonic acid as second messengers for
presynaptic inhibition of Aplysia sensory cells. Nature 328: 38-43.

222. Tang DG, Chen YQ, Honn KV (1996) Arachidonate lipoxygenases as
essential regulators of cell survival and apoptosis. Proc Natl Acad Sci USA
93: 5241-5246.

223. McMahon B, Godson C (2004) Lipoxins: Endogenous regulators of
inflammation. Am J Physiol Renal Physiol 286: F189-F201.

224. Maderna P, Godson C (2003) Phagocytosis of apoptotic cells and the
resolution of inflammation. Biochim Biophys Acta 1639: 141-151.

225. Maddox JF, Serhan CN (1996) Lipoxin A4 and B4 are potent stimuli for
human monocyte migration and adhesion: Selective inactivation by
dehydrogenation and reduction. J Exp Med 183: 137-146.

226. Maddox JF, Hachicha M, Takano T, Petasis NA, Fokin VV, et al. (1997)
Lipoxin A4 stable analogs are potent mimetics that stimulate human
monocytes and THP-1 cells via a G-protein-linked lipoxin A4 receptor. J
Biol Chem 272: 6972-6978.

227. Cronin A, Decker M, Arand M (2011) Mammalian soluble epoxide
hydrolase is identical to liver hepoxilin hydrolase. J Lipid Res 52: 712-719.

228. Pace-Asciak CR (2015) Pathophysiology of the hepoxilins. Biochim
Biophys Acta 1851: 383-396.

229. Kubala SA, Patil SU, Shreffler WG, Hurley BP (2014) Pathogen induced
chemo-attractant hepoxilin A3 drives neutrophils, but not eosinophils
across epithelial barriers. Prostaglandins Other Lipid Mediat 108: 1-8.

230. Siangjong L, Goldman DH, Kriska T, Gauthier KM, Smyth EM, et al.
(2017) Vascular hepoxilin and trioxilins mediate vasorelaxation through
TP receptor inhibition in mouse arteries. Acta Physiol (Oxf) 219:
188-201.

231. Kuhn H, Banthiya S, van Leyen K (2015) Mammalian lipoxygenases and
their biological relevance. Biochim Biophys Acta 1851: 308-330.

232. Dobrian AD, Lieb DC, Cole BK, Taylor-Fishwick DA, Chakrabarti SK, et
al. (2011) Functional and pathological roles of the 12- and 15-
lipoxygenases. Prog Lipid Res 50: 115-131.

233. Bryant RW, Bailey JM, Schewe T, Rapoport SM (1982) Positional
specificity of a reticulocyte lipoxygenase. Conversion of arachidonic acid
to 15-S-hydroperoxy-eicosatetraenoic acid. J Biol Chem 257: 6050-6055.

234. Newcomer ME, Brash AR (2015) The structural basis for specificity in
lipoxygenase catalysis. Protein Sci 24: 298-309.

235. Kühn H, Sprecher H, Brash AR (1990) On singular or dual positional
specificity of lipoxygenases. The number of chiral products varies with
alignment of methylene groups at the active site of the enzyme. J Biol
Chem 265: 16300-16305.

236. Ivanov I, Heydeck D, Hofheinz K, Roffeis J, O'Donnell VB, et al. (2010)
Molecular enzymology of lipoxygenases. Arch Biochem Biophys 503:
161-174.

237. Coffa G, Schneider C, Brash AR (2005) A comprehensive model of
positional and stereo control in lipoxygenases. Biochem Biophys Res
Commun 338: 87-92.

238. Smyrniotis CJ, Barbour SR, Xia Z, Hixon MS, Holman TR (2014) ATP
allosterically activates the human 5-lipoxygenase molecular mechanism
of arachidonic acid and 5(S)-hydroperoxy-6(E),8(Z),11(Z),14(Z)-
eicosatetraenoic acid. Biochemistry 53: 4407-4419.

239. Kobe MJ (2014) Structural and Kinetic Investigations of 15-
Lipoxygenase-2. LSU Doctoral Dissertations. 2220.

240. Haining JL, Axelrod B (1958) Induction period in the lipoxidase-
catalyzed oxidation of linoleic acid and its abolition by substrate peroxide.
J Biol Chem 232: 193-202.

241. Rådmark OP (2000) The Molecular Biology and Regulation of 5-
Lipoxygenase. Am J Respir Crit Care Med 161: 511-515.

242. Takajo T, Tsuchida K, Ueno K, Koshiishi I (2007) Feedback activation of
ferrous 5-lipoxygenase during leukotriene synthesis by coexisting linoleic
acid. J Lipid Res 48: 1371-1377.

243. Schilstra MJ, Veldink GA, Verhagen J, Vliegenthart JF (1992) Effect of
lipid hydroperoxide on lipoxygenase kinetics. Biochemistry 31:
7692-7699.

244. Brash AR, Schneide C, Hamberg M (2012) Applications of
stereospecifically-labeled Fatty acids in oxygenase and desaturase
biochemistry. Lipids 47: 101-116.

245. Kobe MJ, Neau DB, Mitchell CE, Bartlett SG, Newcomer ME (2014) The
structure of human 15-lipoxygenase-2 with a substrate mimic. J Biol
Chem 289: 8562-8569.

246. Kulkarni S, Das S, Funk CD, Murray D, Cho W (2002) Molecular basis of
the specific subcellular localization of the C2-like domain of 5-
lipoxygenase. J Biol Chem 277: 13167-13174.

247. Ivanov I, Di Venere A, Horn T, Scheerer P, Nicolai E, et al. (2011) Tight
association of N-terminal and catalytic subunits of rabbit 12/15-
lipoxygenase is important for protein stability and catalytic activity.
Biochim Biophys Acta 1811: 1001-1010.

248. Brinckmann R, Schnurr K, Heydeck D, Rosenbach T, Kolde G, et al.
(1998) Membrane translocation of 15-lipoxygenase in hematopoietic cells
is calcium-dependent and activates the oxygenase activity of the enzyme.
Blood 91: 64-74.

249. Andersson E, Schain F, Svedling M, Claesson HE, Forsel PK (2006)
Interaction of human 15-lipoxygenase-1 with phosphatidylinositol
bisphosphates results in increased enzyme activity. Biochim Biophys Acta
1761: 1498-1505.

250. Walther M, Wiesner R, Kuhn H (2004) Investigations into calcium-
dependent membrane association of 15-lipoxygenase-1. Mechanistic roles
of surface-exposed hydrophobic amino acids and calcium. J Biol Chem
279: 3717-3725.

251. Izumi T, Rådmark O, Joernvall H, Samuelsson B (1991) Purification of
two forms of arachidonate 15-lipoxygenase from human leukocytes. Eur J
Biochem 202: 1231-1238.

252. Jameson JB 2nd, Kantz A, Schultz L, Kalyanaraman C, Jacobson MP, et al.
(2014) A high throughput screen identifies potent and selective inhibitors
to human epithelial 15-lipoxygenase-2. PLoS One 9: e104094.

253. Lundqvist A, Sandstedt M, Sandstedt J, Wickelgren R, Hansson GI, et al.
(2016) The arachidonate 15-lipoxygenase enzyme product 15-HETE is
present in heart tissue from patients with ischemic heart disease and
enhances clot formation. PLoS One 11: e0161629.

254. Zhao J, O'Donnell VB, Balzar S, St Croix CM, Trudeau JB, et al. (2011)
15-Lipoxygenase 1 interacts with phosphatidylethanolamine-binding
protein to regulate MAPK signaling in human airway epithelial cells. Proc
Natl Acad Sci U S A 108: 14246-14251.

255. Romano M (2006) Lipid mediators: Lipoxin and aspirin-triggered 15-epi-
lipoxins. Inflamm Allergy Drug Targets 5: 81-90.

256. Romano M (2010) Lipoxin and aspirin-triggered lipoxins.
ScientificWorldJournal 10: 1048-1064.

257. Edenius C, Kumlin M, Björk T, Anggård A, Lindgren JA (1990) Lipoxin
formation in human nasal polyps and bronchial tissue. FEBS Lett 272:
25-28.

258. Recchiuti A, Serhan CN (2012) Pro-resolving lipid mediators (SPMs) and
their actions in regulating miRNA in novel resolution circuits in
inflammation. Front Immunol 3: 298.

259. Assimes TL, Knowles JW, Priest JR, Basu A, Borchert A, et al. (2008) A
near null variant of 12/15-LOX encoded by a novel SNP in ALOX15 and
the risk of coronary artery disease. Atherosclerosis 198: 136-144.

260. Fleming J, Thiele BJ, Chester, J, O'Prey J, Janetzki S, et al. (1989) The
complete sequence of the rabbit erythroid cell-specific 15-lipoxygenase

Citation: Biringer RG (2018) The Enzymes of the Human Eicosanoid Pathway. Res Rep Med Sci 2: 106. 

Page 24 of 28

Res Rep Med Sci, an open access journal Volume 2 • Issue 1 • 1000106

https://doi.org/10.1038/sj.bjp.0707240
https://doi.org/10.1038/sj.bjp.0707240
https://doi.org/10.1038/sj.bjp.0707240
https://doi.org/10.1074/jbc.274.34.23679
https://doi.org/10.1074/jbc.274.34.23679
https://doi.org/10.1161/01.atv.0000133606.69732.4c
https://doi.org/10.1161/01.atv.0000133606.69732.4c
https://doi.org/10.1002/(sici)1097-4652(199606)167:3%3C477::aid-jcp12%3E3.0.co;2-1
https://doi.org/10.1002/(sici)1097-4652(199606)167:3%3C477::aid-jcp12%3E3.0.co;2-1
https://doi.org/10.1002/(sici)1097-4652(199606)167:3%3C477::aid-jcp12%3E3.0.co;2-1
https://doi.org/10.1002/(sici)1097-4652(199606)167:3%3C477::aid-jcp12%3E3.0.co;2-1
https://doi.org/10.1038/328038a0
https://doi.org/10.1038/328038a0
https://doi.org/10.1038/328038a0
https://doi.org/10.1073/pnas.93.11.5241
https://doi.org/10.1073/pnas.93.11.5241
https://doi.org/10.1073/pnas.93.11.5241
https://doi.org/10.1152/ajprenal.00224.2003
https://doi.org/10.1152/ajprenal.00224.2003
https://doi.org/10.1016/j.bbadis.2003.09.004
https://doi.org/10.1016/j.bbadis.2003.09.004
https://doi.org/10.1084/jem.183.1.137
https://doi.org/10.1084/jem.183.1.137
https://doi.org/10.1084/jem.183.1.137
https://doi.org/10.1074/jbc.272.11.6972
https://doi.org/10.1074/jbc.272.11.6972
https://doi.org/10.1074/jbc.272.11.6972
https://doi.org/10.1074/jbc.272.11.6972
https://doi.org/10.1194/jlr.m009639
https://doi.org/10.1194/jlr.m009639
https://doi.org/10.1016/j.bbalip.2014.09.007
https://doi.org/10.1016/j.bbalip.2014.09.007
https://doi.org/10.1016/j.prostaglandins.2013.11.001
https://doi.org/10.1016/j.prostaglandins.2013.11.001
https://doi.org/10.1016/j.prostaglandins.2013.11.001
https://doi.org/10.1111/apha.12642
https://doi.org/10.1111/apha.12642
https://doi.org/10.1111/apha.12642
https://doi.org/10.1111/apha.12642
https://doi.org/10.1016/j.bbalip.2014.10.002
https://doi.org/10.1016/j.bbalip.2014.10.002
https://doi.org/10.1016/j.plipres.2010.10.005
https://doi.org/10.1016/j.plipres.2010.10.005
https://doi.org/10.1016/j.plipres.2010.10.005
http://www.jbc.org/content/257/11/6050.long
http://www.jbc.org/content/257/11/6050.long
http://www.jbc.org/content/257/11/6050.long
https://doi.org/10.1002/pro.2626
https://doi.org/10.1002/pro.2626
http://www.jbc.org/content/265/27/16300.long
http://www.jbc.org/content/265/27/16300.long
http://www.jbc.org/content/265/27/16300.long
http://www.jbc.org/content/265/27/16300.long
https://doi.org/10.1016/j.abb.2010.08.016
https://doi.org/10.1016/j.abb.2010.08.016
https://doi.org/10.1016/j.abb.2010.08.016
https://doi.org/10.1016/j.bbrc.2005.07.185
https://doi.org/10.1016/j.bbrc.2005.07.185
https://doi.org/10.1016/j.bbrc.2005.07.185
https://doi.org/10.1021/bi401621d
https://doi.org/10.1021/bi401621d
https://doi.org/10.1021/bi401621d
https://doi.org/10.1021/bi401621d
https://digitalcommons.lsu.edu/gradschool_dissertations/2220/
https://digitalcommons.lsu.edu/gradschool_dissertations/2220/
http://www.jbc.org/content/232/1/193.long
http://www.jbc.org/content/232/1/193.long
http://www.jbc.org/content/232/1/193.long
https://doi.org/10.1164/ajrccm.161.supplement_1.ltta-3
https://doi.org/10.1164/ajrccm.161.supplement_1.ltta-3
https://doi.org/10.1194/jlr.M700055-JLR200
https://doi.org/10.1194/jlr.M700055-JLR200
https://doi.org/10.1194/jlr.M700055-JLR200
http://dx.doi.org/10.1021/bi00148a033
http://dx.doi.org/10.1021/bi00148a033
http://dx.doi.org/10.1021/bi00148a033
https://doi.org/10.1007/s11745-011-3612-7
https://doi.org/10.1007/s11745-011-3612-7
https://doi.org/10.1007/s11745-011-3612-7
https://doi.org/10.1074/jbc.M113.543777
https://doi.org/10.1074/jbc.M113.543777
https://doi.org/10.1074/jbc.M113.543777
https://doi.org/10.1074/jbc.M112393200
https://doi.org/10.1074/jbc.M112393200
https://doi.org/10.1074/jbc.M112393200
https://doi.org/10.1016/j.bbalip.2011.08.008
https://doi.org/10.1016/j.bbalip.2011.08.008
https://doi.org/10.1016/j.bbalip.2011.08.008
https://doi.org/10.1016/j.bbalip.2011.08.008
http://www.bloodjournal.org/content/91/1/64.long?sso-checked=true
http://www.bloodjournal.org/content/91/1/64.long?sso-checked=true
http://www.bloodjournal.org/content/91/1/64.long?sso-checked=true
http://www.bloodjournal.org/content/91/1/64.long?sso-checked=true
https://doi.org/10.1016/j.bbalip.2006.09.007
https://doi.org/10.1016/j.bbalip.2006.09.007
https://doi.org/10.1016/j.bbalip.2006.09.007
https://doi.org/10.1016/j.bbalip.2006.09.007
https://doi.org/10.1074/jbc.M309564200
https://doi.org/10.1074/jbc.M309564200
https://doi.org/10.1074/jbc.M309564200
https://doi.org/10.1074/jbc.M309564200
https://doi.org/10.1111/j.1432-1033.1991.tb16495.x
https://doi.org/10.1111/j.1432-1033.1991.tb16495.x
https://doi.org/10.1111/j.1432-1033.1991.tb16495.x
https://doi.org/10.1371/journal.pone.0104094
https://doi.org/10.1371/journal.pone.0104094
https://doi.org/10.1371/journal.pone.0104094
https://doi.org/10.1371/journal.pone.0161629
https://doi.org/10.1371/journal.pone.0161629
https://doi.org/10.1371/journal.pone.0161629
https://doi.org/10.1371/journal.pone.0161629
https://doi.org/10.1073/pnas.1018075108
https://doi.org/10.1073/pnas.1018075108
https://doi.org/10.1073/pnas.1018075108
https://doi.org/10.1073/pnas.1018075108
https://doi.org/10.2174/187152806776383152
https://doi.org/10.2174/187152806776383152
https://doi.org/10.1100/tsw.2010.113
https://doi.org/10.1100/tsw.2010.113
https://doi.org/10.1016/0014-5793(90)80440-T
https://doi.org/10.1016/0014-5793(90)80440-T
https://doi.org/10.1016/0014-5793(90)80440-T
https://doi.org/10.3389/fimmu.2012.00298
https://doi.org/10.3389/fimmu.2012.00298
https://doi.org/10.3389/fimmu.2012.00298
https://doi.org/10.1016/j.atherosclerosis.2007.09.003
https://doi.org/10.1016/j.atherosclerosis.2007.09.003
https://doi.org/10.1016/j.atherosclerosis.2007.09.003
https://doi.org/10.1016/0378-1119(89)90103-0
https://doi.org/10.1016/0378-1119(89)90103-0


mRNA: Comparison of the predicted amino acid sequence of the
erythrocyte lipoxygenase with other lipoxygenases. Gene 30: 181-188.

261. Brinckmann R, Topp MS, Zalán I, Heydeck D, Ludwig P, et al. (1996)
Regulation of 15-lipoxygenase expression in lung epithelial cells by
interleukin-4. Biochem J 318: 305-312.

262. Spanbroek R, Hildner M, Köhler A, Müller A, Zintl F, et al. (2001) IL-4
determines eicosanoid formation in dendritic cells by down-regulation of
5-lipoxygenase and up-regulation of 15-lipoxygenase 1 expression. Proc
Natl Acad Sci U S A 98: 5152-5157.

263. Han H, Xu D, Liu C, Claesson HE, Björkholm M, et al. (2014)
Interleukin-4-mediated 15-lipoxygenase-1 trans-activation requires UTX
recruitment and H3K27me3 demethylation at the promoter in A549 cells.
PLoS One 9: e85085.

264. Yoo H, Jeon B, Jeon MS, Lee H, Kim TY (2008) Reciprocal regulation of
12- and 15-lipoxygenases by UV-irradiation in human keratinocytes.
FEBS Lett 582: 3249-3253.

265. Tang S, Bhatia B, Maldonado CJ, Yang P, Newman RA, et al. (2002)
Evidence that arachidonate 15-lipoxygenase 2 is a negative cell cycle
regulator in normal prostate epithelial cells. J Biol Chem 277:
16189-16201.

266. Bhatia B, Maldonado CJ, Tang S, Chandra D, Klein RD, et al. (2003)
Subcellular localization and tumor-suppressive functions of 15-
lipoxygenase 2 (15-LOX2) and its splice variants. J Biol Chem 278:
25091-25100.

267. Kilty I, Logan A, Vickers PJ (1999) Differential characteristics of human
15-lipoxygenase isozymes and a novel splice variant of 15S-lipoxygenase.
Eur J Biochem 266: 83-93.

268. Brash AR, Boeglin WE, Chang MS (1997) Discovery of a second 15S-
lipoxygenase in humans. Proc Natl Acad Sci U S A 94: 6148-6152.

269. Magnusson LU, Lundqvist A, Karlsson MN, Skålén K, Levin M, et al.
(2012) Arachidonate 15-lipoxygenase type B knockdown leads to reduced
lipid accumulation and inflammation in atherosclerosis. PLoS One 7:
e43142.

270. Wecksler AT, Kenyon V, Deschamps JD, Holman TR (2008) Substrate
specificity changes for human reticulocyte and epithelial 15-lipoxygenases
reveal allosteric product regulation. Biochemistry 47: 7364-7375.

271. Kuhn H, Walther M, Kuban RJ (2002) Mammalian arachidonate 15-
lipoxygenases structure, function, and biological implications.
Prostaglandins Other Lipid Mediat 68-69: 263-90.

272. Kühn H, Heydeck D, Brinckman R, Trebus F (1999) Regulation of cellular
15-lipoxygenase activity on pretranslational, translational, and
posttranslational levels. Lipids 34: S273-S279.

273. Schweiger D, Fürstenberger G, Krieg P (2007) Inducible expression of 15-
lipoxygenase-2 and 8-lipoxygenase inhibits cell growth via common
signaling pathways. J Lipid Res 48: 553-564.

274. Hultén LM, Olson FJ, Aberg H, Carlsson J, Karlström L, et al. (2010) 15-
Lipoxygenase-2 is expressed in macrophages in human carotid plaques
and regulated by hypoxia-inducible factor-1α. Eur J Clin Invest 40: 11-17.

275. Ginsburg K, Dyson G, Bollig-Fischer A, Powell I (2016) MP84-19
Elevated expression of 15lippoxygenase-2 (ALOX15B) is associated with
nonaggressive prostate cancer and confers a survival benefits. J Urology
195: e1096–e1097.

276. Gonzalez AL, Roberts RL, Massion PP, Olson SJ, Shyr Y, Shappell SB
(2004) 15-Lipoxygenase-2 expression in benign and neoplastic lung: An
immunohistochemical study and correlation with tumor grade and
proliferation. Hum Pathol 35: 840-849.

277. Hayden PJ, Jackson GR, Last TJ, Klausner M, Kubilus J, et al. (2018)
Expression of 15-lipoxygenase-2 in the Epiairway™ in vitro human
tracheal/bronchial epithelial model: regulation by TNF- and INF-.
(Application report TR-256) Requested through MatTek Corp.

278. Rydberg EK, Krettek A, Ullström C, Ekström K, Svensson PA, et al.
(2004) Hypoxia increases LDL oxidation and expression of 15-
lipoxygenase-2 in human macrophages. Arterioscler Thromb Vasc Biol
24: 2040-2045.

279. Joshi N, Hoobler EK, Perry S, Diaz G, Fox B, et al. (2013) Kinetic and
structural investigations into the allosteric and pH effect on the substrate
specificity of human epithelial 15-lipoxygenase-2. Biochemistry 52:
8026-8035.

280. Ochs MJ, Sorg BL, Pufahl L, Grez M, Suess B, et al. (2012) Post-
transcriptional regulation of 5-lipoxygenase mRNA expression via
alternative splicing and nonsense-mediated mRNA decay. PLoS One
7:e31363.

281. Radmark O, Werz O, Steinhilber D, Samuelsson B (2007) 5-Lipoxygenase:
Regulation of expression and enzyme activity. Trends Biochem Sci 32:
332-341.

282. Hammarberg T, Provost P, Persson B, Rådmark O (2000) The N-terminal
domain of 5-lipoxygenase binds calcium and mediates calcium
stimulation of enzyme activity. J Biol Chem 275: 38787-38793.

283. Gilbert NC, Bartlett SG, Waight MT, Neau DB, Boeglin WE, et al. (2011)
The structure of human 5-lipoxygenase. Science 331: 217-219.

284. Serhan CN, Hamberg M, Samuelsson B, Morris J, Wishka DG (1986) On
the stereochemistry and biosynthesis of lipoxin B. Proc Natl Acad Sci
USA 83: 1983-1987.

285. Evans JF, Ferguson AD, Mosley RT, Hutchinson JH (2008) What's all the
FLAP about?: 5-Lipoxygenase-activating protein inhibitors for
inflammatory diseases. Trends Pharmacol Sci 29: 72-78.

286. Dixon RA, Diehl RE, Opas E, Rands E, Vicker PJ, et al. (1990)
Requirement of a 5-lipoxygenase-activating protein for leukotriene
synthesis. Nature 343: 282-284.

287. Peters-Golden M, Brock TG (2003) 5-lipoxygenase and FLAP.
Prostaglandins Leukot Essent Fatty Acids 69: 99-109.

288. Mancini JA, Abramovitz M, Cox ME, Wong E, Charleson S, et al. (1993)
5-lipoxygenase-activating protein is an arachidonate binding protein.
FEBS Lett 318: 277-281.

289. Ochs MJ, Suess B, Steinhilber D (2014) 5-lipoxygenase mRNA and
protein isoforms. Basic Clin Pharmacol Toxicol 114: 78-82.

290. Boado RJ, Pardridge WM, Vinters HV, Black KL (1992) Differential
expression of arachidonate 5-lipoxygenase transcripts in human brain
tumors: Evidence for the expression of a multitranscript family. Proc Natl
Acad Sci U S A 89: 9044-9048.

291. Funk CD, Hoshiko S, Matsumoto T, Radmark O, Samuelsson B (1989)
Characterization of the human 5-lipoxygenase gene. Proc Natl Acad Sci
U S A. 86: 2587-2591.

292. Boudreau LH, Bertin J, Robichaud PP, Laflamme M, Ouellette RJ, et al.
(2011) Novel 5-lipoxygenase isoforms affect the biosynthesis of 5-
lipoxygenase products. FASEB J 25: 1097-1105.

293. Werz O, Szellas D, Steinhilber D, Radmark O (2002) Arachidonic Acid
Promotes Phosphorylation of 5-lipoxygenase at ser-271 by MAPK-
activated protein kinase 2 (MK2). J Bio Chem 277: 14793-14800.

294. Flamand N, Luo M, Peters-Golden M, Brock TG (2009) Phosphorylation
of serine 271 on 5-lipoxygenase and its role in nuclear export. J Biol
Chem 284: 306-313.

295. 295. Luo M, Jones SM, Phare SM, Coffey MJ, Peters-Golden M, et al.
(2004) Protein kinase A inhibits leukotriene synthesis by phosphorylation
of 5-lipoxygenase on serine 523. J Biol Chem 279: 41512-41520.

296. Werz O, Burkert E, Fischer L, Szellas D, Dishart D, et al. (2002)
Extracellular signal-regulated kinases phosphorylate 5-lipoxygenase and
stimulate 5-lipoxygenase product formation in leukocytes. FASEB J 16:
1441-1443.

297. Brungs M, Radmark O, Samuelsson B, Steinhilber D (1994) On the
induction of 5-lipoxygenase expression and activity in HL-60 cells: Effects
of vitamin D3, retinoic acid, DMSO and TGF beta. Biochem Biophys Res
Commun 205: 1572-1580.

298. Brungs M, Radmark O, Samuelsson B, Steinhilber D (1995) Sequential
induction of 5-lipoxygenase gene expression and activity in Mono Mac 6
cells by transforming growth factor beta and 1,25-dihydroxyvitamin D3.
Proc Natl Acad Sci U S A 92: 107-111.

299. Radmark O, Samuelsson B (2009) 5-Lipoxygenase: Mechanisms of
regulation. J Lipid Res 50: S40-S45.

Citation: Biringer RG (2018) The Enzymes of the Human Eicosanoid Pathway. Res Rep Med Sci 2: 106. 

Page 25 of 28

Res Rep Med Sci, an open access journal Volume 2 • Issue 1 • 1000106

https://doi.org/10.1016/0378-1119(89)90103-0
https://doi.org/10.1016/0378-1119(89)90103-0
http://dx.doi.org/10.1042/bj3180305
http://dx.doi.org/10.1042/bj3180305
http://dx.doi.org/10.1042/bj3180305
https://doi.org/10.1073/pnas.091076998
https://doi.org/10.1073/pnas.091076998
https://doi.org/10.1073/pnas.091076998
https://doi.org/10.1073/pnas.091076998
https://doi.org/10.1371/journal.pone.0085085
https://doi.org/10.1371/journal.pone.0085085
https://doi.org/10.1371/journal.pone.0085085
https://doi.org/10.1371/journal.pone.0085085
https://doi.org/10.1016/j.febslet.2008.08.017
https://doi.org/10.1016/j.febslet.2008.08.017
https://doi.org/10.1016/j.febslet.2008.08.017
https://doi.org/10.1074/jbc.M111936200
https://doi.org/10.1074/jbc.M111936200
https://doi.org/10.1074/jbc.M111936200
https://doi.org/10.1074/jbc.M111936200
https://doi.org/10.1074/jbc.M301920200
https://doi.org/10.1074/jbc.M301920200
https://doi.org/10.1074/jbc.M301920200
https://doi.org/10.1074/jbc.M301920200
https://doi.org/10.1046/j.1432-1327.1999.00818.x
https://doi.org/10.1046/j.1432-1327.1999.00818.x
https://doi.org/10.1046/j.1432-1327.1999.00818.x
https://doi.org/10.1073/pnas.94.12.6148
https://doi.org/10.1073/pnas.94.12.6148
https://doi.org/10.1371/journal.pone.0043142
https://doi.org/10.1371/journal.pone.0043142
https://doi.org/10.1371/journal.pone.0043142
https://doi.org/10.1371/journal.pone.0043142
https://doi.org/10.1021/bi800550n
https://doi.org/10.1021/bi800550n
https://doi.org/10.1021/bi800550n
https://doi.org/10.1016/S0090-6980(02)00035-7
https://doi.org/10.1016/S0090-6980(02)00035-7
https://doi.org/10.1016/S0090-6980(02)00035-7
http://dx.doi.org/10.1007/BF02562317
http://dx.doi.org/10.1007/BF02562317
http://dx.doi.org/10.1007/BF02562317
https://doi.org/10.1194/jlr.M600311-JLR200
https://doi.org/10.1194/jlr.M600311-JLR200
https://doi.org/10.1194/jlr.M600311-JLR200
https://doi.org/10.1111/j.1365-2362.2009.02223.x
https://doi.org/10.1111/j.1365-2362.2009.02223.x
https://doi.org/10.1111/j.1365-2362.2009.02223.x
https://www.jurology.com/article/S0022-5347(16)02531-3/abstract
https://www.jurology.com/article/S0022-5347(16)02531-3/abstract
https://www.jurology.com/article/S0022-5347(16)02531-3/abstract
https://www.jurology.com/article/S0022-5347(16)02531-3/abstract
https://doi.org/10.1016/j.humpath.2004.04.001
https://doi.org/10.1016/j.humpath.2004.04.001
https://doi.org/10.1016/j.humpath.2004.04.001
https://doi.org/10.1016/j.humpath.2004.04.001
https://www.mattek.com/reference-library/expression-of-15-lipoxygenase-2-in-the-epiairway-in-vitro-human-trachealbronchial-epithelial-model-regulation-by-tnf-%CE%B1-and-inf-%CE%B3/
https://www.mattek.com/reference-library/expression-of-15-lipoxygenase-2-in-the-epiairway-in-vitro-human-trachealbronchial-epithelial-model-regulation-by-tnf-%CE%B1-and-inf-%CE%B3/
https://www.mattek.com/reference-library/expression-of-15-lipoxygenase-2-in-the-epiairway-in-vitro-human-trachealbronchial-epithelial-model-regulation-by-tnf-%CE%B1-and-inf-%CE%B3/
https://www.mattek.com/reference-library/expression-of-15-lipoxygenase-2-in-the-epiairway-in-vitro-human-trachealbronchial-epithelial-model-regulation-by-tnf-%CE%B1-and-inf-%CE%B3/
https://doi.org/10.1161/01.ATV.0000144951.08072.0b
https://doi.org/10.1161/01.ATV.0000144951.08072.0b
https://doi.org/10.1161/01.ATV.0000144951.08072.0b
https://doi.org/10.1161/01.ATV.0000144951.08072.0b
https://doi.org/10.1021/bi4010649
https://doi.org/10.1021/bi4010649
https://doi.org/10.1021/bi4010649
https://doi.org/10.1021/bi4010649
https://doi.org/10.1371/journal.pone.0031363
https://doi.org/10.1371/journal.pone.0031363
https://doi.org/10.1371/journal.pone.0031363
https://doi.org/10.1371/journal.pone.0031363
https://doi.org/10.1016/j.tibs.2007.06.002
https://doi.org/10.1016/j.tibs.2007.06.002
https://doi.org/10.1016/j.tibs.2007.06.002
https://doi.org/10.1074/jbc.M006136200
https://doi.org/10.1074/jbc.M006136200
https://doi.org/10.1074/jbc.M006136200
https://doi.org/10.1126/science.1197203
https://doi.org/10.1126/science.1197203
https://doi.org/10.1073/pnas.83.7.1983
https://doi.org/10.1073/pnas.83.7.1983
https://doi.org/10.1073/pnas.83.7.1983
https://doi.org/10.1016/j.tips.2007.11.006
https://doi.org/10.1016/j.tips.2007.11.006
https://doi.org/10.1016/j.tips.2007.11.006
https://doi.org/10.1038/343282a0
https://doi.org/10.1038/343282a0
https://doi.org/10.1038/343282a0
https://doi.org/10.1016/S0952-3278(03)00070-X
https://doi.org/10.1016/S0952-3278(03)00070-X
https://doi.org/10.1016/0014-5793(93)80528-3
https://doi.org/10.1016/0014-5793(93)80528-3
https://doi.org/10.1016/0014-5793(93)80528-3
https://doi.org/10.1111/bcpt.12115
https://doi.org/10.1111/bcpt.12115
https://doi.org/10.1073/pnas.89.19.9044
https://doi.org/10.1073/pnas.89.19.9044
https://doi.org/10.1073/pnas.89.19.9044
https://doi.org/10.1073/pnas.89.19.9044
https://doi.org/10.1073/pnas.86.8.2587
https://doi.org/10.1073/pnas.86.8.2587
https://doi.org/10.1073/pnas.86.8.2587
https://doi.org/10.1096/fj.10-173856
https://doi.org/10.1096/fj.10-173856
https://doi.org/10.1096/fj.10-173856
http://dx.doi.org/10.6133/apjcn
http://dx.doi.org/10.6133/apjcn
http://dx.doi.org/10.6133/apjcn
https://doi.org/10.1074/jbc.M312568200
https://doi.org/10.1074/jbc.M312568200
https://doi.org/10.1074/jbc.M312568200
https://doi.org/10.1096/fj.01-0909fje
https://doi.org/10.1096/fj.01-0909fje
https://doi.org/10.1096/fj.01-0909fje
https://doi.org/10.1096/fj.01-0909fje
https://doi.org/10.1006/bbrc.1994.2846
https://doi.org/10.1006/bbrc.1994.2846
https://doi.org/10.1006/bbrc.1994.2846
https://doi.org/10.1006/bbrc.1994.2846
https://doi.org/10.1073/pnas.92.1.107
https://doi.org/10.1073/pnas.92.1.107
https://doi.org/10.1073/pnas.92.1.107
https://doi.org/10.1073/pnas.92.1.107
https://dx.doi.org/10.1194%2Fjlr.R800062-JLR200
https://dx.doi.org/10.1194%2Fjlr.R800062-JLR200


300. Esser J, Rakonjac M, Hofmann B, Fischer L, Provost P, et al. (2009)
Coactosin-like protein functions as a stabilizing chaperone for 5-
lipoxygenase: Role of tryptophan 102. Biochem J 425: 265-274.

301. Rakonjac M, Fischer L, Provost P, Werz O, Steinhilbe D, et al. (2006)
Coactosin-like protein supports 5-lipoxygenase enzyme activity and up-
regulates leukotriene A4 production. Proc Natl Acad Sci U S A 103:
13150-13155.

302. Bigby TD (2002) The yin and the yang of 5-lipoxygenase pathway
activation. Mol Pharmacol 62: 200-202.

303. Werz O, Bürkert E, Samuelsson B, Radmark O, Steinhilber D (2002)
Activation of 5-lipoxygenase by cell stress is calcium independent in
human polymorphonuclear leukocytes. Blood 99: 1044-1052.

304. Luo M, Jones SM, Flamand N, Aronoff DM, Peters-Golden M, et al.
(2005) Phosphorylation by protein kinase A inhibits nuclear import of 5-
lipoxygenase. J Biol Chem 280: 40609-40616.

305. Masters DJ, Jacobs VN, Carr VJ, McMIllian RM (1988) Kinetics of 5-
lipoxygenase: Influence of substrate solubility and product inactivation.
Biochem Soc Trans 16: 38-39.

306. Hagmann W, Gao X, Timar J, Chen YQ, Strohmaier AR, et al. (1996) 12-
Lipoxygenase in A431 cells: Genetic identity, modulation of expression,
and intracellular localization. Exp Cell Res 228: 197-205.

307. Bryant JA, Finn RS, Slamon DJ, Cloughesy TF, Charles AC (2004) EGF
activates intracellular and intercellular calcium signaling by distinct
pathways in tumor cells. Cancer Biol Ther 3: 1243-1249.

308. Nie D, Hillman GG, Geddes T, Tang K, Pierson C, et al. (1998) Platelet-
type 12-lipoxygenase in a human prostate carcinoma stimulates
angiogenesis and tumor growth. Cancer Res 58: 4047-4051.

309. Hamberg M, Samuelsson B (1974) Prostaglandin endoperoxides. Novel
transformations of arachidonic acid in human platelets. Proc Natl Acad
Sci U S A 71: 3400-3404.

310. Izumi T, Hoshiko S, Radmark O, Samuelsson B (1990) Cloning of the
cDNA for human 12-lipoxygenase. Proc Natl Acad Sci U S A 87:
7477-7481.

311. Chen XS, Brash AR, Funk CD (1993) Purification and characterization of
recombinant histidine-tagged human platelet 12-lipoxygenase expressed
in a baculovirus/insect cell system. Eur J Biochem 214: 845-85.

312. Natarajan R, Rosdahl J, Gonzales N, Bai W (1997) Regulation of 12-
Lipoxygenase by Cytokines in Vascular Smooth Muscle Cells.
Hypertension 30: 873-879.

313. Tersey SA, Bolanis E, Holman TR, Maloney DJ, Nadler JL, et al. (2015)
Minireview: 12-Lipoxygenase and islet β-cell dysfunction in diabetes. Mol
Endocrinol 29: 791-800.

314. Nie D, Krishnamoorthy S, Jin R, Tang K, Chen Y, et al. (2006)
Mechanisms regulating tumor angiogenesis by 12-lipoxygenase in
prostate cancer cells. J Biol Chem 281: 18601-18609.

315. Romano M, Chen XS, Takahashi Y, Yamamoto S, Funk CD, et al. (1993)
Lipoxin synthase activity of human platelet 12-lipoxygenase. Biochem J
296: 127-133.

316. Funk CD, Furci L, FitzGerald GA (1990) Molecular cloning, primary
structure, and expression of the human platelet/erythroleukemia cell 12-
lipoxygenase. Proc Natl Acad Sci U S A 87: 5638-5642.

317. Hada T, Ueda N, Takahashi Y, Yamamoto S (1991) Catalytic properties of
human platelet 12-lipoxygenase as compared with the enzymes of other
origins. Biochim Biophys Acta 1083: 89-93.

318. Natarajan R, Gu JL, Rossi J, Gonzales N, Lanting L, et al. (1993) Elevated
glucose and angiotensin II increase 12-lipoxygenase activity and
expression in porcine aortic smooth muscle cells. Proc Natl Acad Sci U S
A 90: 4947-4951.

319. Natarajan R, Bai W, Rangarajan V, Gonzales N, Gu JL, et al. (1996)
Platelet-derived growth factor BB mediated regulation of 12-lipoxygenase
in porcine aortic smooth muscle cells. J Cell Physiol 169: 391-400.

320. Chang WC, Liu YW, Chen BK, Chen CJ (1997) Regulation of 12-
lipoxygenase expression by epidermal growth factor in human
epidermoid carcinoma A431 cells. Adv Exp Med Biol 407: 33-40.

321. Siegel MI, McConnell RT, Abrahams SL, Porter NA, Cuatrecasas P (1979)
Regulation of arachidonate metabolism via lipoxygenase and cyclo-
oxygenase by 12-HPETE, the product of human platelet lipoxygenase.
Biochem Biophys Res Commun 89: 1273-1280.

322. Heidt M, Fürstenberger G, Vogel S, Marks F, Krieg P (2000) Diversity of
mouse lipoxygenases: Identification of a subfamily of epidermal isozymes
exhibiting a differentiation-dependent mRNA expression pattern. Lipids
35: 701-707.

323. Jobard F, Lefèvre C, Karaduman A, Blanchet-Bardon C, Emre S, et al.
(2002) Lipoxygenase-3 (ALOXE3) and 12(R)-lipoxygenase (ALOX12B)
are mutated in non-bullous congenital ichthyosiform erythroderma
(NCIE) linked to chromosome 17p13.1. Hum Mol Genet 11: 107-113.

324. Sun D, McDonnell M, Chen XS, Lakkis MM, Li H, et al. (1998) Human
12(R)-lipoxygenase and the mouse ortholog. Molecular cloning,
expression, and gene chromosomal assignment. J Biol Chem 273:
33540-33547.

325. Eckl K M, de Juanes S, Kurtenbach J, Nätebus M, Lugassy J, et al. (2009)
Molecular analysis of 250 patients with qutosomal recessive congenital
ichthyosis: Evidence for mutation hotspots in ALOXE3 and allelic
heterogeneity in ALOX12B. J Invest Dermatol 129: 1421-1428.

326. Garcia-Verdugo I, BenMohamed F, Tattermusch S, Leduc D, Charpigny
G, et al. (2012) A role for 12R-lipoxygenase in MUC5AC expression by
respiratory epithelial cells. Eur Respir J 40: 714-723.

327. Boeglin WE, Kim RB, Brash AR (1998) A 12R-lipoxygenase in human
skin: Mechanistic evidence, molecular cloning, and expression. Proc Natl
Acad Sci U S A 95: 6744-6749.

328. Zheng Y, Yin H, Boeglin WE, Elias PM, Crumrine D, et al. (2011)
Lipoxygenases mediate the effect of essential fatty acid in skin barrier
formation: A proposed role in releasing omega-hydroxyceramide for
construction of the corneocyte lipid envelope. J Biol Chem 286:
24046-24056.

329. Eckl KM, Krieg P, Küster W, Traupe H, André F, et al. (2005) Mutation
spectrum and functional analysis of epidermis-type lipoxygenases in
patients with autosomal recessive congenital ichthyosis. Hum Mutat 26:
351-361.

330. Vahlquist A, Bygum A, Gånemo A, Virtanen M, Hellström-Pigg M, et al.
(2010) Genotypic and clinical spectrum of self-improving collodion
ichthyosis: ALOX12B, ALOXE3, and TGM1 mutations in Scandinavian
patients. J Invest Dermatol 130: 438-443.

331. Lesueur F, Bouadjar B, Lefèvre C, Jobard F, Audebert S, et al. (2007) Novel
mutations in ALOX12B in patients with autosomal recessive congenital
ichthyosis and evidence for genetic heterogeneity on chromosome 17p13.
J Invest Dermatol 127: 829-834.

332. Kretz M, Siprashvili Z, Chu C, Webster DE, Zehnder A, et al. (2013)
Control of somatic tissue differentiation by the long non-coding RNA
TINCR. Nature 493: 231-235.

333. Yu Z, Schneider C, Boeglin WE, Brash AR (2006) Human and mouse
eLOX3 have distinct substrate specificities: Implications for their linkage
with lipoxygenases in skin. Arch Biochem Biophys 455: 188-196.

334. Muñoz-Garcia A, Thomas CP, Keeney DS, Zheng Y, Brash AR (2014) The
importance of the lipoxygenase-hepoxilin pathway in the mammalian
epidermal barrier. Biochim Biophys Acta 1841: 401-408.

335. Yu Z, Schneider C, Boeglin WE, Marnett LJ, Brash AR (2003) The
lipoxygenase gene ALOXE3 implicated in skin differentiation encodes a
hydroperoxide isomerase. Proc Natl Acad Sci U S A 100: 9162-9167.

336. Gregus AM, Dumlao DS, Wei SC, Norris PC, Catella LC, et al. (2013)
Systematic analysis of rat 12/15-lipoxygenase enzymes reveals critical role
for spinal eLOX3 hepoxilin synthase activity in inflammatory
hyperalgesia. FASEB J 27: 1939-1949.

337. Zheng Y, Brash AR (2010) On the role of molecular oxygen in
lipoxygenase activation: Comparison and contrast of epidermal
lipoxygenase-3 with soybean lipoxygenase-1. J Biol Chem 285:
39876-39887.

338. Zheng Y, Brash AR (2010) Dioxygenase activity of epidermal
lipoxygenase-3 unveiled: Typical and atypical features of its catalytic

Citation: Biringer RG (2018) The Enzymes of the Human Eicosanoid Pathway. Res Rep Med Sci 2: 106. 

Page 26 of 28

Res Rep Med Sci, an open access journal Volume 2 • Issue 1 • 1000106

https://hal.archives-ouvertes.fr/hal-00479206/document
https://hal.archives-ouvertes.fr/hal-00479206/document
https://hal.archives-ouvertes.fr/hal-00479206/document
https://dx.doi.org/10.1073%2Fpnas.0605150103
https://dx.doi.org/10.1073%2Fpnas.0605150103
https://dx.doi.org/10.1073%2Fpnas.0605150103
https://dx.doi.org/10.1073%2Fpnas.0605150103
https://doi.org/10.1124/mol.62.2.200
https://doi.org/10.1124/mol.62.2.200
https://books.google.co.in/books?id=n0Z4UfJJt9YC&pg=PA92&lpg=PA92&dq=Werz+O,+B%C3%BCrkert+E,+Samuelsson+B,+Radmark+O,+Steinhilber+D+(2002)+Activation+of+5-lipoxygenase+by+cell+stress+is+calcium+independent+in+human+polymorphonuclear+leukocytes.+Blood+99:+1044-1052.&source=bl&ots=sbHO-cPJM0&sig=6-TjVhDVRh6ujdWDXY2vpKHT1yQ&hl=en&sa=X&ved=2ahUKEwjN7_2uk6vfAhUMvo8KHVeGDagQ6AEwAnoECAQQAQ
https://books.google.co.in/books?id=n0Z4UfJJt9YC&pg=PA92&lpg=PA92&dq=Werz+O,+B%C3%BCrkert+E,+Samuelsson+B,+Radmark+O,+Steinhilber+D+(2002)+Activation+of+5-lipoxygenase+by+cell+stress+is+calcium+independent+in+human+polymorphonuclear+leukocytes.+Blood+99:+1044-1052.&source=bl&ots=sbHO-cPJM0&sig=6-TjVhDVRh6ujdWDXY2vpKHT1yQ&hl=en&sa=X&ved=2ahUKEwjN7_2uk6vfAhUMvo8KHVeGDagQ6AEwAnoECAQQAQ
https://books.google.co.in/books?id=n0Z4UfJJt9YC&pg=PA92&lpg=PA92&dq=Werz+O,+B%C3%BCrkert+E,+Samuelsson+B,+Radmark+O,+Steinhilber+D+(2002)+Activation+of+5-lipoxygenase+by+cell+stress+is+calcium+independent+in+human+polymorphonuclear+leukocytes.+Blood+99:+1044-1052.&source=bl&ots=sbHO-cPJM0&sig=6-TjVhDVRh6ujdWDXY2vpKHT1yQ&hl=en&sa=X&ved=2ahUKEwjN7_2uk6vfAhUMvo8KHVeGDagQ6AEwAnoECAQQAQ
http://www.jbc.org/content/280/49/40609.full
http://www.jbc.org/content/280/49/40609.full
http://www.jbc.org/content/280/49/40609.full
http://dx.doi.org/10.1042/bst0160038
http://dx.doi.org/10.1042/bst0160038
http://dx.doi.org/10.1042/bst0160038
https://doi.org/10.1006/excr.1996.0317
https://doi.org/10.1006/excr.1996.0317
https://doi.org/10.1006/excr.1996.0317
https://doi.org/10.4161/cbt.3.12.1233
https://doi.org/10.4161/cbt.3.12.1233
https://doi.org/10.4161/cbt.3.12.1233
http://cancerres.aacrjournals.org/content/58/18/4047.long
http://cancerres.aacrjournals.org/content/58/18/4047.long
http://cancerres.aacrjournals.org/content/58/18/4047.long
https://doi.org/10.1073/pnas.71.9.3400
https://doi.org/10.1073/pnas.71.9.3400
https://doi.org/10.1073/pnas.71.9.3400
https://doi.org/10.1073/pnas.87.19.7477
https://doi.org/10.1073/pnas.87.19.7477
https://doi.org/10.1073/pnas.87.19.7477
https://doi.org/10.1111/j.1432-1033.1993.tb17988.x
https://doi.org/10.1111/j.1432-1033.1993.tb17988.x
https://doi.org/10.1111/j.1432-1033.1993.tb17988.x
http://dx.doi.org/10.1007/978-1-4615-5875-0_17
http://dx.doi.org/10.1007/978-1-4615-5875-0_17
http://dx.doi.org/10.1007/978-1-4615-5875-0_17
https://doi.org/10.1210/me.2015-1041
https://doi.org/10.1210/me.2015-1041
https://doi.org/10.1210/me.2015-1041
https://doi.org/10.1074/jbc.M601887200
https://doi.org/10.1074/jbc.M601887200
https://doi.org/10.1074/jbc.M601887200
https://www.ncbi.nlm.nih.gov/pubmed/8250832
https://www.ncbi.nlm.nih.gov/pubmed/8250832
https://www.ncbi.nlm.nih.gov/pubmed/8250832
https://doi.org/10.1073/pnas.87.15.5638
https://doi.org/10.1073/pnas.87.15.5638
https://doi.org/10.1073/pnas.87.15.5638
https://doi.org/10.1016/0005-2760(91)90128-5
https://doi.org/10.1016/0005-2760(91)90128-5
https://doi.org/10.1016/0005-2760(91)90128-5
https://doi.org/10.1073/pnas.90.11.4947
https://doi.org/10.1073/pnas.90.11.4947
https://doi.org/10.1073/pnas.90.11.4947
https://doi.org/10.1073/pnas.90.11.4947
https://doi.org/10.1002/(SICI)1097-4652(199611)169:2%3C391::AID-JCP19%3E3.0.CO;2-C
https://doi.org/10.1002/(SICI)1097-4652(199611)169:2%3C391::AID-JCP19%3E3.0.CO;2-C
https://doi.org/10.1002/(SICI)1097-4652(199611)169:2%3C391::AID-JCP19%3E3.0.CO;2-C
http://dx.doi.org/10.1007/978-1-4899-1813-0_6
http://dx.doi.org/10.1007/978-1-4899-1813-0_6
http://dx.doi.org/10.1007/978-1-4899-1813-0_6
https://doi.org/10.1016/0006-291X(79)92146-6
https://doi.org/10.1016/0006-291X(79)92146-6
https://doi.org/10.1016/0006-291X(79)92146-6
https://doi.org/10.1016/0006-291X(79)92146-6
https://doi.org/10.1007/s11745-000-0576-0
https://doi.org/10.1007/s11745-000-0576-0
https://doi.org/10.1007/s11745-000-0576-0
https://doi.org/10.1007/s11745-000-0576-0
https://doi.org/10.1093/hmg/11.1.107
https://doi.org/10.1093/hmg/11.1.107
https://doi.org/10.1093/hmg/11.1.107
https://doi.org/10.1093/hmg/11.1.107
http://dx.doi.org/10.1074/jbc.273.50.33540
http://dx.doi.org/10.1074/jbc.273.50.33540
http://dx.doi.org/10.1074/jbc.273.50.33540
http://dx.doi.org/10.1074/jbc.273.50.33540
https://doi.org/10.1038/jid.2008.409
https://doi.org/10.1038/jid.2008.409
https://doi.org/10.1038/jid.2008.409
https://doi.org/10.1038/jid.2008.409
https://doi.org/10.1183/09031936.00023111
https://doi.org/10.1183/09031936.00023111
https://doi.org/10.1183/09031936.00023111
https://doi.org/10.1073/pnas.95.12.6744
https://doi.org/10.1073/pnas.95.12.6744
https://doi.org/10.1073/pnas.95.12.6744
https://doi.org/10.1074/jbc.M111.251496
https://doi.org/10.1074/jbc.M111.251496
https://doi.org/10.1074/jbc.M111.251496
https://doi.org/10.1074/jbc.M111.251496
https://doi.org/10.1074/jbc.M111.251496
https://doi.org/10.1002/humu.20236
https://doi.org/10.1002/humu.20236
https://doi.org/10.1002/humu.20236
https://doi.org/10.1002/humu.20236
https://doi.org/10.1038/jid.2009.346
https://doi.org/10.1038/jid.2009.346
https://doi.org/10.1038/jid.2009.346
https://doi.org/10.1038/jid.2009.346
https://doi.org/10.1038/sj.jid.5700640
https://doi.org/10.1038/sj.jid.5700640
https://doi.org/10.1038/sj.jid.5700640
https://doi.org/10.1038/sj.jid.5700640
https://doi.org/10.1038/nature11661
https://doi.org/10.1038/nature11661
https://doi.org/10.1038/nature11661
https://doi.org/10.1016/j.abb.2006.09.002
https://doi.org/10.1016/j.abb.2006.09.002
https://doi.org/10.1016/j.abb.2006.09.002
https://doi.org/10.1016/j.bbalip.2013.08.020
https://doi.org/10.1016/j.bbalip.2013.08.020
https://doi.org/10.1016/j.bbalip.2013.08.020
https://doi.org/10.1073/pnas.1633612100
https://doi.org/10.1073/pnas.1633612100
https://doi.org/10.1073/pnas.1633612100
https://doi.org/10.1096/fj.12-217414
https://doi.org/10.1096/fj.12-217414
https://doi.org/10.1096/fj.12-217414
https://doi.org/10.1096/fj.12-217414
https://doi.org/10.1074/jbc.M110.180794
https://doi.org/10.1074/jbc.M110.180794
https://doi.org/10.1074/jbc.M110.180794
https://doi.org/10.1074/jbc.M110.180794
https://doi.org/10.1074/jbc.M110.155374
https://doi.org/10.1074/jbc.M110.155374


activity with natural and synthetic polyunsaturated fatty acids. J Biol
Chem 285: 39866-39875.

339. Shah K, Mehmood S, Jan A, Abbe I, Hussain Ali R, et al. (2017) Sequence
variants in nine different genes underlying rare skin disorders in 10
consanguineous families. Int J Dermatol 56, 1406-1413.

340. Yu Z, Schneider C, Boeglin WE, Brash AR (2005) Mutations associated
with a congenital form of ichthyosis (NCIE) inactivate the epidermal
lipoxygenases 12R-LOX and eLOX3. Biochim Biophys Acta 1686:
238-247.

341. Haeggström JZ (2000) Structure, function, and regulation of leukotriene
A4 hydrolase. Am. J Respir Crit Care Med 161: S25-S31.

342. Samuelsson B (1983) Leukotrienes: mediators of immediate
hypersensitivity reactions and inflammation. Science 220: 568-575.

343. Crooks SW, Stockley RA (1998) Leukotriene B4. Int J Biochem Cell Biol
30: 173-178.

344. Rudberg PC, Tholander F, Thunnissen MM, Samuelsson B, Haeggstrom
JZ (2002) Leukotriene A4 hydrolase: Selective abrogation of leukotriene
B4 formation by mutation of aspartic acid 375. Proc Natl Acad Sci U S A
99: 4215-4220.

345. Yokomizo T, Izumi T, Shimizu T (2001) Leukotriene B4: Metabolism and
signal transduction. Arch Biochem Biophys 385: 231-241.

346. Rudberg PC, Tholander F, Andberg M, Thunnissen MM, Haeggström JZ
(2004) Leukotriene A4 hydrolase: Identification of a common carboxylate
recognition site for the epoxide hydrolase and aminopeptidase substrates.
J Biol Chem 279: 27376-27382.

347. Thunnissen MM, Andersson B, Samuelsson B, Wong CH, Haeggström J
(2002) Crystal structures of leukotriene A4 hydrolase in complex with
captopril and two competitivetight-binding inhibitors. FASEB J 16:
1648-1650.

348. Rådmark O, Shimizu T, Jörnvall H, Samuelsson B (1984) Leukotriene A4
hydrolase in human leukocytes. Purification and properties. J Biol Chem
259: 12339-12345.

349. Bechtel S, Rosenfelder H, Duda A, Schmidt CP, Ernst U, et al. (2007) The
full-ORF clone resource of the German cDNA Consortium. BMC
Genomics 8:399.

350. Rybina IV, Liu H, Gor Y, Feinmark SJ (1997) Regulation of leukotriene A4
hydrolase activity in endothelial cells by phosphorylation. J Biol Chem
272 31865-31871.

351. Wetterholm A, Haeggström JZ (1992) Leukotriene A4 hydrolase: An
anion activated peptidase. Biochim Biophys Acta 1123: 275-281.

352. Wetterholm A, Macchia L, Haeggström JZ (1994) Zinc and other divalent
cations inhibit purified leukotriene A4 hydrolase and leukotriene B4
biosynthesis in human polymorphonuclear leukocytes. Arch Biochem
Biophys 311: 263-271.

353. Orning L, Gierse J, Duffin K, Bild G, Krivi G, et al. (1992) Mechanism-
based inactivation of leukotriene A4 hydrolase/aminopeptidase by
leukotriene A4. Mass spectrometric and kinetic characterization. J Biol
Chem 267: 22733-22739.

354. Orning L, Jones DA, Fitzpatrick FA (1990) Mechanism-based inactivation
of leukotriene A4 hydrolase during leukotriene B4 formation by human
erythrocytes. J Biol Chem 265: 14911-14916.

355. Martinez Molina D, Wetterholm A, Kohl A, McCarthy AA, Niegowski D,
et al. (2007) Structural basis for synthesis of inflammatory mediators by
human leukotriene C4 synthase. Nature 448: 613-616.

356. Lam BK, Austen KF (2000) Leukotriene C4 synthase. A pivotal enzyme in
the biosynthesis of the cysteinyl leukotrienes. Am J Respir Crit Care Med
161: S16-S19.

357. Funk CD (2001) Prostaglandins and leukotrienes: Advances in eicosanoid
biology. Science 294: 1871-1875.

358. Samuelsson B, Dahlén SE, Lindgren JA, Rouzer CA, Serhan CN (1987)
Leukotrienes and lipoxins: Structures, biosynthesis, and biological effects.
Science 237: 1171-1176.

359. Christmas P, Weber BM, McKee M, Brown D, Soberman RJ (2002)
Membrane localization and topology of leukotriene C4 synthase. J Biol
Chem 277: 28902-28908.

360. Lam BK, Penrose JF, Xu K, Baldasaro MH, Austen KF (1997) Site-
directed mutagenesis of human leukotriene C4 synthase. J Biol Chem
272: 13923-13928.

361. Ago H, Kanaoka Y, Irikura D, Lam BK, Shimamura T, et al. (2007) Crystal
structure of a human membrane protein involved in cysteinyl leukotriene
biosynthesis. Nature 448: 609-612.

362. Welsch DJ, Creely DP, Hauser SD, Mathis KJ, Krivi GG, et al. (1994)
Molecular cloning and expression of human leukotriene-C4 synthase.
Proc Natl Acad Sci U S A 91: 9745-9749.

363. Ahmad S, Ytterberg AJ, Thulasingam M, Tholander F, Bergman T, et al.
(2016) Phosphorylation of Leukotriene C4 Synthase at Serine 36 Impairs
Catalytic Activity. J Biol Chem 291: 18410-18418.

364. Gupta N, Nicholson DW, Ford-Hutchinson AW (1999) Demonstration of
cell-specific phosphorylation of LTC4 synthase. FEBS Lett 449: 66-70.

365. Riddick CA, Serio KJ, Hodulik CR, Ring WL, Regan MS, et al. (1999)
TGF-beta increases leukotriene C4 synthase expression in the monocyte-
like cell line, THP-1. J Immunol 162: 1101-1107.

366. Serio KJ, Johns SC, Luo L, Hodulik CR, Bigby TD (2003)
Lipopolysaccharide down-regulates the leukotriene C4 synthase gene in
the monocyte-like cell line, THP-1. J Immunol 170: 2121-2128.

367. Tate SS (1981) γ-Glutamyl transpeptidase: Catalytic, structural and
functional aspects. Mol Cell Biochem 39: 357-368.

368. West MB, Chen Y, Wickham S, Heroux A, Cahill K, et al. (2013) Novel
insights into eukaryotic gamma-glutamyl transpeptidase 1 from the
crystal structure of the glutamate-bound human enzyme. J Biol Chem
288: 31902-31913.

369. Oinonen C, Rouvinen J (2000) Structural comparison of Ntn-hydrolases.
Protein Sci 9: 2329-2337.

370. Wetmore LA, Gerard C, Drazen JM (1993) Human lung expresses unique
y-glutamyl transpeptidase transcripts. Proc Natl Acad Sci U S A 90:
7461-7465.

371. Pawlak A, Cohen EH, Octave JN, Schweickhardt R, Wu SJ, et al. (1990)
An alternatively processed mRNA specific for gamma-glutamyl
transpeptidase in human tissues. J Biol Chem 265: 3256-3262.

372. Castonguay R, Halim D, Morin M, Furtos A, Lherbet C, et al. (2007)
Kinetic characterization and identification of the acylation and
glycosylation sites of recombinant human gamma-
glutamyltranspeptidase. Biochemistry 46: 12253-12262.

373. West MB, Segu ZM, Feasley CL, Kang P, Klouckova I, et al. (2010)
Analysis of site-specific glycosylation of renal and hepatic gamma-
glutamyl transpeptidase from normal human tissue. J Biol Chem 285:
29511-29524.

374. Oster T, Thioudellet C, Chevalot I, Masson C, Wellman M, et al. (1993)
Induction of recombinant human gamma-glutamyl transferase by sodium
butyrate in transfected V79 and CHO Chinese hamster cells. Biochem
Biophys Res Commun. 193: 406-412.

375. Batt AM, Siest G, Magdalou J, Galteau MM (1992) Enzyme induction by
drugs and toxins. Clinica Chimica Acta 209: 109-121.

376. Lieberman MW, Barrios R, Carter BZ, Habib GM, Lebovitz RM, et al.
(1995) Gamma-glutamyl transpeptidase. What does the organization and
expression of a multipromoter gene tell us about its functions? Am J
Pathol 147: 1175-1185.

377. Lee CW, Lewis RA, Corey EJ, Austen KF (1983) Conversion of
leukotriene D4 to leukotriene E4 by a dipeptidase released from the
specific granule of human polymorphonuclear leucocytes. Immunology
48: 27-35.

378. Kanaoka Y, Boyce JA (2004) Cysteinyl leukotrienes and their receptors:
Cellular distribution and function in immune and inflammatory
responses. J Immunol 173: 1503-1510.

379. Campbell BJ, Di Shih Y, Forreste LJ, Zahler WL (1988) Specificity and
inhibition studies of human renal dipeptidase. Biochim Biophys Acta 956:
110-118.

380. Nitanai Y, Satow Y, Adachi H, Tsujimoto M (2002) Crystal structure of
human renal dipeptidase involved in beta-lactam hydrolysis. J Mol Biol
321: 177-184.

Citation: Biringer RG (2018) The Enzymes of the Human Eicosanoid Pathway. Res Rep Med Sci 2: 106. 

Page 27 of 28

Res Rep Med Sci, an open access journal Volume 2 • Issue 1 • 1000106

https://doi.org/10.1074/jbc.M110.155374
https://doi.org/10.1074/jbc.M110.155374
https://doi.org/10.1111/ijd.13778
https://doi.org/10.1111/ijd.13778
https://doi.org/10.1111/ijd.13778
https://doi.org/10.1016/j.bbalip.2004.10.007
https://doi.org/10.1016/j.bbalip.2004.10.007
https://doi.org/10.1016/j.bbalip.2004.10.007
https://doi.org/10.1016/j.bbalip.2004.10.007
https://doi.org/10.1164/ajrccm.161.supplement_1.ltta-6
https://doi.org/10.1164/ajrccm.161.supplement_1.ltta-6
http://dx.doi.org/10.1126/science.6301011
http://dx.doi.org/10.1126/science.6301011
https://doi.org/10.1016/S1357-2725(97)00123-4
https://doi.org/10.1016/S1357-2725(97)00123-4
https://doi.org/10.1073/pnas.072090099
https://doi.org/10.1073/pnas.072090099
https://doi.org/10.1073/pnas.072090099
https://doi.org/10.1073/pnas.072090099
https://doi.org/10.1006/abbi.2000.2168
https://doi.org/10.1006/abbi.2000.2168
https://doi.org/10.1074/jbc.M401031200
https://doi.org/10.1074/jbc.M401031200
https://doi.org/10.1074/jbc.M401031200
https://doi.org/10.1074/jbc.M401031200
https://doi.org/10.1096/fj.01-1017fje
https://doi.org/10.1096/fj.01-1017fje
https://doi.org/10.1096/fj.01-1017fje
https://doi.org/10.1096/fj.01-1017fje
http://www.jbc.org/content/259/20/12339.long
http://www.jbc.org/content/259/20/12339.long
http://www.jbc.org/content/259/20/12339.long
https://doi.org/10.1186/1471-2164-8-399
https://doi.org/10.1186/1471-2164-8-399
https://doi.org/10.1186/1471-2164-8-399
http://dx.doi.org/10.1074/jbc.272.50.31865
http://dx.doi.org/10.1074/jbc.272.50.31865
http://dx.doi.org/10.1074/jbc.272.50.31865
https://doi.org/10.1016/0005-2760(92)90007-I
https://doi.org/10.1016/0005-2760(92)90007-I
https://doi.org/10.1006/abbi.1994.1236
https://doi.org/10.1006/abbi.1994.1236
https://doi.org/10.1006/abbi.1994.1236
https://doi.org/10.1006/abbi.1994.1236
http://www.jbc.org/content/267/32/22733.long
http://www.jbc.org/content/267/32/22733.long
http://www.jbc.org/content/267/32/22733.long
http://www.jbc.org/content/267/32/22733.long
http://www.jbc.org/content/265/25/14911.long
http://www.jbc.org/content/265/25/14911.long
http://www.jbc.org/content/265/25/14911.long
https://doi.org/10.1038/nature06009
https://doi.org/10.1038/nature06009
https://doi.org/10.1038/nature06009
https://doi.org/10.1164/ajrccm.161.supplement_1.ltta-4
https://doi.org/10.1164/ajrccm.161.supplement_1.ltta-4
https://doi.org/10.1164/ajrccm.161.supplement_1.ltta-4
https://doi.org/10.1126/science.294.5548.1871
https://doi.org/10.1126/science.294.5548.1871
http://dx.doi.org/10.1126/science.2820055
http://dx.doi.org/10.1126/science.2820055
http://dx.doi.org/10.1126/science.2820055
https://doi.org/10.1074/jbc.M203074200
https://doi.org/10.1074/jbc.M203074200
https://doi.org/10.1074/jbc.M203074200
http://dx.doi.org/10.1074/jbc.272.21.13923
http://dx.doi.org/10.1074/jbc.272.21.13923
http://dx.doi.org/10.1074/jbc.272.21.13923
https://doi.org/10.1038/nature05936
https://doi.org/10.1038/nature05936
https://doi.org/10.1038/nature05936
https://doi.org/10.1073/pnas.91.21.9745
https://doi.org/10.1073/pnas.91.21.9745
https://doi.org/10.1073/pnas.91.21.9745
https://doi.org/10.1074/jbc.M116.735647
https://doi.org/10.1074/jbc.M116.735647
https://doi.org/10.1074/jbc.M116.735647
https://doi.org/10.1016/S0014-5793(99)00397-X
https://doi.org/10.1016/S0014-5793(99)00397-X
http://www.jimmunol.org/content/162/2/1101.long
http://www.jimmunol.org/content/162/2/1101.long
http://www.jimmunol.org/content/162/2/1101.long
https://doi.org/10.4049/jimmunol.170.4.2121
https://doi.org/10.4049/jimmunol.170.4.2121
https://doi.org/10.4049/jimmunol.170.4.2121
https://www.ncbi.nlm.nih.gov/pubmed/6118826
https://www.ncbi.nlm.nih.gov/pubmed/6118826
https://doi.org/10.1074/jbc.M113.498139
https://doi.org/10.1074/jbc.M113.498139
https://doi.org/10.1074/jbc.M113.498139
https://doi.org/10.1074/jbc.M113.498139
https://doi.org/10.1110/ps.9.12.2329
https://doi.org/10.1110/ps.9.12.2329
https://doi.org/10.1073/pnas.90.16.7461
https://doi.org/10.1073/pnas.90.16.7461
https://doi.org/10.1073/pnas.90.16.7461
http://www.jbc.org/cgi/pmidlookup?view=long&pmid=1968061
http://www.jbc.org/cgi/pmidlookup?view=long&pmid=1968061
http://www.jbc.org/cgi/pmidlookup?view=long&pmid=1968061
https://doi.org/10.1021/bi700956c
https://doi.org/10.1021/bi700956c
https://doi.org/10.1021/bi700956c
https://doi.org/10.1021/bi700956c
https://doi.org/10.1074/jbc.M110.145938
https://doi.org/10.1074/jbc.M110.145938
https://doi.org/10.1074/jbc.M110.145938
https://doi.org/10.1074/jbc.M110.145938
https://doi.org/10.1006/bbrc.1993.1638
https://doi.org/10.1006/bbrc.1993.1638
https://doi.org/10.1006/bbrc.1993.1638
https://doi.org/10.1006/bbrc.1993.1638
https://doi.org/10.1016/0009-8981(92)90342-N
https://doi.org/10.1016/0009-8981(92)90342-N
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1869519/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1869519/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1869519/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC1869519/
https://www.ncbi.nlm.nih.gov/pubmed/6293969
https://www.ncbi.nlm.nih.gov/pubmed/6293969
https://www.ncbi.nlm.nih.gov/pubmed/6293969
https://www.ncbi.nlm.nih.gov/pubmed/6293969
https://doi.org/10.4049/jimmunol.173.3.1503
https://doi.org/10.4049/jimmunol.173.3.1503
https://doi.org/10.4049/jimmunol.173.3.1503
https://doi.org/10.1016/0167-4838(88)90256-7
https://doi.org/10.1016/0167-4838(88)90256-7
https://doi.org/10.1016/0167-4838(88)90256-7
https://doi.org/10.1016/S0022-2836(02)00632-0
https://doi.org/10.1016/S0022-2836(02)00632-0
https://doi.org/10.1016/S0022-2836(02)00632-0


381. Kera Y, Liu Z, Matsumoto T, Sorimachi Y, Nagasaki H, et al. (1999) Rat
and human membrane dipeptidase: Tissue distribution and
developmental changes. Comp Biochem Physiol B Biochem Mol Biol 123:
53-58.

382. Hooper NM, Keen JN, Turner AJ (1990) Characterization of the glycosyl-
phosphatidylinositol-anchored human renal dipeptidase reveals that it is
more extensively glycosylated than the pig enzyme. Biochem J 265:
429-433.

383. Adachi H, Katayama T, Inuzuka C, Oikawa S, Tsujimoto M, et al. (1990)
Identification of membrane anchoring site of human renal dipeptidase
and construction and expression of a cDNA for its secretory form. J Biol
Chem 265: 15341-15345.

384. Adachi H, Kubota I, Okamura N, Iwata H, Tsujimoto M, et al. (1989)
Purification and characterization of human microsomal dipeptidase. J
Biochem 105: 957-961.

385. Adachi H, Tawaragi Y, Inuzuka C, Kubota I, Tsujimoto M, et al. (1990)
Primary structure of human microsomal dipeptidase deduced from
molecular cloning. J Biol Chem 265: 3992-3995.

386. Liao RZ, Himo F, Yu JG, Liu RZ (2010) Dipeptide hydrolysis by the
dinuclear zinc enzyme human renal dipeptidase: Mechanistic insights
from DFT calculations. J Inorg Biochem 104: 37-46.

387. Tachibana K, Saito M, Imai JI, Ito E, Yanagisawa Y, et al. (2017)
Clinicopathological examination of dipeptidase 1 expression in colorectal
cancer. Biomed Rep 6: 423-428.

388. Feltenmark S, Gautam N, Brunnström A, Griffiths W, Backman L, et al.
(2008) Eoxins are proinflammatory arachidonic acid metabolites
produced via the 15-lipoxygenase-1 pathway in human eosinophils and
mast cells. Proc Natl Acad Sci U S A 105: 680-685.

389. Claesson HE (2009) On the biosynthesis and biological role of eoxins and
15-lipoxygenase-1 in airway inflammation and Hodgkin lymphoma.
Prostaglandins Other Lipid Mediat 89: 120-125.

390. Uhlén M, Fagerberg L, Hallström BM, Lindskog C, Oksvold P, et al.
(2015) Proteomics. Tissue-based map of the human proteome. Science
347:1260419.

 

Citation: Biringer RG (2018) The Enzymes of the Human Eicosanoid Pathway. Res Rep Med Sci 2: 106. 

Page 28 of 28

Res Rep Med Sci, an open access journal Volume 2 • Issue 1 • 1000106

https://doi.org/10.1016/S0305-0491(99)00039-5
https://doi.org/10.1016/S0305-0491(99)00039-5
https://doi.org/10.1016/S0305-0491(99)00039-5
https://doi.org/10.1016/S0305-0491(99)00039-5
http://dx.doi.org/10.1042/bj2650429
http://dx.doi.org/10.1042/bj2650429
http://dx.doi.org/10.1042/bj2650429
http://dx.doi.org/10.1042/bj2650429
http://www.jbc.org/lookup/pmid?view=long&pmid=2168407
http://www.jbc.org/lookup/pmid?view=long&pmid=2168407
http://www.jbc.org/lookup/pmid?view=long&pmid=2168407
http://www.jbc.org/lookup/pmid?view=long&pmid=2168407
https://www.jstage.jst.go.jp/article/biochemistry1922/105/6/105_6_957/_article
https://www.jstage.jst.go.jp/article/biochemistry1922/105/6/105_6_957/_article
https://www.jstage.jst.go.jp/article/biochemistry1922/105/6/105_6_957/_article
http://www.jbc.org/content/265/7/3992.long
http://www.jbc.org/content/265/7/3992.long
http://www.jbc.org/content/265/7/3992.long
https://doi.org/10.1016/j.jinorgbio.2009.09.025
https://doi.org/10.1016/j.jinorgbio.2009.09.025
https://doi.org/10.1016/j.jinorgbio.2009.09.025
https://doi.org/10.3892/br.2017.870
https://doi.org/10.3892/br.2017.870
https://doi.org/10.3892/br.2017.870
https://doi.org/10.1073/pnas.0710127105
https://doi.org/10.1073/pnas.0710127105
https://doi.org/10.1073/pnas.0710127105
https://doi.org/10.1073/pnas.0710127105
https://doi.org/10.1016/j.prostaglandins.2008.12.003
https://doi.org/10.1016/j.prostaglandins.2008.12.003
https://doi.org/10.1016/j.prostaglandins.2008.12.003
https://doi.org/10.1126/science.1260419
https://doi.org/10.1126/science.1260419
https://doi.org/10.1126/science.1260419

	Contents
	The Enzymes of the Human Eicosanoid Pathway
	Abstract
	Keywords:
	Abbreviations:
	Introduction
	Prostanoid Biosynthesis
	Cyclooxygenases: Prostaglandin G/H synthase 1 and prostaglandin G/H synthase 2
	Prostaglandin D synthase (PGDS)
	Glutathione independent prostaglandin D synthase (PTGDS)
	Hematopoietic prostaglandin D synthase (HPGDS)
	Prostaglandin E synthases
	Prostaglandin E synthase (PTGES)
	Prostaglandin E synthase-2 (PTGES2)
	Prostaglandin E synthase-3 (PTGES3)
	Prostacyclin synthase (PTGIS)
	Prostaglandin F synthases
	Prostamide/prostaglandin F synthase (FAM213B)
	Carbonyl reductase 1 (CBR1)
	Aldo-keto reductase 1B1 (AKR1B1)
	Aldo-keto reductase 1C3 (AKR1C3)
	Thromboxane A synthase 1 (TBXAS1)

	HETEs, Lipoxins, Hepoxilins, Trioxilins, Eoxins, and Leukotriene Biosynthesis
	Overview
	Lipoxygenases
	Arachidonate 15-lipoxygenase-1 (ALOX15)
	Arachidonate 15-lipoxygenase-2 (ALOX15B)
	Arachidonate 5-lipoxygenase (ALOX5)
	Arachidonate 12(S)-lipoxygenase (ALOX12)
	Arachidonate 12(R)-lipoxygenase (ALOX12B)
	Hydroperoxide isomerase (ALOXE3)
	Leukotriene biosynthesis
	Leukotriene A-4 hydrolase (LTA4H)
	Leukotriene C4 synthase (LTC4S)
	Synthesis of Leukotriene D4 (LTD4) and Leukotriene E4 (LTE4)
	Gamma-glutamyl transaminase (GGT)
	Dipeptidase (DPEP)
	Eoxins Biosynthesis: EXA4, EXC4, EXD4 and EXE4

	Future Directions
	Acknowledgements
	References


