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Chronic kidney disease (CKD) is highly incident and prevalent in the world. The death of patients with CKD is primarily due to
cardiovascular disease. Renal transplantation (RT) emerges as the best management alternative for patients with CKD. However,
the incidence of acute renal graft dysfunction is 11.8% of the related living donor and 17.4% of the cadaveric donor.
Anticardiolipin antibodies (ACAs) or antiphospholipid antibodies (APAs) are important risk factors for acute renal graft
dysfunction. The determination of ACA or APA to candidates for RT could serve as prognostic markers of early graft failure
and would indicate which patients could benefit from anticoagulant therapy. Cardiolipin is a fundamental molecule that plays
an important role in the adequate conformation of the mitochondrial cristae and the correct assembly of the mitochondrial
respiratory supercomplexes and other proteins essential for proper mitochondrial function. Cardiolipin undergoes a nonrandom
oxidation process by having pronounced specificity unrelated to the polyunsaturation pattern of its acyl groups. Accumulation
of hydroxyl derivatives and cardiolipin hydroperoxides has been observed in the affected tissues, and recent studies showed that
oxidation of cardiolipin is carried out by a cardiolipin-specific peroxidase activity of cardiolipin-bound cytochrome c.
Cardiolipin could be responsible for the proapoptotic production of death signals. Cardiolipin modulates the production of
energy and participates in inflammation, mitophagy, and cellular apoptosis. The determination of cardiolipin or its antibodies is
an attractive therapeutic, diagnostic target in RT and kidney diseases.

1. Introduction

Chronic kidney disease (CKD) is a serious public health
problem in México and in the world [1]. The reports of the
CKD registry in Jalisco (México) estimate the annual inci-
dence rate of 411 per million inhabitants and the prevailing
rate of 1556 per million inhabitants [2]. CKD has the capacity
to progress to end-stage renal disease (ESRD) and to trigger
serious complications that condition the death of patients.
Cardiovascular disease (CVD) is the leading cause of death
in patients with ESRD [3]. Hemodialysis (HD), peritoneal
dialysis (PD), and renal transplantation (RT) constitute renal
replacement therapy in ESDR [4, 5]. RT is the treatment of

choice for patients with ESRD; however, the capacity of
health systems worldwide is insufficient to meet the current
needs [6]. It has been reported that the incidence of acute
transplanted renal graft dysfunction ranges from 11.8% of
related living donors to 17.4% of cadaveric donors [7, 8].
The existence of anticardiolipin antibodies (ACAs) may be
a risk factor for renal thrombotic microangiopathy after
RT. Asymptomatic ACA may be associated with acute graft
dysfunction, even if thrombotic episodes are not observed
[9]. Possibly, the early oxidation of cardiolipin can initiate
the oxidation of low-density cholesterol (oxLDL), which
could generate other inflammatory phospholipids [10].
OxLDL is abundantly found in atherosclerotic lesions and
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favors proinflammatory properties by activating T cells,
endothelial cells, and monocytes/macrophages [11]. As
reported, anticardiolipin antibodies (ACAs) are not associ-
ated with an increased risk of death among patients with
HD or CVD [12]. Determining ACA and antiphospholipid
antibody (APA) in candidates for RT can warn of possible
early graft failure and indicate which patients can benefit
from anticoagulant therapy [13]. In the present review, the
cardiolipin in mitochondria and its effect on inflammation,
oxidative stress, and mitophagy in CKD and RT are
addressed. In addition, the role of ACA and APA in CKD
and RT was reviewed.

1.1. The Nephron. The nephron is the functional unit of the
kidney, whose main objective is to regulate the composition
of body fluids through the processes of filtering, reabsorp-
tion, and secretion [14]. The active and passive solute reab-
sorption is carried out by the renal tubules in a process that
consumes high levels of adenosine triphosphate (ATP) [15].
The production of ATP is mainly generated by aerobic
metabolism [15]. Normal renal function involves numerous
types of cells, including tubular epithelial cells, endothelial
cells, and podocytes that work in coordination to form a del-
icate balance that involves many enzymatic processes and
activities that require intensive energy use; among them
was the transport of sodium that requires close coordination
between supply and demand [16]. Renal tubular cells are rich
in mitochondria and depend on the oxidative phosphoryla-
tion process for the generation of ATP for proper function-
ing. In case of mitochondrial injury or failure, renal cell
functions are severely affected [17]. Even at rest, the meta-
bolic rate of the kidney is high; a large number of functional
mitochondria are required to provide enough energy to reg-
ulate fluid and electrolyte balance, maintain acid-base
homeostasis, regulate blood pressure, eliminate waste from
the bloodstream, and reabsorb the nutrients. Glomerular fil-
tration is a passive process that depends on the maintenance
of hydrostatic pressure in the glomeruli [18]. In contrast, the
reabsorption of glucose, ions, and nutrients is driven by ionic
gradients and occurs through ATP-dependent channels and
transporters [19, 20]. The mitochondria are the main source
of generation of reactive oxygen species (ROS) and the inter-
nal mitochondrial membrane respiratory complex. Com-
plexes III and I are the main sites for the generation of the
superoxide radical anion (O2

⋅-) [21]. Cytochrome c (cyt c)
catalyzes the oxidation of cardiolipin in the presence of
ROS, which contributes to permeabilization of the mitochon-
drial membrane [22]. In addition, it has been reported that
oxidation of ROS-induced cardiolipin affects the activity of
respiratory chain complex I [23].

1.2. Cardiolipin. Cardiolipin (1,3-bis(sn-3′-phosphatidyl)-
sn-glycerol) plays an important biological role by associating
with subcellular particles of mitochondria [24]. Cardiolipin is
a tetra-acyl anionic phospholipid highly conserved in bacte-
ria and mitochondria, it is a dimeric phosphatidic acid with
glycerol, and characteristically it contains a central prochiral
carbon, two phosphates, and four acyl chains. Cardiolipin
shows asymmetry in relation to the chains of acyl groups

and their distribution in the internal mitochondrial mem-
brane [25]. Cardiolipin phosphate groups were originally
described as strong acids due to their pK values. Phosphates
are ionized at a physiological pH, which makes cardiolipin
an amphiphilic lipid with a negative net charge [26]. It was
previously described that cardiolipin could have a pK1 close
to 3 and a pK2 > 7:5. However, recently by calorimetric and
pH titrations using cardiolipin with uniform saturation and
fatty acid length chains, a pK1 = 2:15 and a pK2 = 3:15 were
detected [27]. This is very important because the ionization
state of cardiolipin influences (1) its interaction with other
molecules in the mitochondrial inner membrane, (2) the
membrane structure, and (3) the transport of molecules
and ions [28]. Structurally, the four-acyl chains of the cardi-
olipin together with its negatively charged polar part give the
cardiolipin a conical shape, the polar region being the top of
the cone and the flexible and variable acyl chains the base of
the cone. Cardiolipin spontaneously forms inverse laminar
or hexagonal structures depending on the saturation of the
acyl chains and the pH of the solution. Cardiolipin is crucial
to maintain the curvature of the mitochondrial ridges and the
potential of the inner membrane. The length, saturation, and
oxidation of acyl groups provide differential influences on the
shape, binding, function, and stability of cardiolipin [29].
Cardiolipin participates in the maintenance of the structural
integrity of the mitochondrial membrane. The highest con-
centration of cardiolipin is concentrated in the inner mono-
layer of the inner mitochondrial membrane, and a
significant portion binds to proteins. The enzymatic respira-
tory complexes of the mitochondrial respiratory chain, the
adenine nucleotide transporter, the F0F1-ATP synthase, and
decoupling protein 1 bind with high affinity to the cardiolipin
for the correct assembly and stability of its quaternary struc-
ture and its correct functioning [30]. Each species of cardio-
lipin has subtle structural differences, and polyunsaturated
acyl chains are candidates for lipid peroxidation. Like their
unsaturated phospholipid equivalents, many cardiolipin oxi-
dation products have the potential to transmit information to
lipoperoxidation product receptors. Acyl fragments of the
oxidized cardiolipin chains are capable of transmitting infor-
mation upon dissociation [31]. The interactions of cardioli-
pin with proteins are essential to understand many of its
functions. It has been documented that many proteins inter-
act structurally and functionally with cardiolipin and their
presence is essential for many of them [32]. Cardiolipins
bound to respiratory complexes III and IV are crucial for
electron transport. The cytochrome bc1 cardiolipin binding
sites are located on the surface exposed to the membrane of
respiratory chain complex III [33]. To maintain the integrity
of the structure of complex III, the cardiolipin spontaneously
diffuses at the interface of the cytochrome bc1 dimer that
postulates the separate reduction of the quinone and the oxi-
dation of the quinol site by completing a catalytic cycle, a site
that receives a quinone molecule, two heme b electrons, and
two protons from the negative membrane site, which also
suggests that cardiolipins have an important role in the pro-
ton transport [34]. Cardiolipin molecules are strongly linked
to cytochrome c oxidase (cyt c oxidase), a terminal complex
of the respiratory chain essential for their function [35]. In

2 Oxidative Medicine and Cellular Longevity



fact, the sequential elimination of 3-4 cardiolipin molecules
strongly bound to each cyt c oxidase monomer leads to the
loss of electron transport activity and favors the dissociation
of the VIa and VIb subunits of the enzyme complex [36].
Two cardiolipin binding sites in cyt c oxidase are involved
in the pathways that bind cardiolipins to the entrance of pro-
ton D and H channels, highlighting the importance of cardi-
olipins in proton delivery to complex IV [37]. Other
peripheral membrane proteins and soluble proteins interact
with cardiolipin. For example, light chain 3 of the 1A/1B pro-
teins associated with microtubules is involved in the mito-
chondrial degradation process (mitophagy) by recognizing
the externalization of cardiolipin by damaged mitochondria
[38]. In addition, cardiolipin participates in the maintenance
of the nonspheroidal membrane structure [39]. Cardiolipin
and its oxidation products should be recognized as cellular
signals that regulate various metabolic pathways [40]. Poly-
unsaturated acyl chains of cardiolipin after oxidation pro-
duce countless lipid mediators of cell signaling [41]. The
initially synthesized mitochondrial cardiolipin may include
a variety of acyl chains. However, in various tissues, including
the kidney, the nascent cardiolipin undergoes further trans-
formations by a remodeling process to form cardiolipins with
identical acyl chains. It is believed that excessive production
of O2

⋅- radicals by the mitochondrial electron chain and by
dehydrogenases of the Krebs cycle can produce random reac-
tions of chemical oxidation in different biomolecules, includ-
ing phospholipids that generate highly diversified molecular
speciation of cardiolipins [42].

1.3. Mitochondria and Cardiolipin. Mitochondria are very
varied complex and dynamic subcellular compartments; in
a specific tissue, mitochondria can exist as small individual
organelles or form a large tubular network attached to an
interconnected membrane depending on environmental fac-
tors. The fundamental functions of mitochondria are cellular
respiration, calcium homeostasis, phospholipid synthesis,
fatty acid oxidation, apoptosis, ROS generation, and detoxifi-
cation, among others [43]. Mitochondria contain four com-
partments: the outer membrane, the inner membrane, the
intramembrane space, and the matrix. The outer membrane
surrounds the organelle, is relatively permeable, and houses
protein complexes that regulate the importation of proteins.
The inner membrane is impermeable to ions and molecules,
which is critical to maintain the electrochemical gradient that
drives oxidative phosphorylation, is aligned adjacent to the
outer membrane, and is characterized by the presence of
numerous ridges that are divided into two distinct regions:
the inner boundary membrane (IBM) and the ridges. The
surface area of the inner membrane (IBM plus ridges) is >4
times larger than that of the outer membrane [44]. The
expansion and contraction of ridges are physiologically rele-
vant processes that occur in response to metabolic distur-
bances [45]. In vitro studies show that in giant unilamellar
vesicles (GUV), cardiolipin induces the formation of narrow
and dynamic tubular extensions or invaginations similar to
mitochondrial ridges that can change shape according to
the pH of the medium. Therefore, cardiolipin plays a crucial
role in the formation of GUV-like invaginations; this effect

may be relevant for the biogenesis of mitochondrial ridges
[46]. For survival and interaction with the environment, cells
require continuous production of ATP. The oxidative phos-
phorylation system produces 90-95% of ATP for tissues
and organs that require high energy demand such as the
brain, heart, and kidney. ATP is generated through the grad-
ual oxidation of carbohydrates, amino acids, and fatty acids.
For that reason, mitochondrial dysfunction is strongly asso-
ciated with aging and many complex diseases [47]. Cardioli-
pin is crucial for the normal bioenergetic processes of
mitochondria. It seems that peroxidation and cardiolipin
depletion contribute to age-related mitochondrial dysfunc-
tion [48]. The structure of cardiolipin contributes to the for-
mation of mitochondrial ridges, and it has been proposed
that cardiolipin phosphate groups located in the outer mono-
layer of mitochondrial ridges trap protons [49]. Cardiolipin
participates in the transformation of the proton gradient into
an essential transmembrane electrochemical potential to
maintain the synthesis of ATP by F0F1-ATP synthase [49].
Cardiolipin also acts as a scaffold for the correct assembly
of respiratory complexes and supercomplexes, which facili-
tates the optimal transfer of electrons in the mitochondrial
inner membrane [50]. Cardiolipin plays an important role
in anchoring cyt c to the inner mitochondrial membrane
and facilitating the transfer of electrons from complex III to
complex IV [51]. Coenzyme Q within the internal mitochon-
drial membrane facilitates the transfer of electrons from
complex I to complex III, while cyt c mediates the transfer
of electrons through its heme that changes between the
reduced ferrous state (Fe2+) and the oxidized ferric iron
(Fe3+) [52]. Met 80 and His 17 are axial ligands of heme iron
in cyt c, and they are also essential to stabilize the native con-
formation and electron transfer [53]. To support the transfer
of electrons from complex III to complex IV, cyt c must be
very close to these complexes. Therefore, the cardiolipin pro-
vides an anionic platform for electrostatic interaction with
highly cationic cyt c (9+ net charge), which makes cyt c
slightly attached to the electron transport chain. The electro-
static interaction of cyt c with cardiolipin is physiologically
compatible with high levels of ATP synthesis [54]. When
the concentration of ATP decreases in pathological condi-
tions such as CKD, cyt c is closely associated with cardiolipin
through hydrophobic interactions. The interaction of cardio-
lipin with cyt c leads to the disruption of the Fe-Met 80 bond,
so the cyt c/cardiolipin complex acquires peroxidase/oxygen-
ase activity [55]. The peroxidase activity of the cyt c/cardioli-
pin complex is favored in the presence of ROS and
contributes to the oxidation of cardiolipin by facilitating the
opening of the transition pore of mitochondrial permeability
(mPTP) and the release of cyt c to the cytosol and triggering
apoptosis. Therefore, cyt c has two contrasting functions, and
its predominant activity is determined by oxidative stress and
its interaction with cardiolipin [56]. In mitochondria, lipid
peroxidation particularly affects cardiolipin that is expressed
exclusively in the inner mitochondrial membrane and that
plays a central role in preserving mitochondrial structure
and function. Mitochondrial fission factor (Mff) deficiency
reduces cytoplasm leakage in the cytoplasm relieving cardio-
lipin oxidation resulting from damage to electron transport
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chain complexes and overproduction of mitochondrial reac-
tive oxygen species [57]. Under physiological conditions, car-
diolipin strongly traps cyt c within the inner mitochondrial
membrane. However, selective peroxidation of cardiolipin
facilitates the release of cyt c from the outer surface of the
inner mitochondrial membrane by opening the mPTP and
its subsequent release to the cytoplasm by blocking oligomer-
ization of the dependent anion of channel 1 voltage and the
subsequent separation of hexokinase 2 from the mitochon-
dria. It is not clear whether the fission associated with Mff

triggers the opening of mPTP and the leakage of the cyto-
plasm by regulating the dissociation of hexokinase 2 and
the oxidation of cardiolipin. If that happens, it is important
to know whichmolecule links fission to changes in the release
of hexokinase 2 and the peroxidation of cardiolipin. For
example, during an acute traumatic brain injury, a significant
number of mitochondria are released in the systemic circula-
tion. These particles are highly procoagulant through the car-
diolipin exposed to the surface [58]. A similar event could
happen in the process of ischemia/reperfusion in RT. Oxida-
tive stress is an event that arises from the reperfusion of an
organ after a long period of ischemia and that leads to tissue
damage. Reperfusion injury is a major problem in organ
transplantation. In RT, the increase in reactive oxygen spe-
cies (ROS) causes a delay in graft function by affecting the
energy metabolism of renal cells. ROS-induced ischemia/re-
perfusion injury has a common substrate: the transition of
mitochondrial permeability that causes permeability of the
internal mitochondrial membrane after massive accumula-
tion of Ca2+. The increase in nonspecific permeability occurs
after the opening of a nonspecific pore with a diameter of
approximately 2-3 nm that allows the release of the matrix
content with a molecular weight of up to 1500Da [59].

1.4. Cardiolipin and ATP Synthesis. Cardiolipin binds with
high affinity to three sites in the mitochondrial carrier
ADP/ATP. The conservation of amino acid residues at cardi-
olipin binding sites to other members of the mitochondrial
transporter superfamily suggests that cardiolipin binding
could be important for the function of all mitochondrial car-
riers [60]. Cardiolipin modulates mitochondrial functions,
including the synthesis of ATP; however, the biophysical
mechanisms by which cardiolipin generates nonlamellar
structures and the degree to which these structures contrib-
ute to the synthesis of ATP are still unclear [61]. ATP syn-
thase is a key enzyme for the conversion of mitochondrial
energy, and the alteration of its activities is associated with
several acute and chronic pathologies such as CKD [62].
Mitochondria provide energy to the Na+/K+-ATPase enzyme
to generate ion gradients across the cell membrane. Because
proximal renal tubules contain more mitochondria than
any other kidney structure, more active transport mecha-
nisms than other types of renal cells are required to reabsorb
80% of the filtrate that passes through the glomerulus,
including glucose, ions, and the nutrients. The proximal
tubule, the loop of Henle, the distal tubule, and the collecting
duct require active transport to reabsorb the ions. Proximal
tubular epithelial cells are rich in mitochondria and depend
on oxidative phosphorylation for the generation of ATP

[63]. The ability of mitochondria to detect and respond to
energy demand and changes in nutrient availability through
the maintenance of mitochondrial homeostasis is essential
for the proper functioning of the proximal renal tubules
[64]. In the late 1990s, Xie and Askari published studies that
indicated that the enzyme Na+/K+-ATPase not only acts as
an ion pump but also interacts as a signal transducer with
several signaling pathways. Since then, numerous studies
have shown that Na+/K+-ATPase participates in the media-
tion of long-term physiological adaptation processes that
Neal Bricker originally proposed in the 1970s. It has been
shown that Na+/K ligand+-ATPase, like cardiotonic steroids,
emits signals through Na+/K+-ATPase and is involved in
mediating adaptive and nonadaptive responses to volume
overload, fibrosis, and oxidative stress [65]. Long-term
hyperuricemia has the ability to induce hypertension, renal
vasoconstriction, tubular damage, oxidative stress of the
renal cortex, mitochondrial dysfunction, and decreased
ATP levels [66].

1.5. Mitochondrial Dysfunction in CKD. The so-called “unify-
ing hypothesis” is based mainly on the notion that mitochon-
drial dysfunction mediated by ROS overproduction is a
common pathway in the pathogenesis of microvascular com-
plications of diabetes mellitus that include diabetic nephrop-
athy and progression to CKD [67]. The hypothesis does not
explain all related phenomena, including ischemia as a com-
mon factor in CKD capable of producing mitochondrial
inflammation and loss of membrane ridges in proximal
podocytes and tubules [68]. The persistent accumulation of
damaged mitochondria conditions deterioration of mito-
chondrial quality control [69]. Many mitochondria show evi-
dence of proteolytic degradation that affects the mitophagy
and favors the elimination of proteins damaged by mito-
chondrial proteases [70]. In experimental studies of CKD,
fatty acid oxidation defects have been reported. Apparently,
the high-fat diet causes the accumulation of lipids in the
tubular cells and downregulates cathepsin-1 [71]. Defective
fatty acid oxidation is frequently observed in patients with
diabetic nephropathy. In a previous report, an increase in
lipid deposition was reported and intracellular lipid drops
in renal biopsies [72]. Lipid deposition is associated with neg-
ative regulation of several key genes involved in the oxidation
of fatty acids. Transcriptome analysis of the entire genome of
a large cohort of fibrotic kidney biopsies revealed low expres-
sion of cathepsin-1, cathepsin-2, and other genes involved in
the metabolic pathways of fatty acid and glucose oxidation
[73]. In vitro inhibition of fatty acid oxidation in tubular epi-
thelial cells decreases the synthesis of ATP and produces
metabolic alterations similar to those observed in CKD [73].

1.6. Oxidative Stress and Cardiolipin. Peroxidation of phos-
pholipid fatty acids is presented as the main cause of oxida-
tive signaling; therefore, deregulation of these pathways can
lead to the accumulation of excessive amounts of lipid oxi-
dation products at specific sites [74]. Several enzymes of
the Krebs cycle, such as 2-oxoglutarate dehydrogenase
(OGDH), branched chain complex-2-oxoacid dehydroge-
nase (BCKDH), and pyruvate dehydrogenase (PDH), are
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capable of producing considerable production of O2
⋅- and

H2O2. BCKDH can produce O2
⋅- and H2O2 at higher rates

compared to mitochondrial complexes I and III, which rep-
resents an additional source of ROS [75, 76]. Enzymatically
catalyzed oxidation reactions can affect specific phospholipid
molecules capable of leading to activation of the intrinsic
mitochondrial apoptotic pathway. It has been reported that
phospholipid-specific oxidation is one of the characteristic
features of oxidation reactions triggered by different stimuli
in different tissues [77]. The oxidation process of cardiolipin
is not random; it has pronounced specificity not related to the
polyunsaturation pattern of cardiolipin. The accumulation of
hydroxyl derivatives and cardiolipin hydroperoxide in the
tissues of affected animals has been observed. The above sug-
gests that there are specific enzymatic mechanisms, such as
the peroxidase activity of the cyt c/cardiolipin complex,
which could be primarily responsible for the proapoptotic
production of death signals [78]. The peroxidation of cardio-
lipin causes its translocation to the external mitochondrial
membrane, where it has been proposed that it serves as a cou-
pling site for the assembly of the inflammasome, while mito-
chondrial ROS activate the inflammasome to produce
caspase-1 [79].

1.7. Cardiolipin, Inflammation, and Innate Immunity. The
innate immune system is implicated in acute and chronic
kidney injury [80]. Necrotic cells release damage-molecular
patterns (DAMP) which can trigger an inflammatory form
of cell death mediated by Nod-like receptors (NLRs) [81].
Several NLRs form a multimeric protein complex called the
inflammasome, of which NLRP3 is best understood for its
involvement in acute and CKD [82]. The NLRP3 inflamma-
some activates caspase-1 that causes the secretion of IL-1β
and IL-18 proinflammatory cytokines and is considered a
final common pathway that supports the cycle of inflamma-
tion and fibrosis in CKD. IL-1β and IL-18 represent possible
therapeutic targets for CKD [83]. The inflammasome is acti-
vated in response to various stimuli that seem to converge on
mitochondrial ROS generation [61]. NLRP3 binds directly to
cardiolipin, suggesting that mitochondrial damage and trans-
location of cardiolipin to the outer mitochondrial membrane
may provide the coupling signal for the assembly and activa-
tion of the inflammasome [84]. The continued presence of
externalized cardiolipin in mitochondria damaged by the
failure of its effective elimination by the innate immune sys-
tem or by constant production because of cell death activates
antigen-presenting cells (dendritic cells and macrophages)
through interactions with T and B cells. They have the ability
to stimulate the adaptive immune response that results in the
production of ACA [85]. The effects of cardiolipin can be
increased with beta-2-glycoprotein 1 (β2GPI). β2GPI is a
glycoprotein present in high concentrations in plasma with
the ability to bind effectively to anionic phospholipids
(including cardiolipins). Excessive formation and accumula-
tion of APA, particularly ACA, may condition the develop-
ment of a systemic autoimmune disease [86]. Cardiolipin
complexes with cyt c that produce proapoptotic signals cat-
alyze the oxidation of the polyunsaturated acyl chains of
cardiolipin. Countless cardiolipin species exert messaging

functions and oxidation products with important intra-
and extracellular signals for innate and adaptive immunity
systems [87]. Correlation between mitochondrial DNA
(mDNA) levels in donor plasma and early allograft dysfunc-
tion in liver transplant recipients has been demonstrated,
suggesting the potential role of circulating mtDAMP in allo-
graft results. The current advisable approach to prolonging
allograft survival in addition to immune suppression in
the transplant recipient may be to attack inflammatory fac-
tors in donors (deceased) before obtaining as a potential
strategy to improve transplant results [88]. Several primary
and systemic kidney diseases are associated with the activa-
tion of the NLRP3 inflammasome/IL-1β/IL-18 axis. The
spectrum of the disease includes ureteral obstruction, ische-
mia/reperfusion injury, glomerulonephritis, sepsis, hypoxia,
glycerol-induced renal failure, and crystalline nephropathy.
In addition, the IL-1/IL-18 axis may be responsible for the
development of CKD and its related complications [83].

1.8. Mitophagy and Cardiolipin. The collapse of asymmetry
in the distribution of lipids in the mitochondrial inner
membrane represents a promitophagy mechanism by which
externalized cardiolipin acts as a signal to initiate mitophagy
[46]. The autophagic machinery releases damaged mito-
chondria in double-membrane vesicles (autophagosomes),
which fuse with late endosomes or lysosomes so that lyso-
somal enzymes degrade the autophagosome content, includ-
ing the internal autophagosome membrane [89]. Receptors
or selective autophagic loading adapters (p62 and opti-
neurin) unify their mitochondrial load attached to the
autophagosome membrane by interacting with the lipid
protein (phosphatidylethanolamine ATG8, microtubule-1-
associated protein (LC3))/protein associated with the amino
acid gamma butyric receptor (GABARAP) intimately asso-
ciated with autophagosome membrane charge receptors
[90]. Autophagy LC3 protein mediates autophagosome for-
mation and load recognition because it contains important
cardiolipin binding sites to facilitate thickening of mito-
chondria [91]. In normally functioning mitochondria, cardi-
olipin is limited to the internal mitochondrial membrane
(predominantly oriented to the matrix near the site of its
synthesis). Recognition by cytosolic LC3 requires the pres-
ence of cardiolipin on the mitochondrial surface, suggesting
that transmembrane redistribution of cardiolipin should be
performed in damaged mitochondria that undergo mito-
phagy. In mitochondria that maintain their electrochemical
membrane potential, cardiolipin binds directly to many
membrane proteins and respiratory complexes and super-
complexes. Negligible amounts of cardiolipin bind to soluble
proteins [92]. Previously, the general dependence of mito-
phagy and the externalization of cardiolipin on the total car-
diolipin content have been established. The mechanisms of
translocation of cardiolipins within mitochondrial mem-
branes have not yet been completely deciphered. It is sus-
pected that decoupling proteins, anionic transporters of the
internal mitochondrial membrane and phospholipid scram-
blase-3, may participate in this phenomenon [30]. Associa-
tion of autophagy with the pathogenesis of various diseases
has been reported: neurodegeneration, cancer, infections,
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and kidney diseases. Proximal tubules potentially require a
lot of energy to degrade. Apparently, autophagy plays an
important role in the physiology of the proximal tubules.
Autophagy has been reported to have a protective role
against damage to the proximal contoured tubules by the
ischemia/reperfusion and nephrotoxic processes, including
cisplatin and cyclosporine [93].

1.9. Anticardiolipin Antibodies. High prevalence of ACA
(19%) is reported in CKD patient candidates for RT com-
pared to the general population due to the association of
ACA with autoimmune diseases. Patients with CKD are
more likely to suffer from comorbid conditions (infections,
aging, and the use of nephrotoxic medications) [94]. Patients
without a history of coagulation disorders have no transplant
thrombosis compared to those with APA-positive diagnosis
[95]. ACAs can also be detected after bacterial or viral infec-
tions. Among patients receiving dialysis, having a positive
antibody concentration was not associated with age or having
received RT. The presence of ACA was more common
among patients with chronic glomerulonephritis than among
those with other diagnoses [89].

The incidence of acute rejection leading to graft failure
in patients with ACA but not APA is considerably high
(27%) in contrast to the group of patients without ACA
and with APA (14%) (p < 0:05) vs. healthy controls [96].
ACA-positive patients may have a better immune response.
Patients with APA syndrome who do not receive anticoagu-
lation before RT have an incidence of 100% of graft thrombo-
sis with graft insufficiency [97]. Anticoagulation before or at
the time of RT in patients with APA significantly reduces the
incidence of posttransplant thrombosis and graft failure [70].
None of the ACA isotypes is specific for the development of
thrombosis in patients with APA syndrome and ESRD. Sev-
eral authors have noted that APA thrombosis is associated
with ACA of the IgG, IgM, and IgA isotypes [98]. The nature
of the target molecules for ACA is unclear. It has been
reported that there may be more than one candidate mole-
cule (β2 glycoprotein and/or phosphatidylserine) [73]. The
mechanisms underlying vascular thrombosis remains uncer-
tain; however, it has been postulated that the surgical proce-
dure and endothelial cell damage can act synergistically in
patients with APA to induce the thrombotic process in allo-
grafts [99]. Several authors have shown that alloantibodies
against endothelial and/or epidermal antigens can cause
acute accelerated loss of the graft [100] (Table 1).

1.10. Antiphospholipid Antibodies. APAs are a heterogeneous
group of autoantibodies present in a wide range of diseases.
Among the APAs, those directed against cardiolipin and its
cofactor (β2-GP1) are best characterized and used in clinical
practice. APA produces the antiphospholipid syndrome
[101]. APAs are autoantibodies associated with venous and
arterial thrombosis [102]. The presence of antithrombus
and/or anticardiolipin antibodies indicates a worse long-
term renal prognosis. ACA positivity is a strong predictor
of venous and arterial systemic vascular thrombotic compli-
cations [103]. APAs are a heterogeneous group of immuno-
globulins directed against negatively charged phospholipids,

protein-phospholipid complexes, or plasma β2-GPI [104].
APAs include ACAs and lupus anticoagulant (LAC). ACAs
are recognized for their high ability to bind to anionic phos-
pholipids in solid-phase immunoassays with the ability to
lengthen phospholipid-dependent coagulation tests [19].
APAs can interfere with the atherogenic process and cross-
react with low-density lipoprotein (LDL) antioxidant anti-
bodies (Table 1).

1.11. Cardiolipin Inhibition of Platelet-Activating Factor
Could Lead to Thrombosis. Platelet-activating factor (PAF)
(1-0-alkyl-2-acetyl-sn-glycero-3-phosphocholine) is a natu-
ral lipid mediator with a wide range of in vivo and in vitro
effects including pathological responses in inflammation
and allergy. PAF has the ability to stimulate platelets, neutro-
phils, macrophages, and endothelial cells that induces plate-
let aggregation and activation of the coagulation system
[105]. Cardiolipin is a specific inhibitor of PAF [106]. It is
possible that the vascular thrombosis observed in HD
patients, as well as in ACA or APA syndrome, is the result
of the inactivation of circulating ACA that leads to increased
PAF activity. Thrombosis in patients undergoing HD could
be the result of the action of PAF in platelets and the activa-
tion of the coagulation cascade [107]. This topic is interesting
as a diagnostic target.

1.12. Cardiolipin and Nephropathy. Cardiolipin is essential
for the formation of the crystalline membrane and organizes
the components of the electron transport chain, preserving
the integrity and mitochondrial structure. The metabolic
syndrome increases more saturated species such as C18:1,
C18:0, and hydrolysis products of renal cardiolipin (lysocar-
diolipin), which implies the oxidation of cardiolipin [108].
Renal adiposity, lipid peroxidation, and elevated levels of
isoprostanes seen in mitochondrial syndrome probably
contribute to renal mitochondrial injury by mitochondrial
cardiolipin peroxidation [109]. Patients with uremia have a
high incidence of infectious, cardiovascular, and thrombotic
events caused by ACA. In dialyzed patients, ACA levels are
higher than those in healthy subjects without association
who have received a previous RT. It is more common to find
ACA in patients with glomerulonephritis than in patients
undergoing RT [110]. ACAs are clinically associated with
hypercoagulability. Vascular access thrombosis and systemic
thrombosis in HD coexist with immunoregulation abnor-
malities in ESRD [86]. IgG-ACA is strongly associated with
the presence of venous and arterial thrombosis in patients
with normal renal function. High titers of IgG-ACA have
also been reported in HD patients [111].

1.13. Cardiolipin and Kidney Transplant. It is well known
that CVD is more common among RT recipients than in
the general population and is the leading cause of death
[112, 113]. One of the characteristics of APA syndrome is
the presence of ACA in association with thrombotic disor-
ders or thrombocytopenia of the arterial and/or venous sys-
tems [114]. Since the 1990s, increased serum levels of ACA
have been reported in HD patients and in RT recipients, with
a prevalence of 4.8 to 46.4%. The clinical importance of ACA
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positivity in these patients was uncertain. Serum IgG and
IgM-ACA levels of 61 patients were measured in HD. 14
were RT recipients and 38 were healthy controls. The authors
reported increased levels of ACA-IgG in four HD patients, in
two RT (14%) and two healthy controls. After one year of fol-
low-up, serum ACA-IgM levels were normal in all patients
without observing events [115]. Acquired thrombophilia is
specifically considered for the presence of APA with the abil-
ity to predispose to adverse outcomes after transplantation,
although this association is not clear [96]. ACAs are by far
the most common prevalence in ESRD which are consider-
ably higher than those in healthy controls. Primary and sec-
ondary APA positivity is associated with specific intrarenal
changes characterized by fibrous intimal hyperplasia, focal
cortical atrophy, and thrombotic microangiopathy [116].
Several published series have reported ACA in 10-30% of
dialysis patients in contrast to 1-8% of the general population
[117]. Similar findings have been reported of the presence of
APA in patients with RT [118].

Inflammatory phenomena secondary to episodes of acute
RT rejection may be responsible for de novo production of
APA by contributing to the development and progression
of CVD [119]. In this context, cell death occurs due to necro-
sis or apoptosis for the exposure of the immune system to
autoantigens towards which there is no tolerance [119].
Patients with ESRD with APA are at high risk of developing
renal thrombosis within a period as short as 1 week after
transplantation. When the thrombosis process begins, no
treatment protocol that destroys the clot to save the RT is
available [120]. Therefore, prevention of thrombosis is of
the utmost importance; it is required that potential trans-
plant recipients be diagnosed with APA or ACA before trans-
plantation so that anticoagulant therapy can be initiated
before transplantation. Thrombosis that occurs in renal
grafts shortly after kidney transplantation in the absence of
prior systemic coagulopathy is considered a result of acute
rejection or immunologically induced coagulopathy [121].
Previous fibrin deposition has been reported in failed grafts
without evidence of systemic coagulopathy, indicating that

thrombosis is limited to the graft [122]. Thrombosis can
occur up to the second week after transplantation and repre-
sents 12.2% of failed primary transplants and 19.2% of failed
repeat transplants [123]. The effects of APA include interfer-
ence with the atherogenic process by crossreacting with anti-
bodies against oxidized low-density lipoprotein, improved
uptake of oxidized LDL macrophages, and promotion of
thrombosis [124]. It is well known that stable RT recipients
have disproportionately high rates of atherosclerosis, where
APA may apparently be involved [125]. Moreover, the pres-
ence of APA is considered an independent cardiovascular
risk factor in RT recipients [113]. The evaluation of APA at
the time the patient appears as a candidate for RT facilitates
the identification of patients at high risk of early graft dys-
function. In addition, predisposition to thrombotic compli-
cations after RT has been identified in patients with a
history of deep venous thrombosis before transplantation.
RT candidates with a history of one or more thrombotic
events may have increased risk of APA systemic vascular
thrombosis [126]. The pretransplant determination of each
patient’s APA status can predict which patients may benefit
from prophylactic anticoagulant therapy to prevent graft
thrombosis [127]. Previous reports indicate that most APA
may be acquired in the pretransplant period [128]. More
than half of patients with APA before transplantation lost
these antibodies after transplantation [129]. However, the
persistence of APA identified before transplantation in the
posttransplant period is associated with excessive risk of ath-
erosclerotic events [113]. In fact, patients who never had
APA and those who lost APA before transplantation during
the posttransplant period seem to have a lower risk of athero-
sclerotic events. This result is important for the search of
APA and the management of patients in the transplant
period [116]. Prophylactic measures are not likely to be indi-
cated in all APA-positive patients during the initial period
after RT. These measures should be analyzed if the APA pos-
itivity persists during the months after the transplant [130].
APA syndrome is one of the differential diagnoses for throm-
botic microangiopathy that can cause acute loss of graft

Table 1: Features of ACA and APA antibodies in the kidney.

ACA APA

Antibodies associated with hypercoagulability
In hemodialysis, systemic thrombosis and vascular access
thrombosis coexist [86]
High incidence of infectious, cardiovascular, and thrombotic events
Antibodies more frequent in those with glomerulonephritis than in
those undergoing kidney transplantation
Thrombotic disorders/thrombocytopenia of the arterial and/or
venous systems [86]
Disproportionately high rates of arteriosclerosis [91]
High risk of developing renal thrombosis in 1 week after transplant,
thrombosis can be limited to the graft [46]
Thrombosis can occur in the second week after transplantation and
represents 12.2% of failed primary transplants and 19.2% of failed
repeated transplants [89]

Venous thrombophilic and arterial autoimmune condition [1]
Primary; absence of another related disease. The initial presentation
may be with vasculitis [2]. The kidney can be the initial target [3]

Secondary to another concurrent autoimmune disease
The presentation may vary; it mimics many other medical conditions

Kidney clinical manifestations [4]
Hypertension, microscopic hematuria, proteinuria (from mild to
nephritic levels), renal insufficiency, thrombosis or stenosis of the

renal artery, thrombosis of the renal vein, graft loss due to thrombosis
after kidney transplantation, injury of the renal microvasculature

(renal nephropathy) APA
Kidney biopsy [5]

Acute lesions of thrombotic microangiopathy, chronic intrarenal
vascular lesions, intimal fibrous interlobular hyperplasia, recanalizing
arterial and arteriolar thrombosis, fibrous arterial occlusion, and focal

cortical atrophy
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function or fatal thrombotic complications. A patient with
polycythemia was previously reported after RT incompatible
ABO and negative APA screening tests before transplanta-
tion. The patient was treated with desensitization therapy
(plasmapheresis and rituximab); however, he developed
acute graft dysfunction on day 112 postoperatively. Graft
biopsy revealed microvascular inflammation of the glomeru-
lar capillaries without immunoglobulin deposition. The ACA
was positive repeatedly without previous thrombotic epi-
sodes. The treatment was based on intensive steroid pulse,
plasmapheresis, and induction with rituximab. The ACA dis-
appeared, and the graft function recovered and stabilized for
52 months. The authors suggest that asymptomatic ACA
may be associated with acute graft dysfunction [9].

1.14. Cardiolipin in RT-Related Diseases. Bone mineral dis-
orders frequently occur in RT recipients and are associated
with a high risk of fractures, morbidity, and mortality. The
pathophysiology underlying bone disorders after RT results
from a complex interaction of factors, including preexisting
renal osteodystrophy and bone loss related to immunosup-
pression and alterations in the growth factor of fibroblast
23-parathyroid hormone-vitamin D [131]. The neurological
complications observed in solid organ transplants are
reported in almost 9 of 10 recipients. The intensity, severity,
and type of anomalies may vary. More often, complications
appear to be associated with the direct or indirect effect of
immunosuppressants because of their direct effect on cells
and blood vessels and susceptibility to infections [132].
However, we found no information in the available litera-
ture on the complications of RT related to cardiolipin and
its antibodies. We believe that this could be an interesting
topic to investigate in RT recipients.

1.15. Elamipretide and Cardiolipin. Antioxidants are consid-
ered protective molecules against oxidative stress by acting
predominantly through mechanisms of elimination of free
radicals [133]. Alternative ideas related to enzymatically reg-
ulated oxidative reactions have been presented, including
phospholipid peroxidation reactions as the main cause of
oxidative signaling. Deregulation of these reactions can lead
to the accumulation of excessive amounts of lipid oxidation
products capable of exacerbating oxidative damage in specific
molecular targets [56]. Apparently, phospholipids are oxi-
dized in a manner dependent on the amount of double bonds
in their acyl groups, rather than the nature of their polar
group [134]. Elamipretide (SS-31) is a cationic synthetic tet-
rapeptide (D-Arg-2′6′-dimethyl Tyr-Lys-Phe-NH2) that
specifically binds with high affinity to cardiolipin in the inner
mitochondrial membrane. SS-31 favors electron transfer of
cyt c to cyt c oxidase and minimizes ROS production.
Another proposed mechanism of the SS-31 is based on the
protection of the highly curved structure of the mitochon-
drial ridges facilitating the transport of electrons and mini-
mizing the production of ROS [109]. This tetrapeptide has
antioxidant properties and inhibits the peroxidase activity
of the cyt c-cardiolipin complex, which inhibits the opening
of the mPTP [109]. In a recent experimental study, it was
reported that treatment with elamipretide restored renal

function in swine reno-vascular disease [135]. A recent study
showed that elamipretide prevents glomerulopathy induced
by a high-fat diet and a proximal tubular lesion in mice
[136]. In 2017, a study was reported in which SS-31 was
administered in experimental animals. Administration began
1 month after producing ischemia and was maintained for
6 weeks. The authors observed protection of mitochondrial
integrity, and the progression of glomerulosclerosis and
tubular interstitial fibrosis was avoided. Protection by SS-31
was maintained for 6 months after the end of treatment
[136]. In addition, there was positive regulation of IL-1β
and IL-18 nine months after ischemia, suggesting that SS-
31 reduced CKD by protecting mitochondria and preventing
the activation of the inflammasome [51]. Cardiolipin pro-
motes mitochondrial ridge formation, promotes normal
assembly of respiratory complexes to form supercomplexes,
facilitates efficient electron transfer, promotes ATP synthesis,
and reduces electron leakage [136]. Dysfunctional mitochon-
dria generate ROS, and cardiolipin is particularly susceptible
to lipid peroxidation. In the presence of ROS, cyt c acts as
peroxidase and produces peroxidation of cardiolipin, which
causes degradation of mitochondrial ridges [43]. Previously,
it has been reported in experimental models of renal and car-
diac insufficiency that SS-31 restores cardiolipin content and
mitochondrial ridge structure and improves mitochondrial
energy [137]. The release of mitochondrial DNA, ROS,
and cardiolipin from damaged mitochondria can activate
the NLRP3 inflammasome. The administration of SS-31
promotes bioenergetic recovery and the structure of the
podocytes allowing the repair of the actin cytoskeleton
[138]. In addition, SS-31 prevents positive regulation of
IL-1β and IL-18 after acute renal ischemia as previously
mentioned [139].

In conclusion, cardiolipin is a fundamental component
of the total phospholipids of body tissues. Cardiolipin is
characteristically associated with the internal mitochondrial
membrane, where it plays an important biological role in
favoring the high rate of ATP synthesis. The ionization state
of cardiolipin influences the interaction with other mole-
cules of the internal mitochondrial membrane. In addition,
in vitro studies suggest that cardiolipin induces the forma-
tion of dynamic narrow tubular extensions or invaginations
similar to mitochondrial ridges capable of changing shape
depending on the pH of the medium. Therefore, by keeping
cardiolipin the highly curved structure of mitochondrial
ridges, it modulates essential mitochondrial enzymatic activ-
ities such as those of F0F1-ATP synthase, ATP/ADP trans-
porter, and decoupling protein and electron chain transport,
among others. APA and ACA are heterogeneous groups of
autoantibodies involved in various pathologies. In patients
with CKD, candidates for RT, there is a high prevalence of
ACA (19%) and the incidence of acute rejection of RT in
patients positive for ACA but negative for APA is 27%. The
above suggests that ACA-positive patients have an intensified
immune response, which could condition renal graft loss.
Patients with ESRD and ACA or APA positivity have a high
risk of developing venous or artery renal thrombosis shortly
after RT. The management of the thrombosis process in these
patients is very difficult and jeopardizes the viability of the
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transplanted graft. It is convenient to determine the presence
of ACA or APA in RT candidates; in the positive case, the
appropriate antithrombotic treatment was provided to
prevent graft loss. The determination of cardiolipin or its
antibodies is an attractive therapeutic, diagnostic target in
RT and kidney diseases.

Conflicts of Interest

The authors declare that they have no conflicts of interest.

References

[1] G. Garcia-Garcia and J. S. Chavez-Iñiguez, “The tragedy of
having ESRD in Mexico,” Kidney International Reports,
vol. 3, no. 5, pp. 1027–1029, 2018.

[2] United States Renal Data System 2017 USRDS annual data
report: international comparisons, Epidemiology of kidney
disease in the United States, National Institutes of Health,
National Institute of Diabetes and Digestive and Kidney
Diseases, Bethesda, MD, 2017, https://www.usrds.org/2017/
view/v2_11.aspx.

[3] M. Liu, X. C. Li, L. Lu et al., “Cardiovascular disease and its
relationship with chronic kidney disease,” European Review
for Medical and Pharmacological Sciences, vol. 18, no. 19,
pp. 2918–2926, 2014.

[4] R. Saran, Y. Li, B. Robinson et al., “US Renal Data System
2015 Annual Data Report: epidemiology of kidney disease
in the United States,” American Journal of Kidney Diseases,
vol. 67, no. 3, Suppl 1, p. A4, 2016.

[5] A. Eirin, A. Lerman, and L. O. Lerman, “The emerging role of
mitochondrial targeting in kidney disease,” Handbook of
Experimental Pharmacology, vol. 240, pp. 229–250, 2017.

[6] USRDS United States Renal Data System, “2012 Annual Data
Report: epidemiology of kidney disease in the United States,”
National Institutes of Health, National Institute of Diabetes
and Digestive and Kidney Diseases, Bethesda, MD, 2012.

[7] J. Alberú-Gómez, E. A. Hernández-Méndez, I. Oropeza-
Barrera et al., “Incidence of acute rejection in patients with
renal graft dysfunction,” Revista de Investigación Clínica,
vol. 65, no. 5, pp. 412–419, 2013.

[8] S. Carrillo-Ibarra, J. I. Cerrillos-Gutiérrez, A. Escalante-
Núñez et al., “The oxidative and inflammatory state in
patients with acute renal graft dysfunction treated with tacro-
limus,” Oxidative Medicine and Cellular Longevity, vol. 2016,
Article ID 5405847, 8 pages, 2016.

[9] A. Tsuchimoto, Y. Matsukuma, U. Kenji et al., “Thrombotic
microangiopathy associated with anticardiolipin antibody in
a kidney transplant recipient with polycythemia,” CEN Case
Reports, vol. 8, no. 1, article 354, pp. 1–7, 2019.

[10] Y. H. Huang, L. Schäfer-Elinder, R. Wu, H. E. Claesson, and
J. Frostegård, “Lysophosphatidylcholine (LPC) induces pro-
inflammatory cytokines by a platelet‐activating factor (PAF)
receptor‐dependent mechanism,” Clinical and Experimental
Immunology, vol. 116, no. 2, pp. 326–331, 1999.

[11] J. A. Berliner, M. C. Territo, A. Sevanian et al., “Minimally
modified low density lipoprotein stimulates monocyte endo-
thelial interactions,” The Journal of Clinical Investigation,
vol. 85, no. 4, pp. 1260–1266, 1990.

[12] J. Frostegård, “Atherosclerosis in patients with autoimmune
disorders,” Arteriosclerosis, Thrombosis, and Vascular Biol-
ogy, vol. 25, no. 9, pp. 1776–1785, 2005.

[13] D. R. Wagenknecht, D. G. Becker, W. M. LeFor, and J. A.
McIntyre, “Antiphospholipid antibodies are a risk factor for
early renal allograft failure,” Transplantation, vol. 68, no. 2,
pp. 241–246, 1999.

[14] X.Wang andM. R. Garrett, “Nephron number, hypertension,
and CKD: physiological and genetic insight from humans
and animal models,” Physiological Genomics, vol. 49, no. 3,
pp. 180–192, 2017.

[15] J. Bastin, N. Cambon, M. Thompson, O. H. Lowry, and H. B.
Burch, “Change in energy reserves in different segments of
the nephron during brief ischemia,” Kidney International,
vol. 31, no. 6, pp. 1239–1247, 1987.

[16] P. F. Mount and D. A. Power, “Balancing the energy equation
for healthy kidneys,” The Journal of Pathology, vol. 237, no. 4,
pp. 407–410, 2015.

[17] J. F. O'Toole, “Renal manifestations of genetic mitochondrial
disease,” International Journal of Nephrology and Renovascu-
lar Disease, vol. 7, pp. 57–67, 2014.

[18] M. J. Holechek, “Glomerular filtration: an overview,”
Nephrology Nursing Journal, vol. 30, no. 3, pp. 285–290, 2003.

[19] P. M. O'Connor, “Renal oxygen delivery: matching delivery
to metabolic demand,” Clinical and Experimental Pharmacol-
ogy & Physiology, vol. 33, no. 10, pp. 961–967, 2006.

[20] Z. Wang, Z. Ying, A. Bosy-Westphal et al., “Specific meta-
bolic rates of major organs and tissues across adulthood: eval-
uation by mechanistic model of resting energy expenditure,”
The American Journal of Clinical Nutrition, vol. 92, no. 6,
pp. 1369–1377, 2010.

[21] J. Lu, K. Cheng, B. Zhang et al., “Novel mechanisms for
superoxide-scavenging activity of human manganese super-
oxide dismutase determined by the K68 key acetylation site,”
Free Radical Biology & Medicine, vol. 85, pp. 114–126, 2015.

[22] J. Hanske, J. R. Toffey, A. M. Morenz, A. J. Bonilla, K. H.
Schiavoni, and E. V. Pletneva, “Conformational properties
of cardiolipin-bound cytochrome c,” Proceedings of the
National Academy of Sciences of the United States of America,
vol. 109, no. 1, pp. 125–130, 2012.

[23] G. Paradies, G. Petrosillo, M. Pistolese, N. Di Venosa,
A. Federici, and F. M. Ruggiero, “Decrease in mitochondrial
complex I activity in ischemic/reperfused rat heart: involve-
ment of reactive oxygen species and cardiolipin,” Circulation
Research, vol. 94, no. 1, pp. 53–59, 2004.

[24] P. V. Ioannou and B. T. Golding, “Cardiolipins: their chemis-
try and biochemistry,” Progress in Lipid Research, vol. 17,
no. 3, pp. 279–318, 1979.

[25] J. Lecocq and C. E. Ballou, “On the structure of cardiolipin,”
Biochemistry, vol. 3, no. 7, pp. 976–980, 1964.

[26] A. V. Few, A. R. Gilby, and G. V. F. Seaman, “An electropho-
retic study of structural components ofMicrococcus lysodeik-
ticus,” Biochimica et Biophysica Acta, vol. 38, pp. 130–136,
1960.

[27] G. Olofsson and E. Sparr, “Ionization constants pKa of
Cardiolipin,” PLoS One, vol. 8, no. 9, article e73040, 2013.

[28] M. Kates, J. Y. Syz, D. Gosser, and T. H. Haines, “pH‐dissoci-
ation characteristics of cardiolipin and its 2′‐deoxy ana-
logue,” Lipids, vol. 28, no. 10, pp. 877–882, 1993.

[29] A. Saric, K. Andreau, A. S. Armand, I. M. Moller, and P. X.
Petit, “Barth syndrome: from mitochondrial dysfunctions

9Oxidative Medicine and Cellular Longevity

https://www.usrds.org/2017/view/v2_11.aspx
https://www.usrds.org/2017/view/v2_11.aspx


associated with aberrant production of reactive oxygen spe-
cies to pluripotent stem cell studies,” Frontiers in Genetics,
vol. 6, p. 359, 2015.

[30] S. M. Claypool, Y. Oktay, P. Boontheung, J. A. Loo, and C. M.
Koehler, “Cardiolipin defines the interactome of the major
ADP/ATP carrier protein of the mitochondrial inner mem-
brane,” The Journal of Cell Biology, vol. 182, no. 5, pp. 937–
950, 2008.

[31] E. Mileykovskaya, P. A. Penczek, J. Fang, V. K. Mallampalli,
G. C. Sparagna, and W. Dowhan, “Arrangement of the respi-
ratory chain complexes in Saccharomyces cerevisiae super-
complex III2IV2 revealed by single particle cryo-electron
microscopy,” The Journal of Biological Chemistry, vol. 287,
no. 27, pp. 23095–23103, 2012.

[32] J. Planas-Iglesias, H. Dwarakanath, D. Mohammadyani,
N. Yanamala, V. E. Kagan, and J. Klein-Seetharaman, “Cardi-
olipin interactions with proteins,” Biophysical Journal,
vol. 109, no. 6, pp. 1282–1294, 2015.

[33] C. Arnarez, J. P. Mazat, J. Elezgaray, S. J. Marrink, and
X. Periole, “Evidence for cardiolipin binding sites on the
membrane-exposed surface of the cytochrome bc1,” Journal
of the American Chemical Society, vol. 135, no. 8, pp. 3112–
3120, 2013.

[34] S. Poyry, O. Cramariuc, P. A. Postila et al., “Atomistic sim-
ulations indicate cardiolipin to have an integral role in the
structure of the cytochrome bc 1 complex,” Biochimica et
Biophysica Acta (BBA) - Bioenergetics, vol. 1827, no. 6,
pp. 769–778, 2013.

[35] G. Paradies, G. Petrosillo, M. Pistolese, and F. M. Ruggiero,
“The effect of reactive oxygen species generated from the
mitochondrial electron transport chain on the cytochrome c
oxidase activity and on the cardiolipin content in bovine
heart submitochondrial particles,” FEBS Letters, vol. 466,
no. 2-3, pp. 323–326, 2000.

[36] E. Sedlák and C. N. Robinson, “Phospholipase A(2) digestion
of cardiolipin bound to bovine cytochrome c oxidase alters
both activity and quaternary structure,” Biochemistry, vol. 38,
no. 45, pp. 14966–14972, 1999.

[37] C. Arnarez, S. J. Marrink, and X. Periole, “Identification of
cardiolipin binding sites on cytochrome _c_ oxidase at the
entrance of proton channels,” Scientific Reports, vol. 3,
no. 1, p. 1263, 2013.

[38] C. T. Chu, J. Ji, R. K. Dagda et al., “Cardiolipin externalization
to the outer mitochondrial membrane acts as an elimination
signal for mitophagy in neuronal cells,” Nature Cell Biology,
vol. 15, no. 10, pp. 1197–1205, 2013.

[39] K. Balasubramanian, A. Maeda, J. S. Lee et al., “Dichoto-
mous roles for externalized cardiolipin in extracellular
signaling: promotion of phagocytosis and attenuation of
innate immunity,” Science Signaling, vol. 8, no. 395,
p. ra95, 2015.

[40] V. E. Kagan, Y. Y. Tyurina, V. A. Tyurin et al., “Cardiolipin
signaling mechanisms: collapse of asymmetry and oxidation,”
Antioxidants & Redox Signaling, vol. 22, no. 18, pp. 1667–
1680, 2015.

[41] Y. Y. Tyurina, R. M. Domingues, V. A. Tyurin et al.,
“Characterization of cardiolipins and their oxidation prod-
ucts by LC-MS analysis,” Chemistry and Physics of Lipids,
vol. 179, pp. 3–10, 2014.

[42] C. Ye, Z. Shen, and M. L. Greenberg, “Cardiolipin remodel-
ing: a regulatory hub for modulating cardiolipin metabolism

and function,” Journal of Bioenergetics and Biomembranes,
vol. 48, no. 2, pp. 113–123, 2016.

[43] K. Labbé, A. Murley, and J. Nunnari, “Determinants and
functions of mitochondrial behavior,” Annual Review of Cell
and Developmental Biology, vol. 30, pp. 357–391, 2014.

[44] D. C. Logan, “The mitochondrial compartment,” Journal of
Experimental Botany, vol. 57, no. 6, pp. 1225–1243, 2006.

[45] D. A. Patten, J. Wong, M. Khacho et al., “OPA1-dependent
cristae modulation is essential for cellular adaptation to met-
abolic demand,” The EMBO Journal, vol. 33, no. 22,
pp. 2676–2691, 2014.

[46] N. Ikon and R. O. Ryan, “Cardiolipin and mitochondrial cris-
tae organization,” Biochimica et Biophysica Acta - Biomem-
branes, vol. 1859, no. 6, pp. 1156–1163, 2017.

[47] D. C. Wallace, “Bioenergetics in human evolution and dis-
ease: implications for the origins of biological complexity
and the missing genetic variation of common diseases,”
Philosophical Transactions of the Royal Society of London
Series B, Biological Sciences, vol. 368, no. 1622, article
20120267, 2013.

[48] E. J. Lesnefsky, Q. Chen, and C. L. Hoppel, “Mitochondrial
metabolism in aging heart.,” Circulation Research, vol. 118,
no. 10, pp. 1593–1611, 2016.

[49] Y. Huang, C. Powers, S. K. Madala et al., “Cardiac metabolic
pathways affected in the mouse model of Barth syndrome,”
PLoS One, vol. 10, no. 6, article e0128561, 2015.

[50] M. Schlame and M. Ren, “The role of cardiolipin in the struc-
tural organization of mitochondrial membranes,” Biochimica
et Biophysica Acta, vol. 1788, no. 10, pp. 2080–2083, 2009.

[51] M. Rytömaa and P. K. Kinnunen, “Reversibility of the bind-
ing of cytochrome c to liposomes. Implications for lipid-
protein interactions,” The Journal of Biological Chemistry,
vol. 270, no. 7, pp. 3197–3202, 1995.

[52] M. G. Mason, P. Nicholls, M. T. Wilson, and C. E. Cooper,
“Nitric oxide inhibition of respiration involves both compet-
itive (heme) and noncompetitive (copper) binding to cyto-
chrome c oxidase,” Proceedings of the National Academy of
Sciences of the United States of America, vol. 103, no. 3,
pp. 708–713, 2006.

[53] W. R. Fisher, H. Taniuchi, and C. B. Anfinsen, “On the role of
heme in the formation of the structure of cytochrome c,” The
Journal of Biological Chemistry, vol. 248, no. 9, pp. 3188–
3195, 1973.

[54] E. J. Snider, J. Muenzner, J. R. Toffey, Y. Hong, and E. V.
Pletneva, “Multifaceted effects of ATP on cardiolipin-bound
cytochrome c,” Biochemistry, vol. 52, no. 6, pp. 993–995, 2013.

[55] V. E. Kagan, G. G. Borisenko, Y. Y. Tyurina et al., “Oxidative
lipidomics of apoptosis: redox catalytic interactions of cyto-
chrome _c_ with cardiolipin and phosphatidylserine,” Free
Radical Biology & Medicine, vol. 37, no. 12, pp. 1963–1985,
2004.

[56] A. V. Birk, W. M. Chao, C. Bracken, J. D. Warren, and H. H.
Szeto, “Targeting mitochondrial cardiolipin and the cyto-
chrome c/cardiolipin complex to promote electron transport
and optimize mitochondrial ATP synthesis,” British Journal
of Pharmacology, vol. 171, no. 8, pp. 2017–2028, 2014.

[57] H. Zhou, S. Hu, Q. Jin et al., “Mff-dependent mitochon-
drial fission contributes to the pathogenesis of cardiac
microvasculature ischemia/reperfusion injury via induction
of mROS-mediated cardiolipin oxidation and HK2/VDAC1
disassociation-involved mPTP opening,” Journal of the

10 Oxidative Medicine and Cellular Longevity



American Heart Association, vol. 6, no. 3, article e005328,
2017.

[58] Z. Zhao, M. Wang, Y. Tian et al., “Cardiolipin-mediated
procoagulant activity of mitochondria contributes to trau-
matic brain injury–associated coagulopathy in mice,” Blood,
vol. 127, no. 22, pp. 2763–2772, 2016.

[59] C. Zazueta, M. Franco, and F. Correa, “Hypothyroidism pro-
vides resistance to kidney mitochondria against the injury
induced by renal ischemia-reperfusion,” Life Sciences,
vol. 80, no. 14, pp. 1252–1258, 2007.

[60] A. L. Duncan, J. J. Ruprecht, E. R. S. Kunji, and A. J. Robinson,
“Cardiolipin dynamics and binding to conserved residues in
the mitochondrial ADP/ATP carrier,” Biochimica et Biophy-
sica Acta (BBA) – Biomembranes, vol. 1860, no. 5, pp. 1035–
1045, 2018.

[61] S. E. Gasanov, A. A. Kim, L. S. Yaguzhinsky, and R. K. Dagda,
“Non-bilayer structures in mitochondrial membranes regu-
late ATP synthase activity,” Biochimica et Biophysica Acta
(BBA) - Biomembranes, vol. 1860, no. 2, pp. 586–599, 2018.

[62] S. Wen, K. Niedzwiecka, W. Zhao et al., “Identification of
G8969>A in mitochondrial ATP6 gene that severely compro-
mises ATP synthase function in a patient with IgA nephrop-
athy,” Scientific Reports, vol. 6, no. 1, article 36313, 2016.

[63] A. Aperia, E. E. Akkuratov, J. M. Fontana, and H. Brismar,
“Na+-K+-ATPase, a new class of plasma membrane recep-
tors,” American Journal of Physiology Cell Physiology,
vol. 310, no. 7, pp. C491–C495, 2016.

[64] S. P. Soltoff, “ATP and the regulation of renal cell function,”
Annual Review of Physiology, vol. 48, pp. 9–31, 1986.

[65] F. K. Khalaf, P. Dube, A. Mohamed et al., “Cardiotonic
steroids and the sodium trade balance: new insights into
trade-off mechanisms mediated by the Na+/K+-ATPase,”
International Journal of Molecular Sciences, vol. 19, no. 9,
article E2576, p. 2576, 2018.

[66] M. Cristóbal-García, F. E. García-Arroyo, E. Tapia et al.,
“Renal oxidative stress induced by long-term hyperuricemia
alters mitochondrial function and maintains systemic
hypertension,” Oxidative Medicine and Cellular Longevity,
vol. 2015, Article ID 535686, 8 pages, 2015.

[67] D. L. Galvan, N. H. Green, and F. R. Danesh, “The hallmarks
of mitochondrial dysfunction in chronic kidney disease,”
Kidney International, vol. 92, no. 5, pp. 1051–1057, 2017.

[68] S. Liu, Y. Soong, S. V. Seshan, and H. H. Szeto, “Novel cardi-
olipin therapeutic protects endothelial mitochondria during
renal ischemia and mitigates microvascular rarefaction,
inflammation, and fibrosis,” American Journal of Physiology
Renal Physiology, vol. 306, no. 9, pp. F970–F980, 2014.

[69] H. H. Szeto, S. Liu, Y. Soong et al., “Mitochondria protection
after acute ischemia prevents prolonged upregulation of
IL-1β and IL-18 and arrests CKD,” Journal of the American
Society of Nephrology, vol. 28, no. 5, pp. 1437–1449, 2017.

[70] M. T. Sweetwyne, J. W. Pippin, D. G. Eng et al., “The
mitochondrial-targeted peptide, SS-31, improves glomerular
architecture in mice of advanced age,” Kidney International,
vol. 91, no. 5, pp. 1126–1145, 2017.

[71] S. Kume, T. Uzu, S. Araki et al., “Role of altered renal lipid
metabolism in the development of renal injury induced by a
high-fat diet,” Journal of the American Society of Nephrology,
vol. 18, no. 10, pp. 2715–2723, 2007.

[72] M. Herman-Edelstein, P. Scherzer, A. Tobar, M. Levi, and
U. Gafter, “Altered renal lipid metabolism and renal lipid

accumulation in human diabetic nephropathy,” Journal of
Lipid Research, vol. 55, no. 3, pp. 561–572, 2014.

[73] H. M. Kang, S. H. Ahn, P. Choi et al., “Defective fatty acid
oxidation in renal tubular epithelial cells has a key role in
kidney fibrosis development,” Nature Medicine, vol. 21,
no. 1, pp. 37–46, 2015.

[74] E. Niki, Y. Yoshida, Y. Saito, and N. Noguchi, “Lipid per-
oxidation: mechanisms, inhibition, and biological effects,”
Biochemical and Biophysical Research Communications,
vol. 338, no. 1, pp. 668–676, 2005.

[75] C. L. Quinlan, R. L. Goncalves, M. Hey-Mogensen,
N. Yadava, V. I. Bunik, and M. D. Brand, “The 2-oxoacid
dehydrogenase complexes in mitochondria can produce
superoxide/hydrogen peroxide at much higher rates than
complex I,” The Journal of Biological Chemistry, vol. 289,
no. 12, pp. 8312–8325, 2014.

[76] V. I. Bunik, A. Artiukhov, A. Kazantsev et al., “Specific inhi-
bition by synthetic analogs of pyruvate reveals that the pyru-
vate dehydrogenase reaction is essential for metabolism and
viability of glioblastoma cells,” Oncotarget, vol. 6, no. 37,
pp. 40036–40052, 2015.

[77] V. E. Kagan, A. A. Kapralov, C. M. St. Croix et al., “Lungmac-
rophages “digest” carbon nanotubes using a superoxide/per-
oxynitrite oxidative pathway,” ACS Nano, vol. 8, no. 6,
pp. 5610–5621, 2014.

[78] Y. Y. Tyurina, S. M. Poloyac, V. A. Tyurin et al., “A mito-
chondrial pathway for biosynthesis of lipid mediators,”
Nature Chemistry, vol. 6, no. 6, pp. 542–552, 2014.

[79] J. Tschopp and K. Schroder, “NLRP3 inflammasome activa-
tion: the convergence of multiple signalling pathways on
ROS production?,” Nature Reviews Immunology, vol. 10,
no. 3, pp. 210–215, 2010.

[80] H. J. Anders and L. Schaefer, “Beyond tissue injury-damage-
associated molecular patterns, toll-like receptors, and inflam-
masomes also drive regeneration and fibrosis,” Journal of the
American Society of Nephrology, vol. 25, no. 7, pp. 1387–1400,
2014.

[81] S. S. Iyer, W. P. Pulskens, J. J. Sadler et al., “Necrotic cells trig-
ger a sterile inflammatory response through the Nlrp3
inflammasome,” Proceedings of the National Academy of
Sciences of the United States of America, vol. 106, no. 48,
pp. 20388–20393, 2009.

[82] C. Kurts, U. Panzer, H. J. Anders, and A. J. Rees, “The
immune system and kidney disease: basic concepts and clin-
ical implications,” Nature Reviews Immunology, vol. 13,
no. 10, pp. 738–753, 2013.

[83] C. M. Turner, N. Arulkumaran, M. Singer, R. J. Unwin, and
F.W. Tam, “Is the inflammasome a potential therapeutic target
in renal disease?,” BMC Nephrology, vol. 15, no. 1, p. 21, 2014.

[84] S. S. Iyer, Q. He, J. R. Janczy et al., “Mitochondrial cardiolipin
is required for Nlrp3 inflammasome activation,” Immunity,
vol. 39, no. 2, pp. 311–323, 2013.

[85] A. Broder, J. J. Chan, and C. Putterman, “Dendritic cells: an
important link between antiphospholipid antibodies, endo-
thelial dysfunction, and atherosclerosis in autoimmune and
non-autoimmune diseases,” Clinical Immunology, vol. 146,
no. 3, pp. 197–206, 2013.

[86] L. L. van den Hoogen, J. A. van Roon, T. R. Radstake, R. D.
Fritsch-Stork, and R. H. Derksen, “Delineating the deranged
immune system in the antiphospholipid syndrome,” Autoim-
munity Reviews, vol. 15, no. 1, pp. 50–60, 2016.

11Oxidative Medicine and Cellular Longevity



[87] J. J. Maguire, Y. Y. Tyurina, D. Mohammadyani et al.,
“Known unknowns of cardiolipin signaling: the best is yet
to come,” Biochimica et Biophysica Acta (BBA) - Molecular
and Cell Biology of Lipids, vol. 1862, no. 1, pp. 8–24, 2017.

[88] J. Pollara, R. W. Edwards, L. Lin, V. A. Bendersky, and T. V.
Brennan, “Circulating mitochondria in deceased organ
donors are associated with immune activation and early allo-
graft dysfunction,” JCI Insight, vol. 3, no. 15, article 121622,
2018.

[89] S. I. Yamashita and T. Kanki, “How autophagy eats large
mitochondria: autophagosome formation coupled with mito-
chondrial fragmentation,” Autophagy, vol. 13, no. 5, pp. 980-
981, 2017.

[90] J. D. Mancias and A. C. Kimmelman, “Mechanisms of selec-
tive autophagy in normal physiology and cancer,” Journal of
Molecular Biology, vol. 428, no. 9 Part A, pp. 1659–1680,
2016.

[91] C. T. Chu, H. Bayır, and V. E. Kagan, “LC3 binds externalized
cardiolipin on injured mitochondria to signal mitophagy in
neurons: implications for Parkinson disease,” Autophagy,
vol. 10, no. 2, pp. 376–378, 2014.

[92] M. A. Sani, O. Keech, P. Gardestrom, E. J. Dufourc, and
G. Grobner, “Magic-angle phosphorus NMR of functional
mitochondria: in situ monitoring of lipid response under
apoptotic-like stress,” The FASEB Journal, vol. 23, no. 9,
pp. 2872–2878, 2009.

[93] N. Pallet, N. Bouvier, C. Legendre et al., “Autophagy protects
renal tubular cells against cyclosporine toxicity,” Autophagy,
vol. 4, no. 6, pp. 783–791, 2008.

[94] R. L. Bick, “The antiphospholipid-thrombosis Syndromes:-
Fact, fiction, Confusion, and controversy,” American Journal
of Clinical Pathology, vol. 100, no. 5, pp. 477–480, 1993.

[95] J. Y. Choi, J. H. Jung, S. Shin, Y. H. Kim, and D. J. Han,
“Living donor renal transplantation in patients with anti-
phospholipid syndrome: a case report,” Medicine, vol. 95,
no. 46, article e541, 2016.

[96] J. P. Forman, J. Lin, M. Pascual, M. D. Denton, and
N. Tolkoff-Rubin, “Significance of anticardiolipin antibodies
on short and long term allograft survival and function follow-
ing kidney transplantation,” American Journal of Transplan-
tation, vol. 4, no. 11, pp. 1786–1791, 2004.

[97] A. B. F. L. Cosimi and R. B. Colvin, “Renal thrombotic micro-
angiopathy associated with anticardiolipin antibodies in
hepatitis C-positive renal allograft recipients,” Journal of the
American Society of Nephrology, vol. 10, no. 1, pp. 146–153,
1999.

[98] P. Brunet, M. F. Aillaud, M. S. Marco et al., “Antiphospho-
lipids in hemodialysis patients: relationship between lupus
anticoagulant and thrombosis,” Kidney International,
vol. 48, no. 3, pp. 794–800, 1995.

[99] D. R. J. Arachchillage and M. Laffan, “Pathogenesis and man-
agement of antiphospholipid syndrome,” British Journal of
Haematology, vol. 178, no. 2, pp. 181–195, 2017.

[100] S. Sumitran-Karuppan, G. Tyden, F. Reinholt, U. Berg, and
E. Moller, “Hyperacute rejections of two consecutive renal
allografts and early loss of the third transplant caused by
non-HLA antibodies specific for endothelial cells,” Trans-
plantation Immunology, vol. 5, no. 4, pp. 321–327, 1997.

[101] W. A. Wilson, A. E. Gharavi, T. Koike et al., “International
consensus statement on preliminary classification criteria
for definite antiphospholipid syndrome. Report of an inter-

national workshop,” Arthritis & Rheumatism, vol. 42, no. 7,
article 1309, 1311 pages, 1999.

[102] D. A. Triplett, “Antiphospholipid-protein antibodies: labora-
tory detection and clinical relevance,” Thrombosis Research,
vol. 78, no. 1, pp. 1–31, 1995.

[103] S. Bhandari, P. Harnden, A. M. Brownjohn, and J. H. Turney,
“Association of anticardiolipin antibodies with intraglomeru-
lar thrombi and renal dysfunction in lupus nephritis,” QJM,
vol. 91, no. 6, pp. 401–409, 1998.

[104] M. Greaves, “Antiphospholipid antibodies and thrombosis,”
The New England Journal of Medicine, vol. 353, pp. 1348–
1353, 1999.

[105] A. Tselepis, D. Tsoukatos, C. A. Demopoulos, and V. M.
Kapoulas, “Effects of AGEPC on the intracellular levels of
ions in Tetrahymena pyriformis,” Biochemistry International,
vol. 13, no. 6, pp. 999–1008, 1986.

[106] L. Silvestro, C. Ruikun, F. Sommer et al., “Platelet-Activating
Factor-Induced endothelial cell expression of adhesion mole-
cules and modulation of surface Glycocalyx, Evaluated by
electron spectroscopy for chemical analysis,” Seminars in
Thrombosis and Hemostasis, vol. 20, no. 02, pp. 214–222,
1995.

[107] F. Garcia-Martin, A. De Arriba, and T. Carrascosa, “Anticar-
diolipin antibodies and lupus anticoagulant in end-stage
renal disease,” Nephrology Dialysis Transplantation, vol. 6,
no. 8, pp. 543–547, 1991.

[108] M. Schlame, “Cardiolipin synthesis for the assembly of
bacterial and mitochondrial membranes,” Journal of Lipid
Research, vol. 49, no. 8, pp. 1607–1620, 2008.

[109] A. V. Birk, S. Liu, Y. Soong et al., “The mitochondrial-
targeted compound SS-31 re-energizes ischemic mitochon-
dria by interacting with cardiolipin,” Journal of the American
Society of Nephrology, vol. 24, no. 8, pp. 1250–1261, 2013.

[110] C. Grönhagen-Riska, A.M. Teppo, A. Helanterä, E. Honkanen,
and H. Julkunen, “Raised concentrations of antibodies to
cardiolipin in patients receiving dialysis,” BMJ, vol. 300,
no. 6741, pp. 1696-1697, 1990.

[111] T. Sitter and H. Schiffl, “Anticardiolipin antibodies in
patients on regular hemodialysis: an epiphenomenon?,”
Nephron, vol. 64, no. 4, pp. 655-656, 1993.

[112] B. L. Kasiske, C. Guijarro, Z. A. Massy, M. R. Wiederkehr,
and J. Z. Ma, “Cardiovascular disease after renal transplanta-
tion,” Journal of the American Society of Nephrology, vol. 7,
p. 158, 1996.

[113] D. Ducloux, E. Bourrinet, G. Motte, and J. M. Chalopin,
“Antiphospholipid antibodies as a risk factor for atheroscle-
rotic events in renal transplant recipients,” Kidney Interna-
tional, vol. 64, no. 3, pp. 1065–1070, 2003.

[114] D. A. Triplett, “Clinical significance of antiphospholipid anti-
bodies,” Hemostasis Thrombosis Check Sample, vol. 10, p. 1,
1988.

[115] B. Ferlazzo, A. Barrile, D. Bonanno et al., “Anticardiolipin
antibodies in hemodialysis patients and in renal transplant
recipients: prevalence and significance,” Recenti Progressi in
Medicina, vol. 89, no. 9, pp. 434–437, 1998.

[116] D. Nochy, E. Daugas, and D. Droz, “The intrarenal vascular
lesions associated with primary antiphospholipid syndrome,”
Journal of the American Society of Nephrology, vol. 10, no. 3,
pp. 507–518, 1999.

[117] C. M. Nzerue, K. Hewan-Lowe, S. Pierangeli, and E. N.
Harris, ““Black swan in the kidney”: renal involvement in

12 Oxidative Medicine and Cellular Longevity



the antiphospholipid antibody syndrome,” Kidney Interna-
tional, vol. 62, no. 3, pp. 733–744, 2002.

[118] G. Canaud, F. Bienaimé, L. H. Noël et al., “Severe vascular
lesions and poor functional outcome in kidney transplant
recipients with lupus anticoagulant antibodies,” American
Journal of Transplantation, vol. 10, no. 9, pp. 2051–2060,
2010.

[119] H. Lopez-Escribano, E. Miñambres, M. Labrador, M. J.
Bartolomé, and M. López-Hoyos, “Induction of cell death
by sera from patients with acute brain injury as a mecha-
nism of production of autoantibodies,” Arthritis and Rheu-
matism, vol. 46, no. 12, pp. 3290–3300, 2002.

[120] S. Vaidya, C. C. Wang, K. Gugliuzza, and J. C. Fish, “Relative
risk of post transplant renal thrombosis in patients with anti-
phospholipid antibodies,” Clinical Transplantation, vol. 12,
p. 439, 1998.

[121] T. E. Starzl, H. J. Boehmig, H. Amemiya et al., “Clotting
changes, including disseminated intravascular coagulation,
during rapid renal-homograft rejection,” The New
England Journal of Medicine, vol. 283, no. 8, pp. 383–
390, 1970.

[122] F. Rodriguez-Erdmann and R. D. Guttmann, “Coagulation in
renal-allograft rejection,” The New England Journal of Medi-
cine, vol. 281, no. 25, p. 1428, 1969.

[123] A. Singh, D. Stablein, and A. Tejani, “Risk factors for vascular
thrombosis in pediatric renal transplantation,” Transplanta-
tion, vol. 63, no. 9, pp. 1263–1267, 1997.

[124] Y. Hasunuma, E. Matsuura, and Z. Makita, “Involvement of
beta2-glycoprotein I and anticardiolipin antibodies in oxida-
tively modified low-density lipoprotein uptake by macro-
phages,” Clinical and Experimental Immunology, vol. 107,
no. 3, pp. 569–573, 1997.

[125] B. L. Kasiske, H. A. Chakkera, and J. Roel, “Explained and
unexplained ischemic heart disease risk after renal transplan-
tation,” Journal of the American Society of Nephrology, vol. 11,
pp. 1735–1740, 2000.

[126] K. El Zorkany, J. M. Bridson, A. Sharma, and A. Halawa,
“Transplant renal vein thrombosis,” Experimental and Clini-
cal Transplantation, vol. 15, no. 2, pp. 123–129, 2017.

[127] A. Siedlecki, W. Irish, and D. C. Brennan, “Delayed graft
function in the kidney transplant,” American Journal of
Transplantation, vol. 11, no. 11, pp. 2279–2296, 2011.

[128] A. Turrent-Carriles, J. P. Herrera-Félix, and M. C. Amigo,
“Renal involvement in antiphospholipid syndrome,” Fron-
tiers in Immunology, vol. 9, p. 1008, 2018.

[129] C. Morath, J. Beimler, G. Opelz et al., “Living donor kidney
transplantation in crossmatch‐positive patients enabled by
peritransplant immunoadsorption and anti‐CD20 therapy,”
Transplant International, vol. 25, no. 5, pp. 506–517, 2012.

[130] A. Humar, E. M. Hohnson, K. J. Gillingham et al., “Venous
thromboembolic complications after kidney and kidney-
pancreas transplantation: a multivariate analysis,” Transplan-
tation, vol. 65, p. 229, 1998.

[131] A. Bouquegneau, S. Salam, P. Delanaye, R. Eastell, and
A. Khwaja, “Bone disease after kidney transplantation,” Clin-
ical Journal of the American Society of Nephrology, vol. 11,
no. 7, pp. 1282–1296, 2016.

[132] P. C. Piotrowski, A. Lutkowska, A. TsibulskA, M. Karczewski,
and P. P. Jagodziński, “Neurologic complications in kidney
transplant recipients,” Folia Neuropathologica, vol. 2, no. 2,
pp. 86–109, 2017.

[133] V. E. Kagan, P. Wipf, D. Stoyanovsky et al., “Mitochondrial
targeting of electron scavenging antioxidants: regulation of
selective oxidation vs random chain reactions,” Advanced
Drug Delivery Reviews, vol. 61, no. 14, pp. 1375–1385, 2009.

[134] B. Halliwell and S. Chirico, “Lipid peroxidation: its mecha-
nism, measurement, and significance,” The American Journal
of Clinical Nutrition, vol. 57, no. 5, pp. 715S–725S, 1993, dis-
cussion 724S- 725S.

[135] A. Eirin, B. Ebrahimi, X. Zhang et al., “Mitochondrial protec-
tion restores renal function in swine atherosclerotic renovas-
cular disease,” Cardiovascular Research, vol. 103, no. 4,
pp. 461–472, 2014.

[136] H. H. Szeto, S. Liu, Y. Soong, N. Alam, G. T. Prusky, and
S. V. Seshan, “Protection of mitochondria prevents high-fat
diet-induced glomerulopathy and proximal tubular injury,”
Kidney International, vol. 90, no. 5, pp. 997–1011, 2016.

[137] A. Eirin, B. Ebrahimi, S. H. Kwon et al., “Restoration of mito-
chondrial cardiolipin attenuates cardiac damage in swine
renovascular hypertension,” Journal of the American Heart
Association, vol. 5, no. 6, article e003118, 2016.

[138] K. Nakahira, J. A. Haspel, V. A. Rathinam et al., “Autophagy
proteins regulate innate immune responses by inhibiting
the release of mitochondrial DNA mediated by the NALP3
inflammasome,” Nature Immunology, vol. 12, no. 3,
pp. 222–230, 2011.

[139] A. Vilaysane, J. Chun, M. E. Seamone et al., “The NLRP3
inflammasome promotes renal inflammation and contributes
to CKD,” Journal of the American Society of Nephrology,
vol. 21, no. 10, pp. 1732–1744, 2010.

13Oxidative Medicine and Cellular Longevity



Stem Cells 
International

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

MEDIATORS
INFLAMMATION

of

Endocrinology
International Journal of

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

Disease Markers

Hindawi
www.hindawi.com Volume 2018

BioMed 
Research International

Oncology
Journal of

Hindawi
www.hindawi.com Volume 2013

Hindawi
www.hindawi.com Volume 2018

Oxidative Medicine and 
Cellular Longevity

Hindawi
www.hindawi.com Volume 2018

PPAR Research

Hindawi Publishing Corporation 
http://www.hindawi.com Volume 2013
Hindawi
www.hindawi.com

The Scientific 
World Journal

Volume 2018

Immunology Research
Hindawi
www.hindawi.com Volume 2018

Journal of

Obesity
Journal of

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

 Computational and  
Mathematical Methods 
in Medicine

Hindawi
www.hindawi.com Volume 2018

Behavioural 
Neurology

Ophthalmology
Journal of

Hindawi
www.hindawi.com Volume 2018

Diabetes Research
Journal of

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

Research and Treatment
AIDS

Hindawi
www.hindawi.com Volume 2018

Gastroenterology 
Research and Practice

Hindawi
www.hindawi.com Volume 2018

Parkinson’s 
Disease

Evidence-Based 
Complementary and
Alternative Medicine

Volume 2018
Hindawi
www.hindawi.com

Submit your manuscripts at
www.hindawi.com

https://www.hindawi.com/journals/sci/
https://www.hindawi.com/journals/mi/
https://www.hindawi.com/journals/ije/
https://www.hindawi.com/journals/dm/
https://www.hindawi.com/journals/bmri/
https://www.hindawi.com/journals/jo/
https://www.hindawi.com/journals/omcl/
https://www.hindawi.com/journals/ppar/
https://www.hindawi.com/journals/tswj/
https://www.hindawi.com/journals/jir/
https://www.hindawi.com/journals/jobe/
https://www.hindawi.com/journals/cmmm/
https://www.hindawi.com/journals/bn/
https://www.hindawi.com/journals/joph/
https://www.hindawi.com/journals/jdr/
https://www.hindawi.com/journals/art/
https://www.hindawi.com/journals/grp/
https://www.hindawi.com/journals/pd/
https://www.hindawi.com/journals/ecam/
https://www.hindawi.com/
https://www.hindawi.com/

