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1. Introduction

Malignant melanoma cells are incredibly hardy, stemming from their intrinsic defensive
nature. These cells inherit unique characteristics, which allowed their non-malignant prede‐
cessors, melanocytes, to survive solar ultraviolet radiation and simultaneously provide
protection to neighboring cells. Most other cell types would die after such harsh exposure.
Unsurprisingly, melanoma cells, which survive ultraviolet radiation, are intrinsically resistant
to most chemotherapy.

Although there are numerous molecular reasons for this reality, herein we focus on the causal
role of autotaxin (ATX) in melanoma. ATX is a 125 kDa glycoprotein enzyme that was initially
discovered in the serum-free medium of A2058 human melanoma cells by Stracke et al. in 1992
[1] (Figure 1). Today, we know much more about this glycoprotein enzyme and how it affects
melanoma. Indeed, ATX is highly overexpressed among primary melanomas and metastatic
melanomas, in comparison to melanoma in situ and in normal skin [2].

In fact, “autotaxin” derived its name based on its initial property as an “autocrine motility
factor”. The rationale is that A2058 melanoma cells secrete ATX into culture medium and then
respond to it with self-stimulated random and directed motility. Even though the amount of
ATX in conditioned medium is less than 0.005% of total protein, only miniscule amounts,
detected in picomolar and nanomolar concentrations, are needed to promote motility. [1] This
suggests a large role for a low-abundant secreted enzyme.

There are five alternatively-spliced isoforms of ATX that are catalytically active [3,4]. The
original ATX protein described in 1992 is termed ATXα, whereas the most abundant isoform
is ATXβ and is the same isoform responsible for plasma lysoPLD activity [5]. Full length ATX
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is synthesized as a pre-proenzyme and is secreted by the classical secretory pathway [6,7].
Secreted ATX binds to cell surface integrin or heparan sulfates through its somatomedin-B-
like (SMB) domain. This surface binding is believed to localize LPA production adjacent to
LPA receptors [8-12].

Figure 1. Major milestones in autotaxin (ATX) research. After the discovery of ATX in the conditioned medium of
melanoma cells, it was not until a decade later that the enzyme was connected to lysophosphatidate. The elucidation of
the crystal structure by two different groups caused a surge of novel inhibitors.

2. Multiple functions of ATX

In addition to the ability of ATX to stimulate motility, ATX also has ATPase, phosphodiesterase
and ATP pyrophosphatase activities [13]. In other words, ATX releases nucleoside-5’-mono‐
phosphates from phosphodiester and pyrophosphate bonds [14], which is why it belongs to
the family of ENPP (ectonucleotide pyrophosphatase/ phosphodiesterase) enzymes with
ENPP1/PC-1, ENPP3/B10 [15], ENPP4 [14,16], ENPP6 [17], ENPP7 [18], and is also named
ENPP2 (Table 1). Interestingly, all of the phosphodiesterase catalytic activity of ATX resides
in one amino acid, threonine 210. Losing this phosphorylatable residue in the catalytic site
results in a loss of phosphodiesterase activity and motility, but not ATP binding [19]. Theo‐
retically, GTP, NAD, FAD, AMP and PPi are all susceptible to hydrolysis by ATX. However,
the preferred substrate for ATX is lysophosphatidylcholine (LPC), which it converts to
lysophosphatidate (LPA) (Figure 2). Since LPC concentrations in human plasma are greater
than 200 µM, this should outcompete the hydrolysis of nucleotide phosphates and pyrophos‐
phate, which are present in much lower concentrations.
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Enzyme Major Functions Disease Association

ENPP1 / PC-1
Insulin signaling, glucose import, bone mineralization,

immune response
Diabetes, obesity, stroke

ENPP2 / ATX
Vasculature formation, neural development, catalyzes

lysophosphatidate production

Cancer, obesity, pulmonary fibrosis,
arthritis, asthma, neuropathic pain,

liver and colonic disorders

ENPP3 / B10 Basophil activation biomarker Asthma, allergic reactions

ENPP4 Blood coagulant Stroke

ENPP5 Putative neural glycoprotein

ENPP6 Choline-specific hydrolysis of LPC, GPC and SPC

ENPP7 Alkaline sphingomyelinase

Table 1. Comparison between enzymes among the Ectonucleotide Pyrophosphatase/ Phosphodiesterase (ENPP)
family

Figure 2. Autotaxin (ATX) catalyzes the biosynthesis of lysophosphatidiate (LPA). Since the lysophosphatidylcholine
(LPC) concentrations in human circulation are >200 µM, ATX has abundantly available lipids to produce LPA. ATX
hydrolyzes the choline head group from LPC to yield LPA. As a consequence of LPA signaling on cells, a multitude of
various responses result, including motility, viability, growth, proliferation and contraction.

The ability of ATX to stimulate motility in melanoma cells can be modulated by chemical
methods and genetic engineering. For example, ATX-meditated motility is inhibited by the
PI3K inhibitors, wortmannin and LY294002, along with the catalytically inactive mutant of
PI3K, PI3KK832R [20]. In addition, ras-transformed NIH3T3 cells become more motile and
invasive in the presence of ATX. These cells also show enhanced colony formation in soft agar
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in vitro and produce significantly larger and metastatic tumors in vivo [21]. This suggests that
while ATX alone may be insufficient to transform cells to a malignant phenotype, the presence
of ATX significantly enhances malignant transformation among ‘primed’ cells.

3. Role as the main enzyme for the generation of extracellular LPA

The majority of LPA in the circulation is generated by ATX from the abundant LPC (>200 µM
in human plasma) in the circulation. In fact, LPC is the major plasma phospholipid and it is
bound to albumin [22]. Extracellular LPC is derived from two major routes of metabolism. The
first is through the action of lecithin:cholesterol acyltransferase, which is present in plasma
high-density lipoproteins. Lecithin:cholesterol acyltransferase, preferentially transfers
unsaturated fatty acids from postion-2 of phosphatidylcholine to cholesterol, producing
cholesterol ester and a mainly saturated LPC. However, a large proportion of circulating LPC
is polyunsaturated [22] and this indicates another route for the production of extracellular
LPC. Part of the polyunsaturated LPC is derived from secretion by hepatocytes, but it is
possible that other cell types could produce polyunsaturated LPC. Since hepatocytes secrete
a large quantity of arachidonoyl-LPC [22-26], it was originally postulated that this might
represent a novel transport system for delivering choline and polyunsaturated fatty acids to
the brain [22]. Although, this could still be true, we now know that LPC is an important
substrate for ATX and that this is the major route for the production of extracellular LPA [27].

This predominant role of ATX in generating LPA is confirmed by circulating LPA concentra‐
tions that are 50% of normal levels among ATX heterozygous mice for a null-mutation for ATX
[28,29]. Also, ATX inhibition produces a rapid decrease in plasma LPA of >95% [30-32]. The
effects of ATX inhibition are more dramatic for the unsaturated species [33]. This is compatible
with the substrate preference of ATX for unsaturated and polyunsaturated LPCs [34]. The
crystal structures of ATX:LPA complexes show a hydrophobic pocket in the catalytic domain
that is slightly U-shaped. This accommodates the kinked acyl chains of unsaturated fatty acids
better than the linear conformations of saturated fatty acids [34].

Even though ATX is the major enzyme that generates LPA, other enzymes have a minor role
in its biosynthesis. For example, saturated LPA species can also be derived through secretory
phospholipase A2, which hydrolyzes phosphatidate in microvesicles that are shed from cells
during inflammation [35] and platelet aggregation [36]. In addition, LPA production by the
Group VIA phospholipase A2 (Ca2+-independent) appears to be involved in the development
of prostate cancers [37].

4. Crystal structure of ATX

The elucidation of the crystal structure of mouse and rat ATX revealed that the enzyme is
composed of four domains [9,34]. The most important among these domains is the slightly U-
shaped catalytic domain, which contains the enzyme’s active site, a hydrophobic pocket and
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hydrophobic channel. Although ATX can hydrolyze both nucleotides and lysophospholipid
substrates, when the unique hydrophobic pocket engages lysophospholipids, nucleotides are
unable to bind to the active site. In addition, lipid acyl chains form further interactions with
this pocket that nucleotides do not, which is also why ATX has a higher affinity for lysophos‐
pholipids [38]. The unique shape of the catalytic domain also accommodates the kinked acyl
chains of unsaturated fatty acids better than the linear conformations of saturated fatty acids
[34], which further explains substrate specificity for ATX.

ATX is the only member of the ENPP enzyme family that contains a hydrophobic pocket for
lysophospholipids, thus giving it a unique capability over other ENPPs. Interestingly, one
amino acid, asparagine 230, is required for ATX to recognize phosphate moieties and produce
lysophosphatidate. Mutating asparagine to alanine inhibited all production. [34] Other single-
point mutations deep within the hydrophobic pocket are capable of altering binding selectivity
and reducing some of ATX’s activity [9].

Perhaps the most exciting biological implication arising from the structural resolution of ATX
is its proposed role as a directed transporter of LPA. In other words, ATX does not appear to
arbitrarily release lysophospholipids from its hydrophobic pocket and channel them into
solution. Rather, ATX is hypothesized to directly transfer LPA to its receptors along the plasma
membrane. The flat surface of ATX on the side of the channel entrance facing the cell presum‐
ably facilitates this purpose [34]. This insinuates a role for ATX as an indirect initiator of cell
signaling through its guided transport of an agonist to its receptor. It also further explains early
observations of ATX as a motility-stimulating factor, even though it was actually due to LPA.

5. ATX Inhibitors

ATX, as an extracellular enzyme, is a very attractive drug candidate for reducing the abun‐
dance of extracellular LPA and subsequent signaling. Indeed, even a transient knockdown of
ATX using siRNA is sufficient to significantly reduce melanoma cell viability [2]. Furthermore,
the advantage of inhibiting ATX is the attenuation of signaling by all LPA receptors. This is
considerably advantageous over the use of individual receptor antagonists because there are
at least six and possibly eight confirmed LPA receptors with extensive redundancy. The design
of ATX inhibitors has been reviewed previously [39-41] and so we will focus only those
inhibitors that show utility in vivo.

Among the first ATX inhibitors was L-histidine, which was reported to have an ATX binding
affinity (Ki) of about 1 mM in vitro, with 10 mM concentrations required to block ATX-
stimulated migration in melanoma cells by 90% [42]. L-histidine inhibits ATX non-competi‐
tively by chelating cations such as Zn2+, which are required for optimum catalytic rates [42].
Later work showed L-histidine administered intraperitoneally to rats limits thioacetamide-
induced liver fibrosis [43]. Although L-histidine is required mM concentrations for activity in
vitro, the authors cited its importance because it was the first “proof-of-principle” that
inhibiting ATX was achievable.
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Few studies have focused on inhibiting ATX transcription. However, one study showed that
cholera toxin inhibits the proliferation of human hepatocellular carcinoma cells in vitro by
suppressing the production of ATX through a TNF-α-dependent mechanism [44]. Cholera toxin
increases the expression of anti-inflammatory cytokines (IL-4 and IL-10), which suppress ATX
mRNA levels [45]. Knockdown of ATX expression with siRNA decreased the effects of cholera-
toxin in suppressing the growth of Hep3B and Huh7 HCC cells [44]. Also, oral administration
of the anti-inflammatory steroid, prednisolone, decreased serum ATX levels in a dose-depend‐
ent manner in patients treated for autoimmune skin diseases [46]. It is uncertain if suppress‐
ing ATX activity contributed to symptom relief since tapering the prednisolone dosage caused
a rebound in serum ATX levels independently of disease severity. Significantly, the authors
proposed that serum ATX levels could be used as a marker of compliance and/or efficacy of
steroid therapy [46]. In addition, rifampicin, which is an inhibitor of DNA-dependent RNA
polymerase, can be used to lower ATX mRNA transcription in the treatment of cholestatic
pruritus. Cessation of rifampicin treatment led to both reoccurrence of pruritus and a re‐
bound of ATX levels to pretreatment levels [47]. All of the treatment options for decreasing ATX
expression appear to be effective in only specific diseases. By contrast, ATX inhibitors are
designed to block LPA production and therefore this approach should have greater utility in
multiple pathologies.

Major criteria for the efficacy of any therapeutic agent is a favorable therapeutic index and
good bioavailability and potency. Reports on competitive ATX inhibitors began around 2006.
These consisted of carba analogs of cyclic phosphatidate (cPA) with a Ki of approximately 100
nM (Table 2). These compounds inhibited metastasis of melanoma cells, which were injected
in the tail vein in mouse models [48] and they inhibited chronic inflammation-induced C-fiber
stimulation in rat neuropathic pain models [49]. However, cyclic phosphatidate analogs are
also weak agonists of LPA receptors, which limits their utility [39].

Compound Class In vivo therapeutic effects

cPA Lipid • inhibits B16F10 melanoma metastasis in mouse tail vein model [48]
• inhibits C-fiber stimulation by chronic inflammation in rat neuropathic pain
models [49]

BrP-LPA Lipid • reduces MDA-MB-231 orthotopic breast tumor growth in mice [50]
• inhibits A549 lung metastasis in engineered 3D mouse xenografts [51]
• radiosensitizes GL-261 mouse glioma models [52]
reduces collagen-induced arthritis in mice [53]

GWJ-A-23 Lipid • reduces allergen-induced asthmatic phenotype in ATX-transgenic mice [54]
• reduces fibrosis in bleomycin-treated mice [55]

PF-8380 Non-Lipid • inhibits inflammatory hyperalgesia in rat air-pouch models [30]
• radiosensitizes glioblastoma multiforme heteotropic mouse models [56]

ONO-8430506 Non-Lipid • reduces tumor growth and metastasis in 4T1/Balb/c syngeneic and
orthotopic mouse model and is synergistic with doxorubicin [33,57]
• reduces urethral tension in rat benign prostatic hyperplasia models [58]

Table 2. ATX inhibitors used to effect a therapeutic response in vivo
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A series of lipid-mimetic ATX inhibitors were developed in 2009 based on α-bromophospho‐
nates (BrP-LPA). The anti-BrP-LPA isomer had IC50 of 22 nM in plasma, which was more potent
than for syn-BrP-LPA [50] (Table 2). BrP-LPA is also a pan-antagonist of LPA1-3, which is
effective in decreasing to tumor growth in orthotopic xenograft models of breast cancer using
MDA-MB-231 cells [50] and in metastasis of A549 lung cancer cells in nude mice [51]. We have
also previously demonstrated that BrP-LPA is more effective than dacarbazine in reducing the
viability of melanoma cells [59].

In addition to its efficacy against cancer cells, BrP-LPA had a radio-sensitizing effect on the
tumor vasculature and delayed tumor growth by 7 days compared to radiation alone in a
heterotopic murine glioma model using GL-261 cells [52]. This study was one of the first to
demonstrate that ATX inhibitors can potential be used as an adjuvant therapy for cancer. A
later report showed that BrP-LPA attenuated disease symptoms by diminishing synovial LPA
signaling in a collagen-induced arthritis mouse model. Histological analysis of the joints
showed a marked decrease in inflammation and synovial hyperplasia [53].

Several lipid-analogs of LPC, which have been used as ATX inhibitors, have relatively poor
bioavailability, mainly because of the hydrophobic acyl tail [41]. This is illustrated by S32826,
which is a benzyl phosphonic acid derivative (Figure 3). Despite having a very low nM IC50 in
vitro, the long chain contributes to a very high lipophilicity and it cannot suppress circulating
ATX activity for more than a few minutes [32]. Analogs of S32826, such as GWJ-A-23, were
developed by shortening the hydrophobic chain and adding α-halo-or α-hydroxy-substituents
to increase solubility. However, most of these compounds are less potent inhibitors of ATX
compared to S32826 [60], but have been used in pulmonary studies of ATX [54,55]. Hence,
much of the recent effort in discovering ATX inhibitors for use in vivo has concentrated on
compounds that are more soluble and not based on lipid analogs.

There are numerous, small, non-lipid inhibitors of ATX that have been modified to increase
potency [40,41]. These inhibitors tend to have better bioavailability because of decreased
hydrophobicity and they are unlikely to be rapidly degraded by endogenous hydrolytic
pathways [61]. One of these is PF-8380, which is a piperazinylbenzoxazolone derivative that
was developed by Pfizer from compound library screening and optimization (Table 2). PF-8380
has an IC50 of 2.8 nM against recombinant human ATX and 101 nM for ATX in human whole
blood. It was the first ATX inhibitor that was reported to decrease plasma LPA levels in vivo
for an extended period [30]. In rat air-pouch models, 30 mg/kg PF-8380 inhibited inflammatory
hyperalgesia with the same efficacy as 30 mg/kg naproxen, a routinely used nonsteroidal anti-
inflammatory drug [30]. This dosage of PF-8380 produced a maximum decrease in LPA
concentrations in plasma and also at the site of inflammation. Like BrP-LPA, PF-8380 had
radio-sensitizing effects in a heterotopic mouse model of glioblastoma multiforme, delaying
tumor growth by at least 20 days [52, 56]. In this study, inhibition of ATX by PF-8380 abrogated
radiation-induced activation of Akt and subsequently decreased tumor vascularity and tumor
growth [56]. Although we have repeatedly tested 30 mg/kg PF-8380 in animal models of
melanoma, we have not observed a reduction of tumor growth (results not shown).

We have worked recently with another potent ATX inhibitor, which is a tetrahydrocarboline
derivative (ONO-8430506) developed by Ono Pharmaceuticals Ltd. (Patent WO20120052227).
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Oral dosing with 10 mg/kg ONO-8430506 suppressed plasma ATX activity as measured by
choline release assay in the presence of 3 mM LPC by at least 90% at 6 h after administration
in mice [33]. Plasma LPA levels were suppressed, especially the unsaturated species. C16:1-
LPA and C20:5-LPA remained non-detectable at 6 and 24 h after ONO-8430506 administration.
ONO-8430506 decreased the initial rate of tumor growth and subsequent lung metastasis by
up to 60% in a syngeneic orthotopic model of breast cancer in BALB/c mice. This was accom‐
panied by decreased concentrations of unsaturated LPA species in the breast tumors. These
findings again confirm that ATX produces most of the extracellular LPA and that decreases in
LPA concentrations in tissues mirror the decreases in plasma LPA levels following ATX
inhibition [30, 33].

In other work, ONO-8430506 (30 mg/kg/day) decreased intra-urethral pressure and this was
ascribed to urethral relaxation [58]. This work demonstrates the potential of ATX inhibition to
decrease smooth muscle contraction by LPA. It also shows that ATX inhibition ameliorates
urethral obstructive disease, such as benign prostatic hyperplasia.

6. Strategies to identify novel ATX inhibitors

So far, the most common technique for ATX inhibitor discovery and design is to screen libraries
of compounds by using assays with ATX substrates such as Fluorescent Substrate-3 (FS-3).
Inhibitors are then modified to increase potency. FS-3 is a fluorogenic substrate that is a doubly-
labeled analogue of LPC. The fluorophore is quenched through intra-molecular energy
transfer. Hydrolysis of FS-3 by ATX increases the fluorescent signal by removing the quencher
[62]. The initial studies with this technique identified several inhibitors with an IC50 in the µM
range [63, 64]. Later work with compounds designed from these studies developed nine
pharmacophores for ATX inhibition and the results of these analyses were used to screen the
National Cancer Institute’s open chemical repository database to prioritize screening efforts
[61]. This lead to the identification of several novel compounds with an IC50 in the high to low
µM range [61, 65].

The identification of the crystal structure of ATX is also enabling structure-activity relation‐
ships to be established and more rational-design approaches towards optimizing inhibitor
structures are now possible. The first study to report this approach was by Kawaguchi et al.
who identified a thiazolone derivative from a 81,600-compound library, which inhibited ATX
activity with an IC50 of 180 nM [66]. The authors proposed a series of side-chain modifications
from the crystal structure of ATX complexed with this inhibitor. This led to the synthesis of a
derivative compound, 3BoA, which has an IC50 of 13 nM [66]. More recent studies by Fells et
al. combined large library screening results using the crystal structure of ATX with virtual
screening tools to discover additional novel ATX inhibitors [67, 68]. This technique identified
a common aromatic sulfonamide structural motif among potent inhibitors that targets the
hydrophobic pocket of ATX. This accommodates the hydrocarbon tail of LPC/LPA [67, 68].
Similar techniques are expected to lead to the rapid development of ATX inhibitors for
subsequent testing and development in vivo.
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7. Physiological functions of ATX and LPA signaling

7.1. Vasculature system

Although studies in vitro detected no difference in the growth rate of ras-transformed NIH3T3
cells with or without ATX in culture, the growth rates in animals were significantly different,
which suggested a role for ATX in blood vessel formation [21]. Indeed, Matrigel plugs of cells
with ATX displayed extensive micro-aneurysms filled with red blood cells and more tumor
cells, further corroborating this role. Furthermore, the ability of ATX to stimulate blood vessel
formation in Matrigel plugs after 6 days was equivalent to VEGF, thus solidifying ATX as an
angiogenesis-stimulating factor in the circulation [69].

Developmentally, the expression of ATX is indispensible. Beginning at 8.5 days, ATX expres‐
sion is detectable in the early mouse embryo, within the floor plate of the neural tube [70].
Knocking out of ATX in mice causes embryonic lethality around 9.5 – 10.5 days with embryos
exhibiting open, kinky neural tubes [28,71]. Although heartbeats are detected until 10.5 days
in utero, contractions are weak, irregular and clearly abnormal. In addition, even the yolk sacs
of ATX knockout embryos are irregular with a complete absence of blood vessels. [72] The role
of ATX in vascular and neural development is also observed in zebrafish [72, 73]. ATX regulates
the differentiation of oligodendrocytes in the hindbrain [74] and the correct left-right asym‐
metry for normal organ morphogenesis through Wnt-dependent pathways [75]. Taken
together, these results definitively prove that the absence of ATX results in severe defects of
the vasculature system and embryonic lethality. Organisms cannot develop without functional
ATX expression.

Other groups have explored the parallel correlation by investigating the vasculature system
when ATX is overexpressed in transgenic mice. Interestingly, ATX transgenic mice have an
unusual susceptibility to bleeding and impaired platelet-dependent thrombus formation after
injury [10]. Further studies have confirmed an important role for ATX in platelet activation
through the production of LPA [76]. In addition, ATX binds to platelet β1-and β3-integrins,
which localizes ATX to the cell surface of the appropriate microenvironment [11].

8. Adipose tissue regulation

An alternative, yet highly interesting function of ATX in vivo occurs in adipogenesis, obesity
and the regulation of glucose homeostasis [77]. Foremost, ATX is expressed and secreted by
adipose tissue. Its expression is also significantly upregulated during pre-adipocyte differen‐
tiation into adipocytes (adipogenesis) as well as in the adipose tissue of genetically obese
diabetic mice [78]. In support of this finding, transgenic ATX mice accumulate more fat than
littermates when they are fed a high-fat diet and thus, are more susceptible to diet-induced
obesity [79]. Other work showed that ATX mRNA is upregulated in differentiating adipocytes
but downregulated in hypertrophied adipocytes from obese mice [80]. Further, in humans,
serum ATX levels and ATX mRNA expression in subcutaneous fat were negatively correlated
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with body mass index [80]. However this does not appear to be true if the subject is diabetic.
Instead, these patients tend to have higher serum ATX levels [80]. In regards to the regulation
of glucose metabolism, LPA produced by ATX is able to dose-dependently inhibit glucose-
induced insulin secretion [77, 81]. Furthermore, knocking out the expression of ATX in adipose
tissue results in a mouse with improved glucose tolerance [82].

9. Wound healing, tissue remodeling and inflammation

ATX and LPA facilitate critical processes necessary for skin re-epithelialization and wound
healing. For example, among blister fluids, both ATX and LPA are produced and detected,
originating de novo in the blister fluid and not from plasma. LPA is a potent activator of platelet
aggregation and promotes keratinocyte migration, proliferation and differentiation. Thus,
ATX and LPA facilitate critical processes necessary for skin re-epithelialization and wound
healing [83]. ATX expression and LPA production are increased in rabbit aqueous humor
following wounding by corneal freezing [84].

The range of physiological functions requiring ATX is quite diverse. For example, ATX and LPA
signaling are involved in luteal tissue remodeling of regressing corpora lutea in rat ovaries. This
occurs by recruiting phagocytes and proliferating fibroblasts, which are ultimately the factors
involved in remodeling [85]. Other roles for ATX include hair follicle morphogenesis [86], bone
mineralization [87] and myeloid differentiation in human bone marrow [88].

Another unique role of ATX occurs in response to oxidative stress in microglia, whereby ATX
expression is increased. This protects microglia cells from damage by H2O2 and this effect is
partially reversed by the mixed LPA1/3 antagonist, Ki16425 [89]. Microglia cells overexpressing
ATX show suppressed production of the pro-inflammatory cytokines, TNF-α and IL-6, and
increases in the anti-inflammatory cytokine IL-10 upon treatment with lipopolysaccharide [90].
ATX is expressed in high endothelial venules in lymph nodes and other secondary lymphoid
tissues [91]. This mediates lymphocyte extravasation, a process required for maintaining
immune homeostasis [92, 93]. However, in chronically inflamed tissues, ATX mediates
lymphocyte trafficking and increases cytokine production in response to repeated micro-
injuries and incomplete tissue repair [94-96].

Interestingly, the catalytic activity of ATX has a dualistic role in wound healing. In this way,
an ATX-like enzyme, SMaseD, is responsible for the pathology associated with venomous
poisons through its dermonecrotic and hemolytic activities [97, 98]. In other words, the
aberrant over-production of LPA by ATX cultivates an inappropriate immune response,
similar to a wound that never heals, whereby overabundant inflammatory cytokines and
chemokines are released. The damage is manifested in several ways, including the presence
of severe dermonecrosis with blackened or missing skin appearing at the wounded site. The
dermonecrosis can occur after envenomation by either Loxosceles reclusa, the brown recluse
spider [97], or Hemiscorpius lepturus, a venomous scorpion [98]. Intriguingly, susceptibility to
SMaseD is conferred by the LPA1 receptor [99], suggesting a possible role for LPA receptor
antagonists in this pathology.
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As mentioned above, one of the main functions of ATX in adults is to repair damaged tissue.
ATX is secreted in this situation partly in response to inflammation and the release of inflam‐
matory cytokines. In normal wound healing, the production of LPA by ATX causes cells to
migrate into the area of damage to effect wound repair and the formation of new blood vessels.
In cases where the inflammation is not resolved, the process can result in tissue damage and
fibrosis as in rheumatoid arthritis, atherosclerosis, organ fibrosis, diabetes and even obesity
[100]. Cancer can be added to this list since it has been likened to “a wound that does not heal”
[101]. The role of inflammatory cytokines in tumor progression [102-106] explains why
inflammatory bowel disease and viral hepatitis can progress to cancer [107].

10. ATX in malignancy: Metastasis and angiogenesis

ATX is among the top 40 upregulated genes in metastatic cancer [108] and this is explained by
the effects of LPA, which signals through at least six and putatively eight G-protein-coupled
receptors. Through these receptors, LPA stimulates cell motility, cell survival/viability, cell
proliferation, morphological changes, contraction, wound healing and invasion [109-118]. LPA
achieves these effects by signaling through the relative activations of phosphatidylinositol 3-
kinase (PI3K), ERK1/2, mTOR, Ca2+-transients, Rac, Rho and Ras [119].

The involvement of ATX and LPA in tumor progression affects multiple malignant processes
and stages of tumor progression. For example, LPA increases the production of vascular
endothelial growth factor, which stimulates angiogenesis [51, 120], a process required for
tumor growth beyond 1 mm. However, in order for tumors to arise at all, tumor suppressors
must be made ineffective. LPA levels can rise to 10 µM in the ascites fluid from advanced
ovarian cancer patients [121]. Interestingly, LPA also decreases the abundance of the tumor
suppressor, p53 [122], thus increasing cancer cell survival and proliferation, even in the
presence of actinomycin D.

Pre-clinical models of disease and clinical pathology provide insight into the role of ATX and
LPA receptors in cancer. For example, transgenic multiparous mice designed to overexpress
ATX, LPA1, LPA2 or LPA3 in mammary epithelium develop spontaneous metastatic mammary
tumors as they age [123]. Women who express high levels of LPA3 receptors in epithelial cells,
or ATX in stromal cells, have larger breast tumors, nodal involvement, and higher stages of
disease [124]. Since many early stage breast cancer patients are able to be cured using current
treatment modalities, this suggests that the presence of ATX and/or LPA receptors has the
ability to alter outcomes of malignancy.

The involvement of ATX and LPA in tumor progression can be understood in terms of a
dysfunctional wound healing response. As mentioned above, one of the main functions of ATX
in adults is to repair damaged tissue. ATX is secreted in this situation partly in response to
inflammation and the release of inflammatory cytokines. In normal wound healing, the
production of LPA by ATX causes cells to migrate into the area of damage to effect wound
repair and the formation of new blood vessels. Cancer can be considered to be a case of
unresolved inflammation and it has been likened to “a wound that does not heal” [101]. In
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fact, inflammation is now considered to be one of the “Hallmarks of Cancer” [125]. The
secretion of ATX and increased LPA signaling should now be included as one of the inflam‐
matory factors that drives tumor progression.

The role of ATX and LPA in this process is well illustrated in the case of work with mouse
models of breast cancer. Most breast cancer cells do not themselves express ATX, but rather
this is produced by fibroblasts within the breast tissue or by the surrounding adipose tissue
[33] (Figure 3). The development of the breast tumor causes the release of inflammatory
cytokines, which stimulate fibroblasts and adipose tissue to secrete ATX in a syngeneic
orthotopic mouse model of breast cancer [33, 107]. This is part of a vicious cycle since LPA in
turn stimulates the production of inflammatory cytokines [126-128]. This inflammatory cycle
can be effectively blocked in a mouse by inhibiting ATX activity with ONO-8430506, which
results in about a 60% decrease in tumor growth and lung metastasis.

Figure 3. Proposed inflammatory-mediated models of ATX secretion. A) In cancer cells that overexpress ATX such as
thyroid cancers, neuroblastomas and melanomas, autocrine-secreted ATX produces LPA, which signals through LPA re‐
ceptors (LPARs) on the cancer cell surface. This signaling further increases the production of pro-inflammatory signals in‐
cluding growth factors, cytokines and chemokines. These molecules in turn can signal through specific receptors to
increase ATX production. B) In breast cancer, a paracrine model of ATX secretion is possible since breast adipose tissue se‐
cretes high levels of ATX, whereas breast cancer cells normally produce negligible ATX. As the tumor grows, pro-inflam‐
matory signals secreted by the tumor create an inflammatory environment within the surrounding adipose tissue (green
arrows). This signaling increases ATX secretion and LPA production, which in turn can establish an autocrine feedback
loop of increased pro-inflammatory signaling and ATX production (red arrows) within the adipose tissue. Increased ATX
and LPA production can in turn contribute to tumor progression (green arrows). A combination of both autocrine and
paracrine production of ATX is also possible when cancer cells produce significant quantities of ATX.

Although breast cancer cells do not do not express significant levels of ATX activity, this is not
typical of other tumors where ATX activity is expressed in the cancer cells themselves. These
cancers include thyroid [129], neuroblastomas [71, 130, 131] and melanomas [132-134].
However, in the case of melanomas, their normal predecessor cells, melanocytes, do not
express ATX. Thus, the data suggests that ATX expression is acquired during the transition to
malignancy in melanoma [2]. The secretion of inflammatory cytokines by cells in the tumor
also produces a vicious cycle of ATX secretion and LPA production, which is a driving force
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in tumor progression [107]. In the case of breast tumors, we propose that the ATX come from
surrounding adipose tissue, whereas in thyroid tumors, neuroblastomas and melanomas, ATX
is secreted by the cancer cells (Figure 3).

11. ATX in chemo-resistance

Another important role of ATX expression and LPA signaling in malignancy occurs during
the acquisition and manifestation of chemo-resistance. LPA facilitates chemo-resistance to the
cytotoxic effects mediated by Taxol [119, 135, 136], doxorubicin [57], actinomycin D [122] and
carboplatin [137]. These effects are mediated by LPA partly through activation of survival and
viability pathways, such as ERK and PI3K. In addition, we previously demonstrated that LPA
signaling does not encompass the entire molecular mechanism and there are other proteins,
like the Regulators of G-protein Signaling proteins, which play a more dominant role [138].
Indeed, in the absence of appropriate Regulators of G-protein Signaling proteins, cells exposed
to LPA have increased capacity to acquire chemo-resistance.

As chemo-resistance is a complex process, there are other molecular mechanisms involved.
For example, among chemo-resistant cells, increased expression of multidrug resistance
transporters enables toxins, like chemotherapeutic drugs, to be exported out of cancer cells.
This is particularly problematic in the case of renal cell carcinomas, for which cytotoxic
chemotherapy is largely ineffective, but also occurs widely in malignancy.

Recent work shows that the activation of PI3K by through LPA1 receptors increases the stability
of the transcription factor Nrf2, which increases the expression of antioxidant genes and
multidrug resistant transporters [57]. The expression of antioxidant genes protects cancer cells
against the oxidative damage caused by chemotherapeutic agents. Also, the expression of
multidrug resistant transporters enables toxic oxidative products and chemotherapeutic drugs
to be exported out of cancer cells. These effects explain why inhibiting ATX activity and
blocking LPA signaling improves the efficacy of doxorubicin as a chemotherapeutic agent [57].
Thus blocking ATX activity can provide a novel adjuvant therapy for improving the efficacy
of existing chemotherapeutic agents.

ATX inhibition could also have a beneficial effect as an adjuvant for improving the effects of
radiotherapy as discussed above. This is possible since LPA, through activation of LPA2

receptors, also protects against radiation-induced cell death. This action depends on the
depletion Siva-1, which is a pro-apoptotic signaling protein [139].

The function of ATX in aggravating resistance to chemotherapy and radiotherapy can be
understood in terms of the vicious cycle of inflammation caused by repeated bouts of therapy
as described above [140] (Figure 3). Cancer therapy itself causes damage to the tumor and
surrounding tissue, which responds by producing inflammatory cytokines resulting in
increased ATX production [107]. This explains why blocking this cycle by inhibiting LPA
formation can improve the sensitivity to chemotherapy by attenuating the effects of increased
Nrf2 expression.
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12. ATX in melanoma

Although accumulating studies suggest that inhibiting ATX activity could provide a novel
adjuvant therapy for improving the efficacy of existing chemotherapeutic agents, we have
previously demonstrated a role for ATX inhibitors as monotherapy against advanced cutane‐
ous melanoma [2,48,59]. After injecting B16F10 metastatic melanoma cells into the tail veins of
C57/Bl6 mice, we observed a significant reduction in the number of lung nodules, which
represent metastatic melanoma tumors, after treatment with a phosphonothionate analogue of
carba cyclic phosphatidic acid, thio-ccPA 18:1 [2]. This compound was synthesized for im‐
proved metabolic stability and activity, based on our previous results [48]. In addition to being
an inhibitor of ATX, thio-ccPA 18:1 is a direct antagonist of LPA1 and LPA3 receptors [141].

As mentioned previously, melanomas are notoriously resistant to chemotherapy. In light of
the role of ATX/LPA signaling in melanoma, perhaps it should not be surprising that mela‐
noma cells, which produce high quantities of ATX, are resistant to chemotherapy, since
excessive LPA signaling contributes to this phenotype. Only a few chemotherapy agents are
approved options against melanoma, these include dacarbazine and temozolomide. Thus, we
compared these single agents against both the anti-BrP-LPA and the mixed diastereomers BrP-
LPA on the viability of MeWo melanoma cells. Indeed, both BrP-LPA compounds were more
effective single-agents at 10 µM and 100 µM than either dacarbazine or temozolomide, at
concentration ranging from 10-1000 µM [59]. This suggests that targeted approaches against
ATX in melanoma have potential and further results will be reported in due time.

Besides cutaneous melanoma, in a study on uveal melanoma, ATX was the only gene among
32 candidate genes whose expression was sufficient to distinguish classes representing
metastasis and prognosis. Paradoxically, “underexpression” of ATX correlated with poor
prognosis and metastatic death among 27 samples [132]. Based on the discussion provided
above it is tempting to propose that melanocytes evolved to survive solar ultraviolet radiation
and simultaneously provide protection to neighboring cells by producing ATX and thus
providing LPA. However, with repeated DNA damage and incomplete repair from excessive
UV radiation, melanocytes are malignantly transformed into melanoma cells. At this point,
the increased production of ATX and signaling by inflammatory cytokines, which are meant
to facilitate repair, could be subverted into promoting cancer progression.

13. Summary and conclusions

Advanced metastatic melanoma is an incurable disease in dire need of additional therapeutic
options. Although many newly targeted inhibitors have extended the life of patients with
BRAF mutations, they do not achieve cure due to chemo-resistance, and they are not applicable
to patients with Wild-type B-Raf. Thus, additional therapeutics are desperately needed to treat
this growing population. Herein we have summarized the current state of ATX inhibitors and
what we currently know about the role of ATX in melanoma and malignancy.

The original ATX inhibitors had little utility in vivo because of the very low bioavailability.
However, as described above, potent ATX inhibitors are now being developed, which are
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effective in vivo for longer than 24 h. These inhibitors appear to be well tolerated by animals
and the next stage is to take such inhibitors through Phase 1 clinical trials. These ATX inhibitors
should be effective in improving the outcomes for which the ATX/LPA axis is involved. These
include various forms of cancer whereby an ATX inhibitor could be used as a monotherapy
or as an adjuvant to improve existing chemotherapies or radiation treatment. The ATX
inhibitors should also be effective in improving the treatment of a variety of inflammatory
conditions. These compounds deserve further examination.

Acknowledgements

This  work  was  supported  by  research  grants  from  the  National  Institutes  of  Health
(1R15CA151006-01 American Recovery and Reinvestment Act and 1R15CA176653-01A1), a
Research Scholar Grant 120634-RSG-11-269-01-CDD from the American Cancer Society and
a  Distinguished  Scientist  award  from  the  Georgia  Research  Alliance  to  MMM.  MGKB
received a Vanier Canada Graduate Scholarship from the Government of Canada, a Killam
Trust Award and an MD/PhD scholarship from Alberta Innovates-Health Solutions. DNB
was  supported  by  grants  from  the  Canadian  Breast  Cancer  Foundation,  Women  and
Children’s Health Research Institute of the University of Alberta and CIHR with the Alberta
Cancer Foundation. DNB declares a conflict of interest in having received a consulting fee
from Ono Pharmaceuticals.

Author details

David N. Brindley1, Matthew G.K. Benesch1 and Mandi M. Murph2*

*Address all correspondence to: mmurph@uga.edu

1 Signal Transduction Research Group, Department of Biochemistry, University of Alberta,
Heritage Medical Research Center, Edmonton, Alberta, Canada

2 Department of Pharmaceutical and Biomedical Sciences, The University of Georgia, College
of Pharmacy, Athens, Georgia, USA

References

[1] Stracke ML, Krutzsch HC, Unsworth EJ, Arestad A, Cioce V, Schiffmann E, Liotta LA
(1992) Identification, purification, and partial sequence analysis of autotaxin, a novel
motility-stimulating protein. J Biol Chem 267: 2524-2529.

Autotaxin – An Enzymatic Augmenter of Malignant Progression Linked to Inflammation
http://dx.doi.org/10.5772/59013

311



[2] Altman MK, Gopal V, Jia W, Yu S, Hall H, Mills GB, McGinnis AC, Bartlett MG,
Jiang G, Madan D, Prestwich GD, Xu Y, Davies MA, Murph MM (2010) Targeting
melanoma growth and viability reveals dualistic functionality of the phosphonothio‐
nate analogue of carba cyclic phosphatidic acid. Mol Cancer 9: 140.

[3] Hashimoto T, Okudaira S, Igarashi K, Hama K, Yatomi Y, Aoki J (2012) Identification
and biochemical characterization of a novel autotaxin isoform, ATXdelta, with a
four-amino acid deletion. J Biochem 151: 89-97.

[4] Boutin JA, Ferry G (2009) Autotaxin. Cell Mol Life Sci 66: 3009-3021.

[5] Hausmann J, Perrakis A, Moolenaar WH (2013) Structure-function relationships of
autotaxin, a secreted lysophospholipase D. Adv Biol Regul 53: 112-117.

[6] Jansen S, Stefan C, Creemers JW, Waelkens E, Van Eynde A, Stalmans W, Bollen M
(2005) Proteolytic maturation and activation of autotaxin (NPP2), a secreted metasta‐
sis-enhancing lysophospholipase D. J Cell Sci 118: 3081-3089.

[7] Koike S, Keino-Masu K, Ohto T, Masu M (2006) The N-terminal hydrophobic se‐
quence of autotaxin (ENPP2) functions as a signal peptide. Genes Cells 11: 133-142.

[8] Houben AJ, van Wijk XM, van Meeteren LA, van Zeijl L, van de Westerlo EM, Haus‐
mann J, Fish A, Perrakis A, van Kuppevelt TH, Moolenaar WH (2013) The polybasic
insertion in autotaxin alpha confers specific binding to heparin and cell surface hep‐
aran sulfate proteoglycans. J Biol Chem 288: 510-519.

[9] Hausmann J, Kamtekar S, Christodoulou E, Day JE, Wu T, Fulkerson Z, Albers HM,
van Meeteren LA, Houben AJ, van Zeijl L, Jansen S, Andries M, Hall T, Pegg LE,
Benson TE, Kasiem M, Harlos K, Kooi CW, Smyth SS, Ovaa H, Bollen M, Morris AJ,
Moolenaar WH, Perrakis A (2011) Structural basis of substrate discrimination and in‐
tegrin binding by autotaxin. Nat Struct Mol Biol 18: 198-204.

[10] Pamuklar Z, Federico L, Liu S, Umezu-Goto M, Dong A, Panchatcharam M, Fulker‐
son Z, Berdyshev E, Natarajan V, Fang X, van Meeteren LA, Moolenaar WH, Mills
GB, Morris AJ, Smyth SS (2009) Autotaxin/lysopholipase D and lysophosphatidic
acid regulate murine hemostasis and thrombosis. J Biol Chem 284: 7385-7394.

[11] Fulkerson Z, Wu T, Sunkara M, Kooi CV, Morris AJ, Smyth SS (2011) Binding of au‐
totaxin to integrins localizes lysophosphatidic acid production to platelets and mam‐
malian cells. J Biol Chem 286: 34654-34663.

[12] Wu T, Vander Kooi C, Shah P, Charnigo R, Huang C, Smyth SS, Morris AJ (2013) In‐
tegrin-mediated cell surface recruitment of autotaxin promotes persistent directional
cell migration. FASEB J: 10.1096/fj.1013-229211.

[13] Clair T, Lee HY, Liotta LA, Stracke ML (1997) Autotaxin is an exoenzyme possessing
5'-nucleotide phosphodiesterase/ATP pyrophosphatase and ATPase activities. J Biol
Chem 272: 996-1001.

Melanoma – Current Clinical Management and Future Therapeutics312



[14] Albright RA, Chang WC, Robert D, Ornstein DL, Cao W, Liu L, Redick ME, Young JI,
De La Cruz EM, Braddock DT (2012) NPP4 is a procoagulant enzyme on the surface
of vascular endothelium. Blood 120: 4432-4440.

[15] Stefan C, Gijsbers R, Stalmans W, Bollen M (1999) Differential regulation of the ex‐
pression of nucleotide pyrophosphatases/phosphodiesterases in rat liver. Biochim Bi‐
ophys Acta 1450: 45-52.

[16] Albright RA, Ornstein DL, Cao W, Chang WC, Robert D, Tehan M, Hoyer D, Liu L,
Stabach P, Yang G, De La Cruz EM, Braddock DT (2014) Molecular basis of puriner‐
gic signal metabolism by ectonucleotide pyrophosphatase/phosphodiesterases 4 and
1 and implications in stroke. J Biol Chem 289: 3294-3306.

[17] Sakagami H, Aoki J, Natori Y, Nishikawa K, Kakehi Y, Natori Y, Arai H (2005) Bio‐
chemical and molecular characterization of a novel choline-specific glycerophospho‐
diester phosphodiesterase belonging to the nucleotide pyrophosphatase/
phosphodiesterase family. J Biol Chem 280: 23084-23093.

[18] Duan RD, Bergman T, Xu N, Wu J, Cheng Y, Duan J, Nelander S, Palmberg C, Nils‐
son A (2003) Identification of human intestinal alkaline sphingomyelinase as a novel
ecto-enzyme related to the nucleotide phosphodiesterase family. J Biol Chem 278:
38528-38536.

[19] Lee HY, Clair T, Mulvaney PT, Woodhouse EC, Aznavoorian S, Liotta LA, Stracke
ML (1996) Stimulation of tumor cell motility linked to phosphodiesterase catalytic
site of autotaxin. J Biol Chem 271: 24408-24412.

[20] Lee HY, Bae GU, Jung ID, Lee JS, Kim YK, Noh SH, Stracke ML, Park CG, Lee HW,
Han JW (2002) Autotaxin promotes motility via G protein-coupled phosphoinositide
3-kinase gamma in human melanoma cells. FEBS Lett 515: 137-140.

[21] Nam SW, Clair T, Campo CK, Lee HY, Liotta LA, Stracke ML (2000) Autotaxin
(ATX), a potent tumor motogen, augments invasive and metastatic potential of ras-
transformed cells. Oncogene 19: 241-247.

[22] Brindley DN (1993) Hepatic secretion of lysphosphatidylcholine: a novel transport
system for polyunsaturated fatty acids and choline. J Nutr Biochem 4: 442-449.

[23] Mangiapane EH, Brindley DN (1986) Effects of dexamethasone and insulin on the
synthesis of triacylglycerols and phosphatidylcholine and the secretion of very-low-
density lipoproteins and lysophosphatidylcholine by monolayer cultures of rat hepa‐
tocytes. Biochem J 233: 151-160.

[24] Graham A, Bennett AJ, McLean AA, Zammit VA, Brindley DN (1988) Factors regu‐
lating the secretion of lysophosphatidylcholine by rat hepatocytes compared with the
synthesis and secretion of phosphatidylcholine and triacylglycerol. Effects of albu‐
min, cycloheximide, verapamil, EGTA and chlorpromazine. Biochem J 253: 687-692.

[25] Graham A, Zammit VA, Brindley DN (1988) Fatty acid specificity for the synthesis of
triacylglycerol and phosphatidylcholine and for the secretion of very-low-density lip‐

Autotaxin – An Enzymatic Augmenter of Malignant Progression Linked to Inflammation
http://dx.doi.org/10.5772/59013

313



oproteins and lysophosphatidylcholine by cultures of rat hepatocytes. Biochem J 249:
727-733.

[26] Graham A, Zammit VA, Christie WW, Brindley DN (1991) Sexual dimorphism in the
preferential secretion of unsaturated lysophosphatidylcholine by rat hepatocytes but
no secretion by sheep hepatocytes. Biochim Biophys Acta 1081: 151-158.

[27] Saulnier-Blache JS (2004) [Lysophosphatidic acid: a "bioactive" phospholipid]. Med
Sci (Paris) 20: 799-803.

[28] van Meeteren LA, Ruurs P, Stortelers C, Bouwman P, van Rooijen MA, Pradere JP,
Pettit TR, Wakelam MJ, Saulnier-Blache JS, Mummery CL, Moolenaar WH, Jonkers J
(2006) Autotaxin, a secreted lysophospholipase D, is essential for blood vessel forma‐
tion during development. Mol Cell Biol 26: 5015-5022.

[29] Tanaka M, Okudaira S, Kishi Y, Ohkawa R, Iseki S, Ota M, Noji S, Yatomi Y, Aoki J,
Arai H (2006) Autotaxin stabilizes blood vessels and is required for embryonic vascu‐
lature by producing lysophosphatidic acid. J Biol Chem 281: 25822-25830.

[30] Gierse J, Thorarensen A, Beltey K, Bradshaw-Pierce E, Cortes-Burgos L, Hall T, John‐
ston A, Murphy M, Nemirovskiy O, Ogawa S, Pegg L, Pelc M, Prinsen M, Schnute M,
Wendling J, Wene S, Weinberg R, Wittwer A, Zweifel B, Masferrer J (2010) A novel
autotaxin inhibitor reduces lysophosphatidic acid levels in plasma and the site of in‐
flammation. J Pharmacol Exp Ther 334: 310-317.

[31] Albers HM, Dong A, van Meeteren LA, Egan DA, Sunkara M, van Tilburg EW,
Schuurman K, van Tellingen O, Morris AJ, Smyth SS, Moolenaar WH, Ovaa H (2010)
Boronic acid-based inhibitor of autotaxin reveals rapid turnover of LPA in the circu‐
lation. Proc Natl Acad Sci U S A 107: 7257-7262.

[32] Ferry G, Moulharat N, Pradere JP, Desos P, Try A, Genton A, Giganti A, Beucher-
Gaudin M, Lonchampt M, Bertrand M, Saulnier-Blache JS, Tucker GC, Cordi A, Bou‐
tin JA (2008) S32826, a nanomolar inhibitor of autotaxin: discovery, synthesis and
applications as a pharmacological tool. J Pharmacol Exp Ther 327: 809-819.

[33] Benesch MGK, Tang X, Maeda T, Ohhata A, Zhao YY, Kok BPC, Dewald J, Hitt M,
Curtis JM, McMullen TPW, Brindley DN (2014) Inhibition of autotaxin delays breast
tumor growth and lung metastasis in mice. FASEB J 28: 2655-2666.

[34] Nishimasu H, Okudaira S, Hama K, Mihara E, Dohmae N, Inoue A, Ishitani R, Taka‐
gi J, Aoki J, Nureki O (2011) Crystal structure of autotaxin and insight into GPCR ac‐
tivation by lipid mediators. Nat Struct Mol Biol 18: 205-212.

[35] Fourcade O, Simon MF, Viode C, Rugani N, Leballe F, Ragab A, Fournie B, Sarda L,
Chap H (1995) Secretory phospholipase A2 generates the novel lipid mediator lyso‐
phosphatidic acid in membrane microvesicles shed from activated cells. Cell 80:
919-927.

Melanoma – Current Clinical Management and Future Therapeutics314



[36] Sano T, Baker D, Virag T, Wada A, Yatomi Y, Kobayashi T, Igarashi Y, Tigyi G (2002)
Multiple mechanisms linked to platelet activation result in lysophosphatidic acid and
sphingosine 1-phosphate generation in blood. J Biol Chem 277: 21197-21206.

[37] Li H, Zhao Z, Wei G, Yan L, Wang D, Zhang H, Sandusky GE, Turk J, Xu Y (2010)
Group VIA phospholipase A2 in both host and tumor cells is involved in ovarian
cancer development. FASEB J.

[38] Tabchy A, Tigyi G, Mills GB (2011) Location, location, location: a crystal-clear view of
autotaxin saturating LPA receptors. Nat Struct Mol Biol 18: 117-118.

[39] Federico L, Pamuklar Z, Smyth SS, Morris AJ (2008) Therapeutic potential of autotax‐
in/lysophospholipase d inhibitors. Curr Drug Targets 9: 698-708.

[40] Albers HM, Ovaa H (2012) Chemical evolution of autotaxin inhibitors. Chem Rev
112: 2593-2603.

[41] Barbayianni E, Magrioti V, Moutevelis-Minakakis P, Kokotos G (2013) Autotaxin in‐
hibitors: a patent review. Expert Opin Ther Pat 23: 1123-1132.

[42] Clair T, Koh E, Ptaszynska M, Bandle RW, Liotta LA, Schiffmann E, Stracke ML
(2005) L-histidine inhibits production of lysophosphatidic acid by the tumor-associat‐
ed cytokine, autotaxin. Lipids Health Dis 4: 5.

[43] El-Batch M, Ibrahim W, Said S (2011) Effect of histidine on autotaxin activity in ex‐
perimentally induced liver fibrosis. J Biochem Mol Toxicol 25: 143-150.

[44] Xia Q, Deng AM, Wu SS, Zheng M (2011) Cholera toxin inhibits human hepatocarci‐
noma cell proliferation in vitro via suppressing ATX/LPA axis. Acta Pharmacol Sin
32: 1055-1062.

[45] Kehlen A, Lauterbach R, Santos AN, Thiele K, Kabisch U, Weber E, Riemann D,
Langner J (2001) IL-1 beta-and IL-4-induced down-regulation of autotaxin mRNA
and PC-1 in fibroblast-like synoviocytes of patients with rheumatoid arthritis (RA).
Clin Exp Immunol 123: 147-154.

[46] Sumida H, Nakamura K, Yanagida K, Ohkawa R, Asano Y, Kadono T, Tamaki K, Ig‐
arashi K, Aoki J, Sato S, Ishii S, Shimizu T, Yatomi Y (2013) Decrease in circulating
autotaxin by oral administration of prednisolone. Clin Chim Acta 415: 74-80.

[47] Kremer AE, van Dijk R, Leckie P, Schaap FG, Kuiper EM, Mettang T, Reiners KS,
Raap U, van Buuren HR, van Erpecum KJ, Davies NA, Rust C, Engert A, Jalan R,
Oude Elferink RP, Beuers U (2012) Serum autotaxin is increased in pruritus of choles‐
tasis, but not of other origin, and responds to therapeutic interventions. Hepatology
56: 1391-1400.

[48] Baker DL, Fujiwara Y, Pigg KR, Tsukahara R, Kobayashi S, Murofushi H, Uchiyama
A, Murakami-Murofushi K, Koh E, Bandle RW, Byun HS, Bittman R, Fan D, Murph
M, Mills GB, Tigyi G (2006) Carba analogs of cyclic phosphatidic acid are selective

Autotaxin – An Enzymatic Augmenter of Malignant Progression Linked to Inflammation
http://dx.doi.org/10.5772/59013

315



inhibitors of autotaxin and cancer cell invasion and metastasis. J Biol Chem 281:
22786-22793.

[49] Kakiuchi Y, Nagai J, Gotoh M, Hotta H, Murofushi H, Ogawa T, Ueda H, Murakami-
Murofushi K (2011) Antinociceptive effect of cyclic phosphatidic acid and its deriva‐
tive on animal models of acute and chronic pain. Mol Pain 7: 1744-8069.

[50] Zhang H, Xu X, Gajewiak J, Tsukahara R, Fujiwara Y, Liu J, Fells JI, Perygin D, Parrill
AL, Tigyi G, Prestwich GD (2009) Dual activity lysophosphatidic acid receptor pan-
antagonist/autotaxin inhibitor reduces breast cancer cell migration in vitro and caus‐
es tumor regression in vivo. Cancer Res 69: 5441-5449.

[51] Xu X, Prestwich GD (2010) Inhibition of tumor growth and angiogenesis by a lyso‐
phosphatidic acid antagonist in an engineered three-dimensional lung cancer xeno‐
graft model. Cancer 116: 1739-1750.

[52] Schleicher SM, Thotala DK, Linkous AG, Hu R, Leahy KM, Yazlovitskaya EM, Halla‐
han DE (2011) Autotaxin and LPA receptors represent potential molecular targets for
the radiosensitization of murine glioma through effects on tumor vasculature. PLoS
One 6: e22182.

[53] Nikitopoulou I, Kaffe E, Sevastou I, Sirioti I, Samiotaki M, Madan D, Prestwich GD,
Aidinis V (2013) A metabolically-stabilized phosphonate analog of lysophosphatidic
acid attenuates collagen-induced arthritis. PLoS One 8: e70941.

[54] Park GY, Lee YG, Berdyshev E, Nyenhuis S, Du J, Fu P, Gorshkova IA, Li Y, Chung
S, Karpurapu M, Deng J, Ranjan R, Xiao L, Jaffe HA, Corbridge SJ, Kelly EA, Jarjour
NN, Chun J, Prestwich GD, Kaffe E, Ninou I, Aidinis V, Morris AJ, Smyth SS, Acker‐
man SJ, Natarajan V, Christman JW (2013) Autotaxin production of lysophosphatidic
Acid mediates allergic asthmatic inflammation. Am J Respir Crit Care Med 188:
928-940.

[55] Oikonomou N, Mouratis MA, Tzouvelekis A, Kaffe E, Valavanis C, Vilaras G, Kara‐
meris A, Prestwich GD, Bouros D, Aidinis V (2012) Pulmonary autotaxin expression
contributes to the pathogenesis of pulmonary fibrosis. Am J Respir Cell Mol Biol 47:
566-574.

[56] Bhave SR, Dadey DY, Karvas RM, Ferraro DJ, Kotipatruni RP, Jaboin JJ, Hallahan
AN, Dewees TA, Linkous AG, Hallahan DE, Thotala D (2013) Autotaxin Inhibition
with PF-8380 Enhances the Radiosensitivity of Human and Murine Glioblastoma Cell
Lines. Front Oncol 3: 00236.

[57] Venkatraman G, Benesch MGK, Tang X, Dewald J, McMullen TPW, Brindley DN
(2014) Lysophosphatidate signalling stabilizes Nrf2 and increases the expression of
genes involved in drug resistance and oxidative stress responses: Implications for
cancer treatment. FASEB J: Under Review.

[58] Saga H, Ohhata A, Hayashi A, Katoh M, Maeda T, Mizuno H, Takada Y, Komichi Y,
Ota H, Matsumura N, Shibaya M, Sugiyama T, Nakade S, Kishikawa K (2014) A nov‐

Melanoma – Current Clinical Management and Future Therapeutics316



el highly potent autotaxin/ENPP2 inhibitor produces prolonged decreases in plasma
lysophosphatidic acid formation in vivo and regulates urethral tension. PLoS One 9:
e93230.

[59] Nguyen D, Nguyen O, Zhang H, Prestwich GD, Murph MM (2011) A Bromophosph‐
onate Analogue of Lysophosphatidic Acid Surpasses Dacarbazine in Reducing Cell
Proliferation and Viability of MeWo Melanoma Cells. In: Murph MM, editor. Re‐
search on Melanoma-A Glimpse into Current Directions and Future Trends: InTech.

[60] Jiang G, Madan D, Prestwich GD (2011) Aromatic phosphonates inhibit the lysophos‐
pholipase D activity of autotaxin. Bioorg Med Chem Lett 21: 5098-5101.

[61] North EJ, Howard AL, Wanjala IW, Pham TC, Baker DL, Parrill AL (2010) Pharmaco‐
phore development and application toward the identification of novel, small-mole‐
cule autotaxin inhibitors. J Med Chem 53: 3095-3105.

[62] Ferguson CG, Bigman CS, Richardson RD, van Meeteren LA, Moolenaar WH, Pre‐
stwich GD (2006) Fluorogenic phospholipid substrate to detect lysophospholipase D/
autotaxin activity. Org Lett 8: 2023-2026.

[63] Saunders LP, Ouellette A, Bandle R, Chang WC, Zhou H, Misra RN, De La Cruz EM,
Braddock DT (2008) Identification of small-molecule inhibitors of autotaxin that in‐
hibit melanoma cell migration and invasion. Mol Cancer Ther 7: 3352-3362.

[64] Parrill AL, Echols U, Nguyen T, Pham TC, Hoeglund A, Baker DL (2008) Virtual
screening approaches for the identification of non-lipid autotaxin inhibitors. Bioorg
Med Chem 16: 1784-1795.

[65] Mize CD, Abbott AM, Gacasan SB, Parrill AL, Baker DL (2011) Ligand-based auto‐
taxin pharmacophore models reflect structure-based docking results. J Mol Graph
Model 31: 76-86.

[66] Kawaguchi M, Okabe T, Okudaira S, Nishimasu H, Ishitani R, Kojima H, Nureki O,
Aoki J, Nagano T (2013) Screening and X-ray crystal structure-based optimization of
autotaxin (ENPP2) inhibitors, using a newly developed fluorescence probe. ACS
Chem Biol 8: 1713-1721.

[67] Fells JI, Lee SC, Norman DD, Tsukahara R, Kirby RJ, Nelson S, Seibel W, Papoian R,
Patil R, Miller DD, Parrill AL, Pham T-C, Baker DL, Bittman R, Tigyi G (2013) Target‐
ing the Hydrophobic Pocket of Autotaxin with Virtual Screening of Inhibitors Identi‐
fies a Common Aromatic Sulfonamide Structural Motif. FEBS Journal 281: 1017-1028.

[68] Fells JI, Lee SC, Fujiwara Y, Norman DD, Lim KG, Tsukahara R, Liu J, Patil R, Miller
DD, Kirby RJ, Nelson S, Seibel W, Papoian R, Parrill AL, Baker DL, Bittman R, Tigyi
G (2013) Hits of a high-throughput screen identify the hydrophobic pocket of auto‐
taxin/lysophospholipase D as an inhibitory surface. Mol Pharmacol 84: 415-424.

Autotaxin – An Enzymatic Augmenter of Malignant Progression Linked to Inflammation
http://dx.doi.org/10.5772/59013

317



[69] Nam SW, Clair T, Kim YS, McMarlin A, Schiffmann E, Liotta LA, Stracke ML (2001)
Autotaxin (NPP-2), a metastasis-enhancing motogen, is an angiogenic factor. Cancer
Res 61: 6938-6944.

[70] Bachner D, Ahrens M, Betat N, Schroder D, Gross G (1999) Developmental expres‐
sion analysis of murine autotaxin (ATX). Mech Dev 84: 121-125.

[71] Kishi Y, Okudaira S, Tanaka M, Hama K, Shida D, Kitayama J, Yamori T, Aoki J, Fuji‐
maki T, Arai H (2006) Autotaxin is overexpressed in glioblastoma multiforme and
contributes to cell motility of glioblastoma by converting lysophosphatidylcholine to
lysophosphatidic acid. J Biol Chem 281: 17492-17500.

[72] Yukiura H, Hama K, Nakanaga K, Tanaka M, Asaoka Y, Okudaira S, Arima N, Inoue
A, Hashimoto T, Arai H, Kawahara A, Nishina H, Aoki J (2011) Autotaxin regulates
vascular development via multiple lysophosphatidic acid (LPA) receptors in zebra‐
fish. J Biol Chem 286: 43972-43983.

[73] Moolenaar WH, Houben AJ, Lee SJ, van Meeteren LA (2013) Autotaxin in embryonic
development. Biochim Biophys Acta 1831: 13-19.

[74] Yuelling LW, Waggener CT, Afshari FS, Lister JA, Fuss B (2012) Autotaxin/ENPP2
regulates oligodendrocyte differentiation in vivo in the developing zebrafish hind‐
brain. Glia 60: 1605-1618.

[75] Lai SL, Yao WL, Tsao KC, Houben AJ, Albers HM, Ovaa H, Moolenaar WH, Lee SJ
(2012) Autotaxin/Lpar3 signaling regulates Kupffer's vesicle formation and left-right
asymmetry in zebrafish. Development 139: 4439-4448.

[76] Rother E, Brandl R, Baker DL, Goyal P, Gebhard H, Tigyi G, Siess W (2003) Subtype-
selective antagonists of lysophosphatidic Acid receptors inhibit platelet activation
triggered by the lipid core of atherosclerotic plaques. Circulation 108: 741-747.

[77] Rancoule C, Attane C, Gres S, Fournel A, Dusaulcy R, Bertrand C, Vinel C, Treguer
K, Prentki M, Valet P, Saulnier-Blache JS (2013) Lysophosphatidic acid impairs glu‐
cose homeostasis and inhibits insulin secretion in high-fat diet obese mice. Diabetolo‐
gia 56: 1394-1402.

[78] Ferry G, Tellier E, Try A, Gres S, Naime I, Simon MF, Rodriguez M, Boucher J, Tack I,
Gesta S, Chomarat P, Dieu M, Raes M, Galizzi JP, Valet P, Boutin JA, Saulnier-Blache
JS (2003) Autotaxin is released from adipocytes, catalyzes lysophosphatidic acid syn‐
thesis, and activates preadipocyte proliferation. Up-regulated expression with adipo‐
cyte differentiation and obesity. J Biol Chem 278: 18162-18169.

[79] Federico L, Ren H, Mueller PA, Wu T, Liu S, Popovic J, Blalock EM, Sunkara M,
Ovaa H, Albers HM, Mills GB, Morris AJ, Smyth SS (2012) Autotaxin and its product
lysophosphatidic acid suppress brown adipose differentiation and promote diet-in‐
duced obesity in mice. Mol Endocrinol 26: 786-797.

[80] Nishimura S, Nagasaki M, Okudaira S, Aoki J, Ohmori T, Ohkawa R, Nakamura K,
Igarashi K, Yamashita H, Eto K, Uno K, Hayashi N, Kadowaki T, Komuro I, Yatomi

Melanoma – Current Clinical Management and Future Therapeutics318



Y, Nagai R (2014) ENPP2 contributes to adipose tissue expansion in diet-induced
obesity. Diabetes: doi: 10.2337/db2313-1694.

[81] Rancoule C, Dusaulcy R, Treguer K, Gres S, Attane C, Saulnier-Blache JS (2014) In‐
volvement of autotaxin/lysophosphatidic acid signaling in obesity and impaired glu‐
cose homeostasis. Biochimie 96: 140-143.

[82] Dusaulcy R, Rancoule C, Gres S, Wanecq E, Colom A, Guigne C, van Meeteren LA,
Moolenaar WH, Valet P, Saulnier-Blache JS (2011) Adipose-specific disruption of au‐
totaxin enhances nutritional fattening and reduces plasma lysophosphatidic acid. J
Lipid Res 52: 1247-1255.

[83] Mazereeuw-Hautier J, Gres S, Fanguin M, Cariven C, Fauvel J, Perret B, Chap H, Sal‐
les JP, Saulnier-Blache JS (2005) Production of lysophosphatidic acid in blister fluid:
involvement of a lysophospholipase D activity. J Invest Dermatol 125: 421-427.

[84] Tokumura A, Taira S, Kikuchi M, Tsutsumi T, Shimizu Y, Watsky MA (2012) Lyso‐
phospholipids and lysophospholipase D in rabbit aqueous humor following corneal
injury. Prostaglandins Other Lipid Mediat 97: 83-89.

[85] Masuda K, Haruta S, Orino K, Kawaminami M, Kurusu S (2013) Autotaxin as a nov‐
el, tissue-remodeling-related factor in regressing corpora lutea of cycling rats. FEBS J
280: 6600-6612.

[86] Grisanti L, Rezza A, Clavel C, Sennett R, Rendl M (2013) Enpp2/Autotaxin in dermal
papilla precursors is dispensable for hair follicle morphogenesis. J Invest Dermatol
133: 2332-2339.

[87] Mebarek S, Abousalham A, Magne D, Do le D, Bandorowicz-Pikula J, Pikula S, Bu‐
chet R (2013) Phospholipases of mineralization competent cells and matrix vesicles:
roles in physiological and pathological mineralizations. Int J Mol Sci 14: 5036-5129.

[88] Evseenko D, Latour B, Richardson W, Corselli M, Sahaghian A, Cardinal S, Zhu Y,
Chan R, Dunn B, Crooks GM (2013) Lysophosphatidic acid mediates myeloid differ‐
entiation within the human bone marrow microenvironment. PLoS One 8: e63718.

[89] Awada R, Rondeau P, Gres S, Saulnier-Blache JS, Lefebvre d'Hellencourt C, Bourdon
E (2012) Autotaxin protects microglial cells against oxidative stress. Free Radic Biol
Med 52: 516-526.

[90] Awada R, Saulnier-Blache JS, Gres S, Bourdon E, Rondeau P, Parimisetty A, Orihuela
R, Harry GJ, d'Hellencourt CL (2014) Autotaxin Downregulates LPS-Induced Micro‐
glia Activation and Pro-Inflammatory Cytokines Production. Journal of Cellular Bio‐
chemistry: doi: 10.1002/jcb.24889.

[91] Umemoto E, Hayasaka H, Bai Z, Cai L, Yonekura S, Peng X, Takeda A, Tohya K,
Miyasaka M (2011) Novel regulators of lymphocyte trafficking across high endothe‐
lial venules. Crit Rev Immunol 31: 147-169.

Autotaxin – An Enzymatic Augmenter of Malignant Progression Linked to Inflammation
http://dx.doi.org/10.5772/59013

319



[92] Bai Z, Cai L, Umemoto E, Takeda A, Tohya K, Komai Y, Veeraveedu PT, Hata E, Su‐
giura Y, Kubo A, Suematsu M, Hayasaka H, Okudaira S, Aoki J, Tanaka T, Albers
HM, Ovaa H, Miyasaka M (2013) Constitutive lymphocyte transmigration across the
basal lamina of high endothelial venules is regulated by the autotaxin/lysophosphati‐
dic acid axis. J Immunol 190: 2036-2048.

[93] Zhang Y, Chen YC, Krummel MF, Rosen SD (2012) Autotaxin through lysophospha‐
tidic acid stimulates polarization, motility, and transendothelial migration of naive T
cells. J Immunol 189: 3914-3924.

[94] Nakasaki T, Tanaka T, Okudaira S, Hirosawa M, Umemoto E, Otani K, Jin S, Bai Z,
Hayasaka H, Fukui Y, Aozasa K, Fujita N, Tsuruo T, Ozono K, Aoki J, Miyasaka M
(2008) Involvement of the lysophosphatidic acid-generating enzyme autotaxin in
lymphocyte-endothelial cell interactions. Am J Pathol 173: 1566-1576.

[95] van Meeteren LA, Moolenaar WH (2007) Regulation and biological activities of the
autotaxin-LPA axis. Prog Lipid Res 46: 145-160.

[96] Budd DC, Qian Y (2013) Development of lysophosphatidic acid pathway modulators
as therapies for fibrosis. Future Med Chem 5: 1935-1952.

[97] Lee S, Lynch KR (2005) Brown recluse spider (Loxosceles reclusa) venom phospholi‐
pase D (PLD) generates lysophosphatidic acid (LPA). Biochem J 391: 317-323.

[98] Borchani L, Sassi A, Ben Gharsa H, Safra I, Shahbazzadeh D, Ben Lasfar Z, El Ayeb
M (2013) The pathological effects of Heminecrolysin, a dermonecrotic toxin from
Hemiscorpius lepturus scorpion venom are mediated through its lysophospholipase
D activity. Toxicon 68: 30-39.

[99] van Meeteren LA, Frederiks F, Giepmans BN, Pedrosa MF, Billington SJ, Jost BH,
Tambourgi DV, Moolenaar WH (2004) Spider and bacterial sphingomyelinases D tar‐
get cellular lysophosphatidic acid receptors by hydrolyzing lysophosphatidylcholine.
J Biol Chem 279: 10833-10836.

[100] Krishnamoorthy S, Honn KV (2006) Inflammation and disease progression. Cancer
Metastasis Rev 25: 481-491.

[101] Dvorak HF (1986) Tumors: wounds that do not heal. Similarities between tumor stro‐
ma generation and wound healing. N Engl J Med 315: 1650-1659.

[102] Allavena P, Garlanda C, Borrello MG, Sica A, Mantovani A (2008) Pathways connect‐
ing inflammation and cancer. Curr Opin Genet Dev 18: 3-10.

[103] Chopra M, Riedel SS, Biehl M, Krieger S, von Krosigk V, Bauerlein CA, Brede C, Jor‐
dan Garrote AL, Kraus S, Schafer V, Ritz M, Mattenheimer K, Degla A, Mottok A,
Einsele H, Wajant H, Beilhack A (2013) Tumor necrosis factor receptor 2-dependent
homeostasis of regulatory T cells as a player in TNF-induced experimental metasta‐
sis. Carcinogenesis 34: 1296-1303.

Melanoma – Current Clinical Management and Future Therapeutics320



[104] Germano G, Allavena P, Mantovani A (2008) Cytokines as a key component of can‐
cer-related inflammation. Cytokine 43: 374-379.

[105] Grivennikov SI (2013) Inflammation and colorectal cancer: colitis-associated neopla‐
sia. Semin Immunopathol 35: 229-244.

[106] Wu JM, Xu Y, Skill NJ, Sheng H, Zhao Z, Yu M, Saxena R, Maluccio MA (2010) Auto‐
taxin expression and its connection with the TNF-alpha-NF-kappaB axis in human
hepatocellular carcinoma. Mol Cancer 9: 71.

[107] Benesch MGK, Ko YM, McMullen TPW, Brindley DN (2014) Autotaxin in the cross‐
hairs: Taking aim at cancer and other inflammatory conditions. FEBS Letters 588:
2712-2727.

[108] Euer N, Schwirzke M, Evtimova V, Burtscher H, Jarsch M, Tarin D, Weidle UH
(2002) Identification of genes associated with metastasis of mammary carcinoma in
metastatic versus non-metastatic cell lines. Anticancer Res 22: 733-740.

[109] Bollen M, Gijsbers R, Ceulemans H, Stalmans W, Stefan C (2000) Nucleotide pyro‐
phosphatases/phosphodiesterases on the move. Crit Rev Biochem Mol Biol 35:
393-432.

[110] Debies MT, Welch DR (2001) Genetic basis of human breast cancer metastasis. J
Mammary Gland Biol Neoplasia 6: 441-451.

[111] Brindley DN (2004) Lipid phosphate phosphatases and related proteins: signaling
functions in development, cell division, and cancer. J Cell Biochem 92: 900-912.

[112] Moolenaar WH, van Meeteren LA, Giepmans BN (2004) The ins and outs of lyso‐
phosphatidic acid signaling. Bioessays 26: 870-881.

[113] Gendaszewska-Darmach E (2008) Lysophosphatidic acids, cyclic phosphatidic acids
and autotaxin as promising targets in therapies of cancer and other diseases. Acta Bi‐
ochim Pol 55: 227-240.

[114] Liu S, Murph M, Panupinthu N, Mills GB (2009) ATX-LPA receptor axis in inflamma‐
tion and cancer. Cell Cycle 8: 3695-3701.

[115] Panupinthu N, Lee HY, Mills GB (2010) Lysophosphatidic acid production and ac‐
tion: critical new players in breast cancer initiation and progression. Br J Cancer 102:
941-946.

[116] Houben AJ, Moolenaar WH (2011) Autotaxin and LPA receptor signaling in cancer.
Cancer Metastasis Rev 30: 557-565.

[117] Gotoh M, Fujiwara Y, Yue J, Liu J, Lee S, Fells J, Uchiyama A, Murakami-Murofushi
K, Kennel S, Wall J, Patil R, Gupte R, Balazs L, Miller DD, Tigyi GJ (2012) Controlling
cancer through the autotaxin-lysophosphatidic acid receptor axis. Biochem Soc Trans
40: 31-36.

Autotaxin – An Enzymatic Augmenter of Malignant Progression Linked to Inflammation
http://dx.doi.org/10.5772/59013

321



[118] Peyruchaud O, Leblanc R, David M (2013) Pleiotropic activity of lysophosphatidic
acid in bone metastasis. Biochim Biophys Acta 1831: 99-104.

[119] Samadi N, Bekele R, Capatos D, Venkatraman G, Sariahmetoglu M, Brindley DN
(2011) Regulation of lysophosphatidate signaling by autotaxin and lipid phosphate
phosphatases with respect to tumor progression, angiogenesis, metastasis and che‐
mo-resistance. Biochimie 93: 61-70.

[120] So J, Wang FQ, Navari J, Schreher J, Fishman DA (2005) LPA-induced epithelial ovar‐
ian cancer (EOC) in vitro invasion and migration are mediated by VEGF receptor-2
(VEGF-R2). Gynecol Oncol 97: 870-878.

[121] Baker DL, Morrison P, Miller B, Riely CA, Tolley B, Westermann AM, Bonfrer JM,
Bais E, Moolenaar WH, Tigyi G (2002) Plasma lysophosphatidic acid concentration
and ovarian cancer. JAMA 287: 3081-3082.

[122] Murph MM, Hurst-Kennedy J, Newton V, Brindley DN, Radhakrishna H (2007) Ly‐
sophosphatidic acid decreases the nuclear localization and cellular abundance of the
p53 tumor suppressor in A549 lung carcinoma cells. Mol Cancer Res 5: 1201-1211.

[123] Liu S, Umezu-Goto M, Murph M, Lu Y, Liu W, Zhang F, Yu S, Stephens LC, Cui X,
Murrow G, Coombes K, Muller W, Hung MC, Perou CM, Lee AV, Fang X, Mills GB
(2009) Expression of autotaxin and lysophosphatidic acid receptors increases mam‐
mary tumorigenesis, invasion, and metastases. Cancer Cell 15: 539-550.

[124] Popnikolov NK, Dalwadi BH, Thomas JD, Johannes GJ, Imagawa WT (2012) Associa‐
tion of autotaxin and lysophosphatidic acid receptor 3 with aggressiveness of human
breast carcinoma. Tumour Biol 33: 2237-2243.

[125] Hanahan D, Weinberg RA (2011) Hallmarks of cancer: the next generation. Cell 144:
646-674.

[126] Zhao C, Fernandes MJ, Prestwich GD, Turgeon M, Di Battista J, Clair T, Poubelle PE,
Bourgoin SG (2008) Regulation of lysophosphatidic acid receptor expression and
function in human synoviocytes: implications for rheumatoid arthritis? Mol Pharma‐
col 73: 587-600.

[127] Nikitopoulou I, Oikonomou N, Karouzakis E, Sevastou I, Nikolaidou-Katsaridou N,
Zhao Z, Mersinias V, Armaka M, Xu Y, Masu M, Mills GB, Gay S, Kollias G, Aidinis
V (2012) Autotaxin expression from synovial fibroblasts is essential for the pathogen‐
esis of modeled arthritis. J Exp Med 209: 925-933.

[128] Hartman ZC, Poage GM, den Hollander P, Tsimelzon A, Hill J, Panupinthu N,
Zhang Y, Mazumdar A, Hilsenbeck SG, Mills GB, Brown PH (2013) Growth of triple-
negative breast cancer cells relies upon coordinate autocrine expression of the proin‐
flammatory cytokines IL-6 and IL-8. Cancer Research 73: 3470-3480.

Melanoma – Current Clinical Management and Future Therapeutics322



[129] Kehlen A, Englert N, Seifert A, Klonisch T, Dralle H, Langner J, Hoang-Vu C (2004)
Expression, regulation and function of autotaxin in thyroid carcinomas. Int J Cancer
109: 833-838.

[130] Kawagoe H, Stracke ML, Nakamura H, Sano K (1997) Expression and transcriptional
regulation of the PD-Ialpha/autotaxin gene in neuroblastoma. Cancer Res 57:
2516-2521.

[131] Farina AR, Cappabianca L, Ruggeri P, Di Ianni N, Ragone M, Merolle S, Sano K,
Stracke ML, Horowitz JM, Gulino A, Mackay AR (2012) Constitutive autotaxin tran‐
scription by Nmyc-amplified and non-amplified neuroblastoma cells is regulated by
a novel AP-1 and SP-mediated mechanism and abrogated by curcumin. FEBS Lett
586: 3681-3691.

[132] Singh AD, Sisley K, Xu Y, Li J, Faber P, Plummer SJ, Mudhar HS, Rennie IG, Kessler
PM, Casey G, Williams BG (2007) Reduced expression of autotaxin predicts survival
in uveal melanoma. Br J Ophthalmol 91: 1385-1392.

[133] Jankowski M (2011) Autotaxin: its role in biology of melanoma cells and as a phar‐
macological target. Enzyme Res 8: 194857.

[134] Braeuer RR, Zigler M, Kamiya T, Dobroff AS, Huang L, Choi W, McConkey DJ,
Shoshan E, Mobley AK, Song R, Raz A, Bar-Eli M (2012) Galectin-3 contributes to
melanoma growth and metastasis via regulation of NFAT1 and autotaxin. Cancer
Res 72: 5757-5766.

[135] Samadi N, Gaetano C, Goping IS, Brindley DN (2009) Autotaxin protects MCF-7
breast cancer and MDA-MB-435 melanoma cells against Taxol-induced apoptosis.
Oncogene 28: 1028-1039.

[136] Samadi N, Bekele RT, Goping IS, Schang LM, Brindley DN (2011) Lysophosphatidate
induces chemo-resistance by releasing breast cancer cells from taxol-induced mitotic
arrest. PLoS One 6: e20608.

[137] Vidot S, Witham J, Agarwal R, Greenhough S, Bamrah HS, Tigyi GJ, Kaye SB, Ri‐
chardson A (2010) Autotaxin delays apoptosis induced by carboplatin in ovarian can‐
cer cells. Cell Signal 22: 926-935.

[138] Hooks SB, Callihan P, Altman MK, Hurst JH, Ali MW, Murph MM (2010) Regulators
of G-Protein signaling RGS10 and RGS17 regulate chemoresistance in ovarian cancer
cells. Mol Cancer 9: 289.

[139] Brindley DN, Lin FT, Tigyi GJ (2013) Role of the autotaxin-lysophosphatidate axis in
cancer resistance to chemotherapy and radiotherapy. Biochim Biophys Acta 1831:
74-85.

[140] Schneider G, Sellers ZP, Abdel-Latif A, Morris AJ, Ratajczak MZ (2014) Bioactive Lip‐
ids, LPC and LPA, are Novel Pro-metastatic Factors and Their Tissue Levels Increase

Autotaxin – An Enzymatic Augmenter of Malignant Progression Linked to Inflammation
http://dx.doi.org/10.5772/59013

323



in Response to Radio/Chemotherapy. Mol Cancer Res: doi:
10.1158/1541-7786.MCR-1114-0188.

[141] Prestwich GD, Gajewiak J, Zhang H, Xu X, Yang G, Serban M (2008) Phosphatase-
resistant analogues of lysophosphatidic acid: agonists promote healing, antagonists
and autotaxin inhibitors treat cancer. Biochim Biophys Acta 1781: 588-594.

Melanoma – Current Clinical Management and Future Therapeutics324


