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Hepatic ischemia/reperfusion injury is an important complication of liver surgery and transplantation. e mechanisms of this
injury as well as the subsequent reparative and regenerative processes have been the subject of thorough study. In this paper, we
discuss the complex and coordinated responses leading to parenchymal damage aer liver ischemia/reperfusion as well as the
manner in which the liver clears damaged cells and regenerates functional mass.

1. Introduction

Hepatic ischemia/reperfusion (I/R) injury is a consequence
of vascular in�ow occlusion due to portal vascular clamping
during complex liver surgery. I/R injury of the liver is directly
related to the duration of liver ischemia and is a major cause
of morbidity and mortality from liver transplantation and
resection [1–3]. ere has been considerable study of the
biochemical and cellular changes occurring during I/R which
has informed clinical practice. e results of these studies,
which are the focus of this paper, have led to advances in our
understanding of the pathophysiology of hepatic I/R injury
and the development of new therapeutic modalities.

2. Initiation of Reperfusion Injury

Early work by Jaeschke et al. [4–6] established that there are
two distinct phases of liver injury aer warm I/R. e initial
phase of injury occurring within the �rst couple of hours of
reperfusion is characterized by Kupffer cell-induced oxidant
stress. Kupffer cell production and release of reactive oxygen
species, including superoxide anion and hydrogen peroxide,
result in acute hepatocellular injury. Blockade of Kupffer
cell activity, accomplished by administration of gadolinium
chloride or methyl palmitate, reduces acute hepatocyte dam-
age. In addition, complement activation products are criti-
cally important for Kupffer cell activation during the initial

phase of injury as depletion of complement reduces Kupffer
cell-induced oxidant stress [7]. Despite the contribution of
Kupffer cell-derived oxidants, the extent of injury during
this initial phase is far less than that observed at later time
points. Events occurring during the initial phase of liver
injury, including activation of Kupffer cells, initiate a complex
in�ammatory cascade leading to the recruitment of various
populations of leukocytes to the liver. e �rst population of
leukocytes recruited aer reperfusion is CD4 T lymphocytes.

3. Hepatic Recruitment of CD4 T Cells

Signi�cant involvement of T lymphocytes in hepatic I/R
was �rst demonstrated in 1997 in a report that found
that T lymphocytes rapidly accumulated in the liver aer
reperfusion [8]. is study showed that CD4, but not CD8,
T lymphocytes were recruited into the postischemic liver
within 1 hour of reperfusion. e briskness of this response
is surprising as it preceded the in�ux of innate immune cells
to the injured tissue. Later studies by our group con�rmed
this rapid recruitment of CD4 T cells [9].emechanisms by
which T cells are so rapidly recruited to the postischemic liver
remain unde�ned. However, there is growing evidence that
hepatic expression of chemokines is an important contributor
to this process [10].
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Asmentioned above, CD4 lymphocytes are recruited into
postischemic liver long before any appreciable neutrophil
accumulation. Both antibody depletion of CD4 T cells and
CD4-knockout mice showed reduced liver recruitment of
neutrophils aer I/R [8, 9]. e mechanism by which CD4
T cells regulate subsequent neutrophil accumulation appears
to be related to their release of IL-17. IL-17 is preferentially
expressed and secreted by activated CD4 lymphocytes [11].
Furthermore, in a model of peritoneal in�ammation, IL-17
was found to mediate neutrophil recruitment by increasing
the production of chemokines by the peritoneal mesothelium
[12]. IL-17 has also been shown to induce chemokine produc-
tion by other cell types, including epithelial cells, �broblasts,
osteoblasts, and endothelial cells [13–15]. Our studies found
that production of neutrophil-attracting chemokines was
decreased in CD4-knockout mice and that in wild-type mice
treatedwith anti-IL-17 antibodies, chemokine expressionwas
reduced [9]. In both of these experiments, liver neutrophil
accumulation was also reduced. Moreover, adoptive transfer
of CD4 lymphocytes into CD4-knockout mice resulted in
dramatic increases in the expression of chemokines and the
degree of liver neutrophil recruitment [9]. us, it would
appear that CD4 lymphocytes are an important regulator of
hepatic neutrophil recruitment during liver I/R and that this
occurs via their release of IL-17.

e question of whether or not T cell involvement in
liver I/R is driven by antigenic or nonantigenic mechanisms
has not been elucidated. Some studies show that utilization
of MHC II blocking antibodies has no effect on serum
ALT following hepatic IR [16]. is study suggested that
T cells play a bene�cial role not involving the 𝛼𝛼𝛼𝛼 TCR
and that lymphocyte actions occur through a nonantigenic
mechanism. It is well established that during hepatic I/R
in�ammatory cytokines such as IL-12 and IL-18 are rapidly
expressed [17, 18]. Furthermore, nonnaive as well as uncon-
ventional T cells can be functionally activated by these
cytokines in a manner independent of TCR engagement [19–
21]. Taken collectively, these studies suggest the possibility of
nonantigenic activation of T cells during the initial stages of
I/R in the liver. Alternatively, recent studies in other models
of I/R, have discovered the presence of an IgM that reacts
with self-antigens generated by damaged tissues [22, 23].
ese self-reactive IgMs activate the classical pathway of
complement and contribute substantially to the initiation of
the injury response. A similar mechanism may be applicable
to liver I/R, but to date has not been examined.

In order to successfully mount an immune response to an
antigen, T lymphocytes need to receive two different signals.
e �rst signal is delivered by the antigen upon its binding
to the T-cell receptor (TCR). is antigen-speci�c event is
usually termed signal one. e second signal, signal two,
is costimulation delivered by antigen presenting cells and
is a non-antigen-speci�c event. ere are a large number
of different costimulatory molecules and they vary greatly
in their expression patterns and function [24]. One of the
most widely studied co-stimulatory pathways is the CD40-
CD154 pathway. CD40 is a member of the tumor necrosis
factor receptor superfamily and is expressed on APCs such
as dendritic cells (DCs), macrophages, and B-cells. Ligation

of CD40 by its cognate ligand CD154 (which is transiently
expressed on activated T helper cells) leads to co-stimulation
of the target cell. Speci�cally, during liver I/R, it has been
shown that gene therapy-mediated CD154 blockade (Ad-
CD40 Ig), antibody-induced systemic CD154 blockade (MR1
mAb), and genetically targeted CD154 absence (CD154 KO
mice) ameliorated otherwise fulminant injury in a warm
liver I/R model [25]. ese bene�cial effects resulting from
the disruption of CD154-CD40 signaling were accompanied
by (1) diminished liver T-cell sequestration; (2) decrease of
VEGF expression (3) inhibition of TNF-𝛼𝛼 and T-helper ()
type 1 cytokine production and (4) induction of antiapoptotic
(Bcl-2/Bcl-xl) and depression of proapoptotic (caspase-3)
proteins.

Another widely studied co-stimulatory pathway is the
CD28/CD80/86 pathway. CD28 is constitutively expressed
on T cells. e ligands for CD28 are CD80 and CD86
(B7-1, B7-2), both members of the immunoglobulin (Ig)
superfamily, which are transiently expressed on activated
APCs. Both CD80 and CD86 are increased in the liver
aer I/R [26, 27]. Ligation of CD28 by these molecules in
conjunction with antigen recognition via the TCR complex
leads to activation of the T cell. An additional feature of
this pathway is the existence of an alternative receptor for
CD80/86 called CD152 (CTLA-4), which unlike CD28, is
upregulated aer T cell activation and results in suppressive
T cell function. Indirect evidence for a critical role for T cells
in kidney I/R came from blocking one of the costimulatory
pathways necessary for T-cell activation. Blocking the B7-
CD28 costimulation pathway by CTLA4 Ig, a recombinant
fusion protein, containing the extracellular domain of human
CTLA4 (a homologue of CD28), resulting in T cell anergy,
ameliorated renal dysfunction and decreased mononuclear
cell in�ltration in a model of renal cold ischemia [28]. It
has yet to be elucidated whether such treatment during liver
ischemia reperfusion would yield similar results.

e liver sinusoidal endothelial cell (LSEC) has been
described as a new type of APC that resides in the liver
[29, 30]. LSEC is also believed to express the costimulatory
moieties CD40, CD80, and CD86 and stimulate T cells
through peptide presentation in the context of MHC class
I and II molecules [22, 31]. is would allow endothelial
activation by T cells and vice versa, due to TCR-MHC
and either CD40-CD154- or CD28-B7-dependent pathways.
However, in a contrary report that compared LSEC and
dendritic cells directly, it was found that LSEC expressed
surface markers only re�ective of an endothelial phenotype.
Further, highly puri�ed LSEC had undetectable levels of the
co-stimulatory receptors CD40, CD80, and CD86 and only
minimal MHC class II. is paper concluded that LSECs
are poor stimulators of T cells, but other properties, such as
their high capacity for antigen uptake and direct access to
circulating lymphocytes, may enable them to contribute to
the unique immunologic function of the liver [32].

e precise manner in which intrahepatic T cells interact
with various APCs in the liver during the response to I/R
has not been elucidated. However, the rapid recruitment of
lymphocytes to the liver coincides with the induction of a
robust hepatic in�ammatory response.
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�. Initiation an� �ropa�ation of In�a��ation
in the Liver by I/R

e hepatic in�ammatory response to I/R appears to begin
with the elaboration of the cytokines, IL-12 and IL-23.
Increased expression of these cytokines, at both the mRNA
and protein levels, can be detected prior to hepatic reperfu-
sion and this expression is short-lived, disappearing within 4-
5 hours of hepatic reperfusion [18, 33].e importance of IL-
12/23 in the initiation of the hepatic in�ammatory response
to I/R was demonstrated in studies using both neutralizing
antibodies as well as mice lacking the p40 subunit, which
is common to both IL-12 and IL-23. In both experiments,
a functional lack of IL-12 prevented increased expression of
tumor necrosis factor-alpha (TNF𝛼𝛼) and subsequent devel-
opment of neutrophil-dependent liver injury.is prominent
role of IL-12/23 was direct and not mediated by induction
of interferon-gamma (IFN𝛾𝛾) production, as mice nullizygous
for IFN𝛾𝛾were indistinguishable from wild-type mice in their
response to hepatic I/R [18].

e liver cell population responsible for producing IL-
12/23 has not yet been identi�ed, but Kupffer cells and
stellate cells are likely sources [34]. Similarly, the signalling
mechanism through which IL-12/23 acts to illicit TNF𝛼𝛼
production remains unde�ned. IL-12/23 is known to be a
potent activator of the transcription factor, signal transducer
and activator of transcription-4 (STAT4) [35, 36]. However,
STAT4-de�cient mice were not protected from liver I/R
injury [37], suggesting that another signalling mechanism
exists that is responsible for the in vivo gene induction of
TNF𝛼𝛼 by IL-12/23.

e production of TNF𝛼𝛼 and IL-1 by Kupffer cells aer
I/R has long been thought to be the primary initiating events
for propagation of the hepatic in�ammatory response [38–
41]. We now know that expression of IL-12/23 is required
for the full expression of TNF𝛼𝛼 and that IL-1 plays only
an accessory role in the hepatic in�ammatory response to
I/R. As with many other acute in�ammatory responses,
TNF𝛼𝛼 is a central mediator in the hepatic response to I/R.
Liver production of TNF𝛼𝛼 does not occur during hepatic
ischemia but begins to increase shortly aer reperfusion at
a time when hepatic IL-12/23 levels are maximal [18]. e
importance of TNF𝛼𝛼 in the hepatic in�ammatory response
has been well described and blockade of this mediator
abolishes liver in�ammation and hepatocellular injury [38,
42]. ese protective effects were subsequently found to be
attributed to TNF𝛼𝛼 induction of secondary in�ammatory
mediators. Blockade of TNF𝛼𝛼 prevents the expression of
hepatic vascular adhesionmolecules as well as the expression
of CXC chemokines, which are chemotactic for neutrophils
[43–46].

IL-1 was presumed to share many of the same effects of
TNF𝛼𝛼, based on an early study showing that prophylactic
treatment with IL-1 receptor antagonist protected against
hepatic I/R injury [41]. However, a more recent study indi-
cates that IL-1 functions to augment neutrophil recruitment
but does not play an essential role in the development of
liver in�ammation aer I/R [47]. In this study, IL-1 receptor-
knockoutmice experienced the same degree of hepatocellular

injury as their wild-type counterparts, but had reduced
neutrophil accumulation in the liver. is was found to be
associated with attenuated activation of the transcription
factor, NF-𝜅𝜅B, and reduced expression of CXC chemokines.
It appears that IL-1 functions to augment the in�ammatory
response at later time points through the induction of CXC
chemokine expression, but the lack of IL-1 function does not
signi�cantly affect the development of liver in�ammation.

5. Transcriptional Activation of
�roin�a��atory �yto�ines

A common theme amongst each of the three “early response”
cytokines discussed above is their gene regulation. e gene
expression of IL-12/23, TNF𝛼𝛼, and IL-1 is controlled, at least
in part, by the transcription factor, NF-𝜅𝜅B [48].

Other transcription factors, such as AP-1 andmembers of
the signal transducer and activator of transcription (STAT)
family, also regulate proin�ammatory mediator expression.
However, their roles during hepatic I/R injury are less
well studied. e term NF-𝜅𝜅B refers to proteins of the Rel
family which share a homologous amino acid sequence
in their amino termini called the Rel homology domain
that is necessary for dimerization, DNA binding and I𝜅𝜅B
(inhibitor of NF-𝜅𝜅B) binding, [49, 50]. ese proteins bind
to form homo- or heterodimers with different degrees of
transcriptional activity [51]. e classical form of NF-𝜅𝜅B,
and the dimer found most commonly in the liver, is a
heterodimer composed of p50 and p65 [49]. In unstimulated
cells, NF-𝜅𝜅B is sequestered in the cytoplasm by inhibitors
of 𝜅𝜅B (I𝜅𝜅B) proteins, of which there are currently at least 5
known isoforms. I𝜅𝜅Bs prevent nuclear localization of NF-𝜅𝜅B
by masking its nuclear localization signal peptide and block
NF-𝜅𝜅B from binding to DNA by allosteric inhibition [52].

Two modes of NF-𝜅𝜅B activation have been described
to occur in the liver during I/R injury. e �rst mode
is the classical pathway of NF-𝜅𝜅B activation in which cell
stimulation results in the serine phosphorylation of I𝜅𝜅B
by the I𝜅𝜅B kinase complex (IKK complex). is kinase
complex consists of two catalytically active subunits, IKK𝛼𝛼
and IKK𝛽𝛽, and a nonenzymatic regulatory scaffold protein
I𝜅𝜅K𝛾𝛾 (also known as NF-𝜅𝜅B essential modi�er, NE�O) [53,
54]. Phosphorylated I𝜅𝜅B then becomes the target of ubiquitin
ligase which polyubiquitinates the protein for subsequent
proteasomal degradation [55, 56]. In addition to this well-
characterized pathway, there appears to be an alternative
method of NF-𝜅𝜅B activation that does not involve the IKK
complex, serine phosphorylation, and proteosome mediated
degradation of I𝜅𝜅B. is alternate mechanism of NF-𝜅𝜅B
activation was originally described in hypoxic T cells and
involves the phosphorylation of I𝜅𝜅B𝛼𝛼 on tyrosine residue
42 that leads to its dissociation from NF-𝜅𝜅B [57]. How-
ever, tyrosine-phosphorylated I𝜅𝜅B𝛼𝛼 is not proteolytically
degraded. Experimental data suggest that activation of NF-
𝜅𝜅B via this mechanism occurs predominantly aer hypoxia,
whereas the classical pathway occurs primarily aer cytokine
stimulation [58–61]. For both mechanisms of activation,
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once NF-𝜅𝜅B is freed from I𝜅𝜅B it translocates to the nucleus
where it initiates the transcription of target genes.

e activity of free NF-𝜅𝜅B is also tightly regulated.
First, NF-𝜅𝜅B activates the transcription of its own inhibitor
I𝜅𝜅B𝛼𝛼, leading to the termination of NF-𝜅𝜅B response which
is rapid but transient [56, 62]. Second, posttranslational
modi�cations of NF-𝜅𝜅B subunits by phosphorylation and
acetylation affect the transcriptional activity, stability, DNA
binding affinity, and subcellular localization of NF-𝜅𝜅B [63–
65]. In particular, the robust induction of NF-𝜅𝜅B requires
the phosphorylation of p65 on its serine residue 276 which
permits the subsequent recruitment of coactivator CBP/p300
[66–68]. Multiple other p65 phosphorylation sites involving
multiple kinases have also been identi�ed [63]. Overall, the
phosphorylation of p65 appears to be essential for the optimal
activity of NF-𝜅𝜅B. Similar to phosphorylation, acetylation of
p65 occurs at multiple sites and affects the function of NF-
𝜅𝜅B. For example, acetylation of lysine 221 on p65 enhances
DNA binding and hinders association of I𝜅𝜅B𝛼𝛼, whereas
the acetylation of lysines 122 and 123 reduces its DNA
binding affinity [69, 70]. p65 is the primary transcriptional
activating component of NF-𝜅𝜅B and it appears that other NF-
𝜅𝜅B subunits, such as p50, are expendable for function during
liver injury and recovery [71, 72].

Lastly, the nuclear translocation and stability of the
released NF-𝜅𝜅B appear to be regulated by the prolyl iso-
merase, Pin-1. Pin-1 is an isomerase that binds to the
phosphorylated serine- or threonine-proline motif of its
target proteins, and causes cis-trans isomerization about the
peptidyl-prolyl bond [73]. Depending on the substrate, this
can affect substrate’s stability, cellular localization, activity
level and its ability to interact with other proteins. Not
surprisingly, Pin-1 has diverse roles in the cellular processes
which are re�ected in the diverse pool of substrates that
include transcription factors, mitotic proteins and cytoskele-
tal proteins. NF-𝜅𝜅B p65 is one of the substrates of Pin-1,
which binds to the phosphorylated threonine 254-proline
motif of the p65 [74]. e binding of Pin-1 greatly stabi-
lizes the NF-𝜅𝜅B complex by blocking the ubiquitin ligase-
mediated degradation of p65. Furthermore, Pin-1 inhibits
the binding of I𝜅𝜅B𝛼𝛼 to p65. is enhanced stability and
inhibition of I𝜅𝜅B binding to p65 result in increased nuclear
localization and prolonged activity of NF-𝜅𝜅B. e impact
of Pin-1 in the activity of NF-𝜅𝜅B is seen in p65 mutants
that have a threonine to alanine substitution at amino acid
position 254. Such mutation prevents Pin-1 from binding
to p65 and results in rapid degradation as well as failure of
nuclear localization of NF-𝜅𝜅B [74]. e function of Pin-1 in
liver I/R injury was recently con�rmed in a mouse model in
which it was shown that Pin-1 expression was requisite for
adequate p65 stability [75]. In addition, this study showed
that normothermic ischemia reduced Pin-1 expression in
hepatocytes, but not �upffer cells, suggesting a cell-speci�c
regulation of NF-𝜅𝜅B activation during I/R injury by Pin-1.

6. Hepatic Recruitment of Neutrophils

e propagation of in�ammation in the liver aer I/R by
TNF𝛼𝛼 and, to a lesser degree, by IL-1 is accomplished

through induction of the expression of adhesion molecules
on vascular endothelial cells and stimulation of the pro-
duction and release of CXC chemokines. ree classes of
vascular cell adhesion molecules contribute to the adhesion
and transmigration of neutrophils from the blood vessel
lumen into the interstitial spaces. Selectins are glycoproteins
expressed on endothelial cells (E- and P-selectins), platelets
(P-selectin), and neutrophils (L-selectin) [76]. Selectins are
responsible for leukocyte capture and transient adhesion
to the vascular endothelium and all three family mem-
bers have roles in leukocyte adhesion during hepatic I/R
injury [77–80]. e increased neutrophil-endothelium inter-
actions mediated by selectins facilitate the engagement of
the other two classes of adhesion molecules, integrins and
the immunoglobulin-like adhesion molecules. Integrins are
expressed on the neutrophil surface (i.e., CD11b/CD18)
and bind to immunoglobulin-like adhesion molecules that
are expressed on the vascular endothelium (i.e., intercellu-
lar adhesion molecule-1, ICAM-1) [81]. ese interactions
mediate �rm adhesion and transmigration and are essential
for neutrophil recruitment into the liver aer I/R [82, 83].

TNF𝛼𝛼 is clearly the primary stimulus for vascular cell
adhesion molecule expression in the liver aer I/R. TNF𝛼𝛼
is responsible for increasing hepatic vascular endothelial
expression of P-selectin as well as ICAM-1 [43, 84]. P-selectin
expression is not only important for the adhesion of neu-
trophils, but also for the adhesion of platelets to the hepatic
endothelium [85]. Increased platelet accumulation within
the hepatic microcirculation may enhance the subsequent
adhesion of neutrophils, as adherent platelets are known to
augment neutrophil adhesion at sites of in�ammation [86].
More importantly, increased neutrophil accumulation has
been attributed to sinusoidal endothelial cell injury, con-
tributing to hepatic microvascular dysfunction [87]. Hepatic
vascular expression of ICAM-1 is also increased by TNF𝛼𝛼,
and blockade of TNF𝛼𝛼 attenuates neutrophil accumulation
and subsequent liver injury [38, 43].

In conjunction with vascular cell adhesion molecules,
chemokines are an integral component of the process of
neutrophil recruitment. Chemokines are a group of small
(8–10 kD), basic, heparin-binding proteins that are secreted
by leukocytes as well as various tissue cells [88, 89]. While
mainly involved in leukocyte chemoattraction, chemokines
have also been implicated in other cellular activities,
including regulation of angiogenesis, �brosis, proliferation,
cytotoxicity, and apoptosis [90–93]. e nomenclature for
chemokines is based on the con�guration of a conserved
amino-proximal cysteine-containing motif [94]. ere are
currently four branches of the chemokine family, CXC, CC,
CX3C, and C (where X is any amino acid). CC and CXC
are the two major branches, whereas CX3C and C each have
only one representative, consisting of fractalkine (CX3CL1)
and lymphotactin (XCL1), respectively [95]. e CC family
is the largest, primarily involved in attracting mononuclear
cells to sites of chronic in�ammation, while members of
the CXC family mediate the chemoattraction of neutrophils
and monocytes to sites of acute in�ammation [91]. CXC
chemokines can be further classi�ed by the presence or
absence of a Glu-Leu-Arg (ELR) amino acid motif in the
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amino terminus of the peptide. e ELR motif confers
receptor-binding speci�city [96, 97].

CXC chemokines exert their effects through the CXC
chemokine receptors (CXCR) 1–6 [95]. CXCR1 and
CXCR2 bind speci�cally to CXC chemokines which contain
the ELR motif [90, 94]. In addition to their leukocyte-
chemoattractant properties, ELR+ CXC chemokines have
been shown to have important roles in angiogenesis and
cellular proliferation [46, 92, 98]. CXCR1 and CXCR2
are expressed by neutrophils, monocytes, CD8+ T cells,
epithelial cells, and endothelial cells, as well as in hepatocytes
[99–101]. TNF𝛼𝛼 and IL-1 stimulate the production of a
number of chemokines [94]. Chemokine production and/or
presentation by endothelial cells activates neutrophils during
their initial interactions with the vascular endothelium
and promotes their subsequent �rm adhesion. Hepatic
production of chemokines forms a chemotactic gradient
which serves to direct the recruitment of neutrophils into
the injured liver. ere appears to be selective differences in
the expression of various CXC chemokines in the ischemic
liver versus the nonischemic liver that causes the preferential
recruitment of neutrophils into the ischemic liver [45]. CXC
chemokines are also upregulated in remote organs, including
lung, and play an important role in the development of
remote organ injury aer liver I/R [44, 46].

7. Neutrophil-Mediated Hepatocellular Injury

In liver, accumulation of activated neutrophils within the
hepatic parenchyma causes hepatocyte damage through the
release of oxidants and proteases. Effective killing of hepa-
tocytes by neutrophils probably requires direct cell contact
via CD11/CD18- and ICAM-1-dependent mechanisms [102,
103]. e primary neutrophil oxidant-generating pathway
involves NADPH oxidase. Under normal conditions, this
enzyme exists as inactive subunits located both on the cell
membrane and in the cytoplasm. Cell activation causes
translocation of cytosolic subunits to the cell membrane,
resulting in assembly of a multimeric complex that exhibits
oxidase activity.e active enzyme oxidizes NADPH and the
released electron reduces molecular oxygen, forming O2

●,
superoxide anion. Further reduction of O2

● results in the
generation of H2O2, which can be further reduced to the
most active of all oxygen-centered radicals, the hydroxyl
radical (HO●). HO● can then be further reduced to H2O.
Myeloperoxidase (MPO) released from neutrophil granules
will, in the presence of a halide such as Cl−, enzymatically
convert H2O2 to hypochlorous acid (HOCl), another potent
oxidant. e generation of O2

●, H2O2, HO●, and HOCl may
directly damage hepatocytes [6, 104, 105] and/or deacti-
vate endogenous antiproteases facilitating protease-mediated
hepatocyte injury.

In addition to the generation of oxidants, activated neu-
trophils release a number of mediators by granule exocytosis.
e contents of neutrophil granules include large amounts of
proteases (i.e., elastase, cathepsin G, heparanase, and collage-
nase) and hydrolytic enzymes that may be directly cytotoxic
to hepatocytes [106, 107]. Serine proteases, such as elastase

and cathepsin G may directly damage membrane com-
ponents of hepatocytes, while metalloproteinases primarily
degrade basement membrane and matrix components.

8. Modes of Hepatocyte Death after I/R

Apoptosis and necrosis are two distinct forms of cell death
that differ morphologically. Necrotic cells are characterized
by the loss of plasma membrane integrity and cellular archi-
tecture, vacuolization, and mitochondria swelling. Apoptotic
cells, on the other hand, have as hallmarks chromatin
condensation and nuclear fragmentation, cell shrinkage, and
formation of apoptotic bodies. Although these two forms of
cell death appear very different, they have some important
similarities. First, mitochondrial dysfunction is a critical
component of both forms of cell death. Speci�cally, opening
of the nonselective permeability transition pores on the inner
mitochondrial membrane leads to uncoupling of oxidative
phosphorylation, membrane depolarization, and leaching of
factors involved in cell death [108]. Second, both forms of
cell death can be triggered by the same stimuli. In fact,
intensity of a given stimulus and the intracellular ATP level
appear to be important factors that determine whether a
cell undergoes apoptosis or necrosis. An apoptotic stimulus
can induce necrosis at higher intensity/concentration [109].
Alternatively, apoptotic stimuli can also cause necrosis if
the intracellular ATP is depleted [110, 111]. ere has been
considerable debate about the primary mode of liver cell
death aer I/R. Some laboratories have reported substantial
hepatocyte apoptosis [112], while others have shown that
broad caspase inhibitors protect against I/R injury [113].
However, critical examination has shown that many of the
parameters used to assess apoptosis in these studies also are
positive in necrotic cells and that the �nal mode of death in
the vast majority of hepatocytes aer I/R is necrosis [114].

Because cells that would die by apoptosis undergo necro-
sis if intracellular ATP is depleted (a condition induced
by prolonged ischemia), it is likely that necrotic cells seen
aer I/R may represent two populations: one population
consisting of cells that incurred severe lethal damage and
die by necrosis; a second population consisting of cells
that initially were triggered to undergo apoptosis but, due
to the lack of intracellular ATP, switched to necrotic cell
death. Inhibition of apoptosis may provide protection against
I/R injury by allowing the latter population of cells, that
are injured but viable, a chance to survive and recover.
is concept is supported by studies in which inhibition of
apoptosis by overexpression of the antiapoptotic gene Bcl-2
reduced liver injury aer I/R [115, 116].

Given the central role of TNF𝛼𝛼 in the injury response
to hepatic I/R, it could serve as a primary stimulus for
apoptosis. In fact, blocking TNF𝛼𝛼 production greatly reduces
hepatic injury and apoptotic parameters aer I/R, whereas
the inhibition of Fas signaling had no effect on injury
or evidence of apoptosis in this setting [117]. Similarly,
TNF receptor-1 (TNFR-1)-knockout mice demonstrate less
hepatic insult and apoptosis aer I/R [117]. ese �ndings
suggest that TNF𝛼𝛼 may induce apoptotic signaling aer I/R
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which may contribute to overall hepatocellular dysfunction
and death.

One of the best known functions of NF-𝜅𝜅B is its role
in inhibiting apoptosis aer TNF𝛼𝛼 exposure. e in�amma-
tory and apoptotic response of TNF𝛼𝛼 is mediated through
the signaling proteins that are recruited to TNFR-1 upon
ligand binding. TNFR-1 associated death domain (TRADD)
binds to the receptor and is involved in the transduction
of both responses [118]. Binding of Fas-associated death
domain protein (FADD) to TRADD leads to TNF-induced
apoptosis that involves caspase 8 [119]. On the other hand,
binding of TNFR-associated factor (TRAF)-2 and receptor-
interacting protein (RIP) results in activation of NF-𝜅𝜅B
and c-Jun NH2-terminal kinase (JNK). Although TNF𝛼𝛼
can elicit a potent apoptotic response, cells usually do not
undergo apoptosis aer exposure to TNF𝛼𝛼 because NF-𝜅𝜅B
opposes this response. Failure to activate NF-𝜅𝜅B aer TNF𝛼𝛼
stimulation results in apoptosis. For example, p65−/− cells
undergo apoptosis aer TNF𝛼𝛼 stimulation. Cells that express
a nonphosphorylatable form of I𝜅𝜅B fail to activate NF-𝜅𝜅B
upon TNF𝛼𝛼 stimulation and also undergo apoptosis [120,
121]. Some of the most compelling evidence regarding the
anti-apoptotic effects of NF-𝜅𝜅B came from the generation of
p65 knockoutmice, which die in utero due tomassive hepatic
apoptosis [122]. NF-𝜅𝜅B prevents apoptosis by transcribing a
number of anti-apoptotic genes. For example, NF-𝜅𝜅B induces
transcription of TRAF1 and 2 and inhibitory apoptotic
protein (IAP)-1 and 2 which when expressed together block
apoptosis by inhibiting caspase 8 activation [119]. When
protein synthesis is blocked with cycloheximide, cells that
are normally resistant to TNF𝛼𝛼 become susceptible, re�ecting
the fact that de novo synthesis of proteins induced by NF-𝜅𝜅B
is required for cell survival [123]. us, NF-𝜅𝜅B may have a
protective role aer I/R by inhibiting apoptotic signaling and
allowing injured but viable cells a chance to recover rather
than succumb to secondary necrosis.

Like all homeostatic processes, regulatory mechanisms exist
to help prevent a runaway in�ammatory train that may
otherwise lead to an overwhelming response. e degree
of the insult oen is directly proportional to the magni-
tude of the in�ammatory response and with the evolution
of advanced trauma stabilization and surgical procedures,
patients are now surviving insults that in years past would
have been lethal. While this is good for the patient ini-
tially, it sets the stage for an in�ammatory response pro-
portional to a lethal stimulus. In this setting, regulatory
mechanisms are oen overwhelmed and cannot effectively
control the proin�ammatory response. ese regulatory
mechanisms are oen induced well aer the initial insult
and therefore represent a potential avenue for therapeutic
intervention/supplementation. Our current knowledge of the
endogenous mediators that regulate the hepatic in�amma-
tory response is quite limited. For example, to date there
have been few anti-in�ammatory mediators identi�ed that

play substantial endogenous roles in control of the hepatic
response to I/R.e cytokines IL-6, IL-10, and IL-13 have all
been shown to be expressed during hepatic I/R injury [124–
126]. However, only IL-6 and IL-13 appear to play important
regulatory roles. IL-6 has been shown to limit hepatocellular
injury and promote hepatocyte regeneration aer I/R [126].
ese effects of IL-6 were linked to its capacity to reduce the
expression of TNF𝛼𝛼 and elaboration of c-reactive protein.
IL-10, while expressed by the liver aer I/R, does not
appear to play a signi�cant regulatory role [125]. Exogenous
administration of IL-10, however, is highly protective and
appears to suppress proin�ammatory cytokine expression
by inhibiting activation of the transcription factor, NF-𝜅𝜅B
[127, 128].e function of IL-13 ismore complex. Exogenous
administration of IL-13 prevents I/R injury by activating
the transcription factor, STAT6, leading to blockade of
transcriptional activation of the genes for TNF𝛼𝛼 and MIP-2
[129]. STAT6 was subsequently found to compete with NF-
𝜅𝜅B for nuclear transcriptional coactivators and decreasedNF-
𝜅𝜅B transcription activation [130]. Studies of IL-13-knockout
mice provide a different story to the role of this cytokine
in the endogenous regulation of liver in�ammation. IL-
13 nullizygous mice display far more hepatocellular injury,
but this occurred without signi�cant alterations in NF-
𝜅𝜅B activation, proin�ammatory mediator expression, and
coincided with a decrease in neutrophil accumulation [125].
ese studies went on to show that endogenous IL-13 has
multiple effects on the liver including a positive modulatory
effect on expression of the adhesion molecule, vascular
cell adhesion molecule-1 (VCAM-1). A decrease in hepatic
VCAM-1 expression in IL-13-knockout mice was associated
with a neutrophil transmigration defect leading to increased
adhesion of neutrophils to the hepatic venular endothelium
and increased hepatic endothelial cell injury. In addition, this
study found IL-13 to directly protect cultured hepatocytes
from oxidant-induced cytotoxicity [125].

e protease inhibitor, secretory leukocyte protease
inhibitor (SLPI), has been shown to be a very potent endoge-
nous regulator of the hepatic in�ammatory response to I/R
[131].is small proteinmediator was originally described as
a secretory product of phagocytes that inhibited neutrophil
elastase. It has subsequently been shown to be produced
by a variety of cell types in various organs and has more
complex functions, including inhibition of the transcription
factor, NF-𝜅𝜅B [131–133]. Hepatic production of SLPI occurs
prior to reperfusion,making somewhat unique amongst anti-
in�ammatory mediators, which are normally expressed aer
the initial surge of proin�ammatory mediators. Endogenous
SLPI appears to regulate liver in�ammation by targeting the
transcription factor, NF-𝜅𝜅B, and attenuating proin�amma-
tory cytokine expression [131]. Additionally, its properties as
a potent protease inhibitor may contribute to neutralization
of destructive enzymes released by activated neutrophils
[106, 133–136].

Nitric oxide (NO) has also been shown to be an important
regulatory mediator in the liver. Its role in the injury
response, however, has been somewhat controversial [137–
147]. In the liver, NO is produced by both endothelial nitric
oxide synthase (eNOS) as well as inducible nitric oxide
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synthase (iNOS), with the latter being expressed primarily
in Kupffer cells and sinusoidal endothelial cells. Studies have
shown that NO is produced by eNOS functions in a highly
protective manner, with pharmacological inhibition strate-
gies and eNOS-knockout mice showing greatly enhanced
indices of hepatocellular injury, whereas production of NO
from iNOS increases liver injury [148–151]. Currently, it
is not clear whether eNOS-derived NO protects the liver
by scavenging reactive oxygen species or by modulation of
proin�ammatory mediator expression.

10. Repair and Regeneration of Liver after I/R

Hepatocytes possess the unique ability to proliferate upon
appropriate stimulation, normally maintaining themselves in
a stage of quiescence, known as the G0 phase. e molecular
basis of liver regeneration is composed of three different
phases, including a priming phase, a proliferative phase,
and a termination phase [152]. ese phases have also been
quali�ed as cytokine, growth factor, and metabolic pathways,
respectively, as it pertains to the factors predominantly
mediating a particular phase [153]. It is important to note
that while it is conceptually easier to denote the sequence
of events into “phases,” there is in fact a highly coordinated,
synchronous schema of interactions between growth factors,
cytokines, and other mediators that allow the process of liver
regeneration to occur [154]. Cytokines are a key factor in
stimulating quiescent hepatocytes from the G0 phase into
the G1 phase. TNF𝛼𝛼 and IL-6, along with the transcription
factors, STAT3 and NF-𝜅𝜅B, are required for the initiation of
liver regeneration [153, 155]. rough activation of STAT3
and NF-𝜅𝜅B, target genes are transcribed which are impor-
tant to hepatocyte proliferation. Growth factors, speci�cally
hepatocyte growth factor (HGF) and epidermal growth factor
(EGF), then drive the cell from G1 into the S phase of
DNA replication [153]. Arguably one of the most important
mediators of liver regeneration is HGF—a 100 kDa protein
that was originally identi�ed in 1984 [156, 157]. A potent
mitogen for hepatocyte growth, HGF, is locally released and
upregulated during the initiation of the regenerative process,
cleaved from its inactive single-chain form into its active two-
chain form by uPA [152].

Phospholipase C𝛾𝛾1 (PLC𝛾𝛾1), phospholipase C𝛽𝛽1
(PLC𝛽𝛽1), phospholipase D1 (PLD1), and phosphoinositide-
3-kinase (PI3K) have been implicated in the mechanisms
of hepatocyte proliferation immediately aer HGF or EGF
binding [158–161]. PLC𝛾𝛾1 and PLC𝛽𝛽1 appear to play
different roles in the regenerating liver, with PLC𝛾𝛾1 having
more in�uence on the G2/M phase transition, and PLC𝛽𝛽1
seeming to trigger DNA replication [158]. PLD1 may play
a role in the activation of c-Jun/c-Fos transcription factors,
further contributing to DNA synthesis [162]. e HGF
receptor, a c-met oncogene, has been shown to function
through tyrosine kinase activity. However, Adachi et al.
[163], showed that pertussis toxin-sensitive G proteins
were also involved in mitogen activated protein kinase
(MAPK) activation and arachidonic acid release, speci�cally
demonstrating that PLD activation was diminished to

baseline levels in the presence of G𝛼𝛼i receptor complex
inhibition. More recently, signaling through PI3K has
been shown to be critical for the induction of cyclin
D and DNA replication following HGF binding [161].
Further downstream, MAPK-dependent production of
arachidonic acid (AA) through PLA2 results in production
of prostaglandins, further stimulating DNA synthesis [160].
Prostaglandins, most signi�cantly PGE2 and PGF2, are
known to promote growth in hepatocytes [164]. Conversely,
during conditions in which hepatocytes may be stressed,
activation of PLA2 and increased release of arachidonic
acid may have a deleterious effect on hepatocytes [165]. In
the setting of hypoxic injury to hepatocytes, diminished
ATP production leads to acidosis, therefore preventing
activation of PLA2 until the return to physiologic pH during
reperfusion, resulting in AA release and increased cell
death [165, 166]. In vivo studies have revealed that COX-2-
dependent conversion of arachidonic acid to prostaglandins
is crucial to the induction of protective mechanisms within
the liver, and that COX-2 inhibition contributed to greater
hepatotoxicity in the setting of carbon tetrachloride (CCl4)
injury, perhaps indicating that the level of COX-2 following
hepatic injury is important to recovery [167].

11. Contribution of CXC Chemokines to Liver
Repair and Regeneration

As described above, CXC chemokines are known to be
important mediators of the in�ammatory cascade following
hepatic injury and also appear to have a dichotomous
role in hepatocytes that may be related to their level of
expression [168]. For example, induction of CXC chemokines
at relatively low levels is associated with liver repair and
regeneration, whereas high expression levels have been
associated with hepatotoxicity [101, 169–171]. e impact
of CXC chemokines on the regenerative capacity of the
liver was �rst examined using an in vivo model of par-
tial hepatectomy [169]. Partial hepatectomy represents a
clinically relevant model of hepatic resection, a procedure
oen performed due to trauma or malignancy. ELR+ CXC
chemokines are upregulated aer partial hepatectomy, and
blockade of chemokines orCXCR2 results in diminished liver
regeneration [169]. Subsequent in vitro experiments demon-
strated that hepatocytes treated with ELR+ CXC chemokines
proliferated to a degree similar to that induced by HGF.
ese studies [101, 169–171] provided evidence that ELR+
CXC chemokines were important hepatocyte proliferative
factors that functioned in vivo to promote liver regeneration
aer hepatectomy. However, as previously mentioned, the
remnant liver aer resection or hepatectomy, without Pringle
maneuver, is comprised of unstressed hepatocytes. e role
of CXC chemokines may be distinctly different in a setting in
which hepatocytes are under signi�cant stress, such as I/R.

Liver recovery and repair aer I/R injury in this model
begins approximately 48 hours aer reperfusion and is
associated with increased expression of stathmin andmarked
hepatocyte proliferation [172]. Liver repair and regeneration
typically return the liver to its normal, homeostatic state
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within 5–7 days aer reperfusion, depending on the sever-
ity of the injury. It is during this reparative/regenerative
phase that it appears that the function of CXC chemokines
switches from a proin�ammatory role to direct impinge-
ment on hepatocyte proliferation or death. Knockout of
CXCR2, the primary receptor for ELR+ CXC chemokines
in rodents, resulted in accelerated liver recovery associated
with increased activation of NF-𝜅𝜅B and STAT3 transcription
factors resulting in increased hepatocyte proliferation [170].
Antibody blockade of CXCR2 aer induction of I/R injury
had the same effect [170]. ese studies suggest that during
the reparative/regenerative phase of I/R injury, ELR+ CXC
chemokines have harmful effects which delay liver recovery.

ese apparent harmful effects of ELR+ CXC chemokines
are likely a result of speci�c signaling via CXCR2 in hep-
atocytes. While the presence and involvement of CXCR2
in murine models of hepatocyte injury and regeneration
have been well characterized [169, 170], murine CXCR1
has only been recently identi�ed [173, 174]. Previous work
has demonstrated that CXCR2 is constitutively expressed in
hepatocytes [101] and may be upregulated in the presence
of certain cytokines [175]. While CXCR2 and its ligands
appear to play a key role in hepatocyte proliferation following
partial hepatectomy, and hepatocyte toxicity following I/R
injury or acetaminophen toxicity, the role of CXCR1 is less
clear. CXCR1 is not constitutively expressed in the liver [173].
is �nding was recently con�rmed, but CXCR1 were found
to be induced in hepatocytes aer I/R [100]. Blockade and
knockout of CXCR1 was found to result in delayed liver
repair aer I/R, although there were no observed changes
in hepatocyte proliferation in vivo [100]. While the effects
of CXCR1 blockade or knockout on liver repair were not
as striking as those observed with CXCR2, the �ndings
suggest that CXCR1 has a divergent function in hepatocytes,
compared to CXCR2.

While the stress level of the hepatocyte may alter its
response to CXC chemokines, so may the concentration of
available ligand. Following 70% partial hepatectomy, expres-
sion of ELR+ CXC chemokines increases approximately
5-fold [169], whereas aer I/R it increases hundreds- to
thousandsfold [170]. In vitro, stimulation of primary hep-
atocytes with CXC chemokines has hepatoprotective effects
at low concentrations and progressively cytotoxic effects at
increasingly greater concentrations, effects which are speci�c
to CXCR2 [100, 170]. Adenoviral-mediated liver overex-
pression (>100-fold) of the CXC chemokine, keratinocyte-
derived chemokine, has been shown to result in massive
hepatocellular necrosis within 48 hours [71]. Collectively,
these studies suggest that moderate increases in CXCR2
ligands, occuring aer partial hepatectomymaypromote liver
regeneration, whereas much larger increases in expression of
CXCR2 ligands, occuring aer I/R injury, may be hepatotoxic
and/or oppose hepatocyte proliferation and regeneration.

12. Conclusions

Hepatic I/R injury is a primary complication of liver resec-
tion and transplantation and is also a consideration during

vascular and trauma surgery. e impact of this injury on
patient morbidity and mortality is signi�cant. Experimental
studies have identi�ed the primarymechanisms of this injury
response, which begins as an oxidative stress and culminates
in a robust in�ammatory response leading to neutrophil-
mediated injury to hepatocytes. is entire process is regu-
lated largely by in�ammatory cytokines and is regulated by
endogenous expression of anti-in�ammatory mediators that
serve to resolve the response. An equally complex process for
tissue repair and regeneration of lost functionalmass includes
participation of several proin�ammatory mediators, such as
CXC chemokines, which also serve as secondarymitogens for
hepatocytes. Collectively, these experimental �ndings have
helped identify many new therapeutic targets that can help
reduce the incidence of and mitigate the impact of I/R injury
to the liver to improve patient care.

References

[1] E. Delva, Y. Camus, B. Nordlinger et al., “Vascular occlusions
for liver resections. Operative management and tolerance to
hepatic ischemia: 142 cases,” Annals of Surgery, vol. 209, no. 2,
pp. 211–218, 1989.

[2] C. Huguet, A. Gavelli, and S. Bona, “Hepatic resection with
ischemia of the liver exceeding one hour,” Journal of the
American College of Surgeons, vol. 178, no. 5, pp. 454–458, 1994.

[3] F. Serracino-Inglott, N. A. Habib, and R. T. Mathie, “Hepatic
ischemia-reperfusion injury,” American Journal of Surgery, vol.
181, no. 2, pp. 160–166, 2001.

[4] H. Jaeschke, C. V. Smith, and J. R. Mitchell, “Reactive oxygen
species during ischemia-re�ow injury in isolated perfused
rat liver,” Journal of Clinical Investigation, vol. 81, no. 4, pp.
1240–1246, 1988.

[5] H. Jaeschke and A. Farhood, “Neutrophil and Kupffer cell-
induced oxidant stress and ischemia-reperfusion injury in rat
liver,” American Journal of Physiology, vol. 260, no. 3, pp.
G355–G362, 1991.

[6] H. Jaeschke, “Reactive oxygen and ischemia/reperfusion injury
of the liver,” Chemico-Biological Interactions, vol. 79, no. 2, pp.
115–136, 1991.

[7] H. Jaeschke, A. Farhood, A. P. Bautista, Z. Spolarics, and J. J.
Spitzer, “Complement activates Kupffer cells and neutrophils
during reperfusion aer hepatic ischemia,” American Journal of
Physiology, vol. 264, no. 4, pp. G801–G809, 1993.

[8] R. M. Zwacka, Y. Zhang, J. Halldorson, H. Schlossberg, L.
Dudus, and J. F. Engelhardt, “CD4+ T-lymphocytes medi-
ate ischemia/reperfusion-induced in�ammatory responses in
mouse liver,” Journal of Clinical Investigation, vol. 100, no. 2, pp.
279–289, 1997.

[9] C. C. Caldwell, T. Okaya, A. Martignoni, T. Husted, R. Schuster,
and A. B. Lentsch, “Divergent functions of CD4+ T lympho-
cytes in acute liver in�ammation and injury aer ischemia-
reperfusion,”American Journal of Physiology, vol. 289, no. 5, pp.
G969–G976, 2005.

[10] Y.H.Oo, S. Shetty, andD.H.Adams, “e role of chemokines in
the recruitment of lymphocytes to the liver,” Digestive Diseases,
vol. 28, no. 1, pp. 31–44, 2010.

[11] Z. Yao, S. L. Painter,W. C. Fanslow et al., “Human IL-17: a novel
cytokine derived from T cells,” Journal of Immunology, vol. 155,
no. 12, pp. 5483–5486, 1995.



Scienti�ca 9

[12] J. Witowski, K. Pawlaczyk, A. Breborowicz et al., “IL-17
stimulates intraperitoneal neutrophil in�ltration through the
release of GRO𝛼𝛼 chemokine from mesothelial cells,” Journal of
Immunology, vol. 165, no. 10, pp. 5814–5821, 2000.

[13] M. Laan, Z. H. Cui, H. Hoshino et al., “Neutrophil recruitment
by human IL-17 via C-X-C chemokine release in the airways,”
Journal of Immunology, vol. 162, no. 4, pp. 2347–2352, 1999.

[14] S. Molet, Q. Hamid, F. Davoine et al., “IL-17 is increased in
asthmatic airways and induces human bronchial �broblasts to
produce cytokines,” Journal of Allergy and Clinical Immunology,
vol. 108, no. 3, pp. 430–438, 2001.

[15] M. J. Ruddy, F. Shen, J. B. Smith, A. Sharma, and S. L. Gaffen,
“Interleukin-17 regulates expression of the CXC chemokine
LIX/CXCL5 in osteoblasts: implications for in�ammation and
neutrophil recruitment,” Journal of Leukocyte Biology, vol. 76,
no. 1, pp. 135–144, 2004.

[16] A. Khandoga, M. Hanschen, J. S. Kessler, and F. Krombach,
“CD4+ T cells contribute to postischemic liver injury in
mice by interacting with sinusoidal endothelium and platelets,”
Hepatology, vol. 43, no. 2, pp. 306–315, 2006.

[17] D. Takeuchi, H. Yoshidome, A. Kato et al., “Interleukin 18
causes hepatic ischemia/reperfusion injury by suppressing anti-
in�ammatory cytokine expression inmice,”Hepatology, vol. 39,
no. 3, pp. 699–710, 2004.

[18] A. B. Lentsch, H. Yoshidome, A. Kato et al., “Require-
ment for interleukin-12 in the pathogenesis of warm hepatic
ischemia/reperfusion injury in mice,” Hepatology, vol. 30, no.
6, pp. 1448–1453, 1999.

[19] M. C. Leite-de-Moraes, A. Hameg, A. Arnould et al., “A distinct
IL-18-induced pathway to fully activate NK T lymphocytes
independently from TCR engagement,” Journal of Immunology,
vol. 163, no. 11, pp. 5871–5876, 1999.

[20] G. Martino, F. Grohovaz, E. Brambilla et al., “Proin�ammatory
cytokines regulate antigen-independent T-cell activation by
two separate calcium-signaling pathways in multiple sclerosis
patients,” Annals of Neurology, vol. 43, no. 3, pp. 340–349, 1998.

[21] M. Sugaya, K. Nakamura, and K. Tamaki, “Interleukins 18
and 12 synergistically upregulate interferon-𝛾𝛾 production by
murine dendritic epidermal T cells,” Journal of Investigative
Dermatology, vol. 113, no. 3, pp. 350–354, 1999.

[22] K. Sugiura, S. Lee, T. Nagahama, Y. Adachi, J. Ishikawa,
and S. Ikehara, “Tolerance induction across Mls and minor
histocompatibility complex by inhibiting activation of T helper
type 1 in early period,” Immunology Letters, vol. 77, no. 1, pp.
25–30, 2001.

[23] M. Zhang, E.M.Alicot, I. Chiu et al., “Identi�cation of the target
self-antigens in reperfusion injury,” Journal of Experimental
Medicine, vol. 203, no. 1, pp. 141–152, 2006.

[24] R. A. Kroczek, H. W. Mages, and A. Hutloff, “Emerg-
ing paradigms of T-cell co-stimulation,” Current Opinion in
Immunology, vol. 16, no. 3, pp. 321–327, 2004.

[25] X. D. Shen, B. Ke, Y. Zhai et al., “CD154-CD40 T-cell cos-
timulation pathway is required in the mechanism of hep-
atic ischemia/reperfusion injury, and its blockade facilitates
and depends on heme oxygenase-1 mediated cytoprotection,”
Transplantation, vol. 74, no. 3, pp. 315–319, 2002.

[26] N. Kojima, M. Sato, A. Suzuki et al., “Enhanced expression of
B7-1, B7-2, and intercellular adhesion molecule 1 in sinusoidal
endothelial cells by warm ischemia/reperfusion injury in rat
liver,” Hepatology, vol. 34, no. 4, pp. 751–757, 2001.

[27] A. S. R. Bartlett, J. L. McCall, R. Ameratunga, M. L. Yeong, E.
Gane, and S. R. Munn, “Analysis of Intragra Gene and Protein

Expression of the Costimulatory Molecules, CD80, CD86 and
CD154, in Orthotopic Liver Transplant Recipients,” American
Journal of Transplantation, vol. 3, no. 11, pp. 1363–1368, 2003.

[28] D. K. Ysebaert, K. E. De Greef, A. De Beuf et al., “T cells
as mediators in renal ischemia/reperfusion injury,” Kidney
International, vol. 66, no. 2, pp. 491–496, 2004.

[29] A. Limmer and P. A. Knolle, “Liver sinusoidal endothelial cells:
a new type of organ-resident antigen-presenting cell,”Archivum
Immunologiae et erapiae Experimentalis, vol. 49, supplement
1, pp. S7–S11, 2001.

[30] P. A. Knolle and A. Limmer, “Neighborhood politics: the
immunoregulatory function of organ-resident liver endothelial
cells,” Trends in Immunology, vol. 22, no. 8, pp. 432–437, 2001.

[31] P. A. Knolle, E. Schmitt, S. Jin et al., “Induction of cytokine
production in naive CD4+ T cells by antigen- presenting
murine liver sinusoidal endothelial cells but failure to induce
differentiation toward T(h1) cells,” Gastroenterology, vol. 116,
no. 6, pp. 1428–1440, 1999.

[32] S. C. Katz, V. G. Pillarisetty, J. I. Bleier, A. B. Shah, and R.
P. DeMatteo, “Liver sinusoidal endothelial cells are insufficient
to activate T cells,” Journal of Immunology, vol. 173, no. 1, pp.
230–235, 2004.

[33] T. L. Husted, J. Blanchard, R. Schuster, H. Shen, and
A. B. Lentsch, “Potential role for IL-23 in hepatic
ischemia/reperfusion injury,” In�ammation Research, vol.
55, no. 5, pp. 177–178, 2006.

[34] L. Leifeld, S. Cheng, J. Ramakers et al., “Imbalanced intrahepatic
expression of interleukin 12, interferon gamma, and interleukin
10 in fulminant hepatitis B,” Hepatology, vol. 36, no. 4, pp.
1001–1008, 2002.

[35] W. E. ierfelder, J. M. Van Deursen, K. Yamamoto et al.,
“Requirement for Stat4 in interleukin-12-mediated responses
of natural killer and T cells,” Nature, vol. 382, no. 6587, pp.
171–174, 1996.

[36] W. T. Watford, B. D. Hissong, J. H. Bream, Y. Kanno, L.
Muul, and J. J. O’Shea, “Signaling by IL-12 and IL-23 and
the immunoregulatory roles of STAT4,” Immunological Reviews,
vol. 202, pp. 139–156, 2004.

[37] A. Kato, A. Graul-Layman, M. J. Edwards, and A. B. Lentsch,
“Promotion of hepatic ischemia/reperfusion injury by IL-12
is independent of STAT4,” Transplantation, vol. 73, no. 7, pp.
1142–1145, 2002.

[38] L. M. Colletti, D. G. Remick, G. D. Burtch, S. L. Kunkel, R.
M. Strieter, and D. A. Campbell Jr, “Role of tumor necro-
sis factor-𝛼𝛼 in the pathophysiologic alterations aer hepatic
ischemia/reperfusion injury in the rat,” Journal of Clinical
Investigation, vol. 85, no. 6, pp. 1936–1943, 1990.

[39] S. Suzuki and L. H. Toledo-Pereyra, “Interleukin 1 and tumor
necrosis factor production as the initial stimulants of liver
ischemia and reperfusion injury,” Journal of Surgical Research,
vol. 57, no. 2, pp. 253–258, 1994.

[40] G. A. Wanner, W. Ertel, P. Müller et al., “Liver ischemia and
reperfusion induces a systemic in�ammatory response through
Kupffer cell activation,” Shock, vol. 5, no. 1, pp. 34–40, 1996.

[41] M. Shito, G. Wakabayashi, M. Ueda et al., “Interleukin 1
receptor blockade reduces tumor necrosis factor production,
tissue injury, and mortality aer hepatic ischemia-reperfusion
in the rat,” Transplantation, vol. 63, no. 1, pp. 143–148, 1997.

[42] L. M. Colletti, G. D. Burtch, D. G. Remick et al., “e
production of tumor necrosis factor alpha and the devel-
opment of a pulmonary capillary injury following hepatic



10 Scienti�ca

ischemia/reperfusion,” Transplantation, vol. 49, no. 2, pp.
268–272, 1990.

[43] L. M. Colletti, A. Cortis, N. Lukacs, S. L. Kunkel, M. Green,
and R. M. Strieter, “Tumor necrosis factor up-regulates inter-
cellular adhesion molecule 1, which is important in the
neutrophil-dependent lung and liver injury associated with
hepatic ischemia and reperfusion in the rat,” Shock, vol. 10, no.
3, pp. 182–191, 1998.

[44] L. M. Colletti, S. L. Kunkel, A. Walz et al., “Chemokine
expression during hepatic ischemia/reperfusion-induced lung
injury in the rat. e role of epithelial neutrophil activating
protein,” Journal of Clinical Investigation, vol. 95, no. 1, pp.
134–141, 1995.

[45] A. B. Lentsch, H. Yoshidome, W. G. Cheadle, F. N. Miller,
and M. J. Edwards, “Chemokine involvement in hepatic
ischemia/reperfusion injury in mice: roles for macrophage
in�ammatory protein-2 and Kupffer cells,” Hepatology, vol. 27,
no. 2, pp. 507–512, 1998.

[46] H. Yoshidome, A. B. Lentsch, W. G. Cheadle, F. N. Miller,
and M. J. Edwards, “Enhanced pulmonary expression of CXC
chemokines during hepatic ischemia/reperfusion-induced lung
injury in mice,” Journal of Surgical Research, vol. 81, no. 1, pp.
33–37, 1999.

[47] A. Kato, C. Gabay, T. Okaya, and A. B. Lentsch, “Speci�c
role of interleukin-1 in hepatic neutrophil recruitment aer
ischemia/reperfusion,” American Journal of Pathology, vol. 161,
no. 5, pp. 1797–1803, 2002.

[48] H. L. Pahl, “Activators and target genes of Rel/NF-𝜅𝜅B transcrip-
tion factors,” Oncogene, vol. 18, no. 49, pp. 6853–6866, 1999.

[49] A. Hoffmann and D. Baltimore, “Circuitry of nuclear factor 𝜅𝜅B
signaling,” Immunological Reviews, vol. 210, pp. 171–186, 2006.

[50] A. S. Baldwin Jr, “e NF-kappa B and I kappa B proteins: new
discoveries and insights,”Annual Review of Immunology, vol. 14,
pp. 649–683, 1996.

[51] N. D. Perkins, “Achieving transcriptional speci�city with NF-
𝜅𝜅B,” International Journal of Biochemistry and Cell Biology, vol.
29, no. 12, pp. 1433–1448, 1997.

[52] T. Huxford, D. B. Huang, S. Malek, and G. Ghosh, “e crystal
structure of the I𝜅𝜅B𝛼𝛼/NF-𝜅𝜅B complex reveals mechanisms of
NF-𝜅𝜅B inactivation,” Cell, vol. 95, no. 6, pp. 759–770, 1998.

[53] C. Scheidereit, “I𝜅𝜅B kinase complexes: gateways to NF-𝜅𝜅B
activation and transcription,” Oncogene, vol. 25, no. 51, pp.
6685–6705, 2006.

[54] F. Mercurio, H. Zhu, B. W. Murray et al., “IKK-1 and IKK-2:
cytokine-activated I𝜅𝜅B kinases essential for NF-𝜅𝜅B activation,”
Science, vol. 278, no. 5339, pp. 860–866, 1997.

[55] Z. Chen, J. Hagler, V. J. Palombella et al., “Signal-induced
site-speci�c phosphorylation targets I𝜅𝜅B𝛼𝛼 to the ubiquitin-
proteasome pathway,” Genes and Development, vol. 9, no. 13,
pp. 1586–1597, 1995.

[56] S. Ghosh, M. J. May, and E. B. Kopp, “NF-𝜅𝜅B and rel proteins:
evolutionarily conserved mediators of immune responses,”
Annual Review of Immunology, vol. 16, pp. 225–260, 1998.

[57] V. Imbert, R. A. Rupec, A. Livolsi et al., “Tyrosine phosphoryla-
tion of I𝜅𝜅B-𝛼𝛼 activates NF-𝜅𝜅B without proteolytic degradation
of I𝜅𝜅B-𝛼𝛼,” Cell, vol. 86, no. 5, pp. 787–798, 1996.

[58] C. Fan, Q. Li, D. Ross, and J. F. Engelhardt, “Tyrosine
phosphorylation of I𝜅𝜅B𝛼𝛼 activates NF𝜅𝜅B through a redox-
regulated and c-Src-dependent mechanism following
hypoxia/reoxygenation,” Journal of Biological Chemistry,
vol. 278, no. 3, pp. 2072–2080, 2003.

[59] R. M. Zwacka, Y. Zhang, W. Zhou, J. Halldorson, and J. E.
Engelhardt, “Ischemia/reperfusion injury in the liver of BALB/c
mice activates AP-1 and nuclear factor 𝜅𝜅B independently of I𝜅𝜅B
degradation,” Hepatology, vol. 28, no. 4, pp. 1022–1030, 1998.

[60] T. Okaya and A. B. Lentsch, “Hepatic expression of S32A/S36A
I𝜅𝜅B𝛼𝛼 does not reduce postischemic liver injury,” Journal of
Surgical Research, vol. 124, no. 2, pp. 244–249, 2005.

[61] A. C. Koong, E. Y. Chen, and A. J. Giaccia, “Hypoxia causes the
activation of nuclear factor 𝜅𝜅B through the phosphorylation of
I𝜅𝜅B𝛼𝛼 on tyrosine residues,” Cancer Research, vol. 54, no. 6, pp.
1425–1430, 1994.

[62] S. C. Sun, P. A. Ganchi, D. W. Ballard, and W. C. Greene,
“NF-𝜅𝜅B controls expression of inhibitor I𝜅𝜅B𝛼𝛼: evidence for an
inducible autoregulatory pathway,” Science, vol. 259, no. 5103,
pp. 1912–1915, 1993.

[63] M. L. Schmitz, I. Mattioli, H. Buss, and M. Kracht, “NF-𝜅𝜅B:
a multifaceted transcription factor regulated at several levels,”
ChemBioChem, vol. 5, no. 10, pp. 1348–1358, 2004.

[64] P. Viatour, M. P. Merville, V. Bours, and A. Chariot, “Phospho-
rylation of NF-𝜅𝜅B and I𝜅𝜅B proteins: implications in cancer and
in�ammation,” Trends in Biochemical Sciences, vol. 30, no. 1, pp.
43–52, 2005.

[65] L. F. Chen and W. C. Greene, “Regulation of distinct biological
activities of the NF-𝜅𝜅B transcription factor complex by acetyla-
tion,” Journal of Molecular Medicine, vol. 81, no. 9, pp. 549–557,
2003.

[66] T. Okazaki, S. Sakon, T. Sasazuki et al., “Phosphorylation of
serine 276 is essential for p65NF-𝜅𝜅B subunit-dependent cellular
responses,” Biochemical and Biophysical Research Communica-
tions, vol. 300, no. 4, pp. 807–812, 2003.

[67] H. Zhong, R. E. Voll, and S. Ghosh, “Phosphorylation of NF-
𝜅𝜅B p65 by PKA stimulates transcriptional activity by promoting
a novel bivalent interaction with the coactivator CBP/p300,”
Molecular Cell, vol. 1, no. 5, pp. 661–671, 1998.

[68] M. E. Gerritsen, A. J. Williams, A. S. Neish, S. Moore, Y. Shi,
and T. Collins, “CREB-binding protein/p300 are transcriptional
coactivators of p65,” Proceedings of the National Academy of
Sciences of the United States of America, vol. 94, no. 7, pp.
2927–2932, 1997.

[69] L. F. Chen, Y. Mu, and W. C. Greene, “Acetylation of RelA
at discrete sites regulates distinct nuclear functions of NF-𝜅𝜅B,”
EMBO Journal, vol. 21, no. 23, pp. 6539–6548, 2002.

[70] R. Kiernan, V. Brès, R. W. M. Ng et al., “Post-activation turn-off
of NF-𝜅𝜅B-dependent transcription is regulated by acetylation
of p65,” Journal of Biological Chemistry, vol. 278, no. 4, pp.
2758–2766, 2003.

[71] R. A. DeAngelis, K. Kovalovich, D. E. Cressman, and R. Taub,
“Normal liver regeneration in p50/nuclear factor 𝜅𝜅B1 knockout
mice,” Hepatology, vol. 33, no. 4, pp. 915–924, 2001.

[72] A. Kato, M. J. Edwards, and A. B. Lentsch, “Gene deletion of
NF-𝜅𝜅B p50 does not alter the hepatic in�ammatory response to
ischemia/reperfusion,” Journal of Hepatology, vol. 37, no. 1, pp.
48–55, 2002.

[73] K. P. Lu, Y. C. Liou, and X. Z. Zhou, “Pinning down proline-
directed phosphorylation signaling,” Trends in Cell Biology, vol.
12, no. 4, pp. 164–172, 2002.

[74] A. Ryo, F. Suizu, Y. Yoshida et al., “Regulation of NF-𝜅𝜅B Sig-
naling by Pin1-Dependent Prolyl Isomerization and Ubiquitin-
Mediated Proteolysis of p65/RelA,” Molecular Cell, vol. 12, no.
6, pp. 1413–1426, 2003.



Scienti�ca 11

[75] S. Kuboki, T. Okaya, R. Schuster et al., “Hepatocyte NF-
𝜅𝜅B activation is hepatoprotective during ischemia-reperfusion
injury and is augmented by ischemic hypothermia,” American
Journal of Physiology, vol. 292, no. 1, pp. G201–G207, 2007.

[76] K. D. Patel, S. L. Cuvelier, and S. Wiehler, “Selectins: critical
mediators of leukocyte recruitment,” Seminars in Immunology,
vol. 14, no. 2, pp. 73–81, 2002.

[77] I. Singh, G. B. Zibari, M. F. Brown et al., “Role of P-selectin
expression in hepatic ischemia and reperfusion injury,” Clinical
Transplantation, vol. 13, no. 1, pp. 76–82, 1999.

[78] D. E. Sawaya Jr, G. B. Zibari, A. Minardi et al., “P-selectin
contributes to the initial recruitment of rolling and adher-
ent leukocytes in hepatic venules aer ischemia/reperfusion,”
Shock, vol. 12, no. 3, pp. 227–232, 1999.

[79] J. Burke, G. B. Zibari, M. F. Brown et al., “Hepatic ischemia-
reperfusion injury causes E-selectin upregulation,” Transplan-
tation Proceedings, vol. 30, no. 5, pp. 2321–2323, 1998.

[80] S. S. Yadav, D. N. Howell, W. Gao, D. A. Steeber, R. C. Harland,
and P. A. Clavien, “L-selectin and ICAM-1 mediate reperfusion
injury and neutrophil adhesion in the warm ischemic mouse
liver,” American Journal of Physiology, vol. 275, no. 6, pp.
G1341–G1352, 1998.

[81] K. Ley, “Integration of in�ammatory signals by rolling neu-
trophils,” Immunological Reviews, vol. 186, pp. 8–18, 2002.

[82] H. Jaeschke, A. Farhood, A. P. Bautista, Z. Spolarics, J. J. Spitzer,
and C. W. Smith, “Functional inactivation of neutrophils with
a Mac-1 (CD11b/CD18) monoclonal antibody protects against
ischemia-reperfusion injury in rat liver,”Hepatology, vol. 17, no.
5, pp. 915–923, 1993.

[83] A. Farhood, G. M. McGuire, A. M. Manning, M. Miyasaka, C.
W. Smith, and H. Jaeschke, “Intercellular adhesion molecule
1 (ICAM-1) expression and its role in neutrophil-induced
ischemia-reperfusion injury in rat liver,” Journal of Leukocyte
Biology, vol. 57, no. 3, pp. 368–374, 1995.

[84] C. Peralta, L. Fernández, J. Panés et al., “Preconditioning
protects against systemic disorders associated with hepatic
ischemia-reperfusion through blockade of tumor necrosis
factor-induced P-selectin up-regulation in the rat,” Hepatology,
vol. 33, no. 1, pp. 100–113, 2001.

[85] S. S. Yadav, D. N. Howell, D. A. Steeber, R. C. Harland, T.
F. Tedder, and P. A. Clavien, “P-selectin mediates reperfusion
injury through neutrophil and platelet sequestration in the
warm ischemic mouse liver,” Hepatology, vol. 29, no. 5, pp.
1494–1502, 1999.

[86] T. G. Diacovo, S. J. Roth, J. M. Buccola, D. F. Bainton, and T. A.
Springer, “Neutrophil rolling, arrest, and transmigration across
activated, surface-adherent platelets via sequential action of P-
selectin and the 𝛽𝛽2- integrin CD11b/CD18,” Blood, vol. 88, no.
1, pp. 146–157, 1996.

[87] D. Sindram, R. J. Porte, M. R. Hoffman, R. C. Bentley, and P.
Clavien, “Platelets induce sinusoidal endothelial cell apoptosis
upon reperfusion of the cold ischemic rat liver,” Gastroenterol-
ogy, vol. 118, no. 1, pp. 183–191, 2000.

[88] M. Baggiolini, “Chemokines in pathology and medicine,” Jour-
nal of Internal Medicine, vol. 250, no. 2, pp. 91–104, 2001.

[89] J. J. Oppenheim, C. O. C. Zachariae, N. Mukaida, and K. Mat-
sushima, “Properties of the novel proin�ammatory supergene
”intercrine” cytokine family,” Annual Review of Immunology,
vol. 9, pp. 617–648, 1991.

[90] A. Mantovani, R. Bonecchi, and M. Locati, “Tuning in�amma-
tion and immunity by chemokine sequestration: decoys and

more,” Nature Reviews Immunology, vol. 6, no. 12, pp. 907–918,
2006.

[91] I. F. Charo and R. M. Ransohoff, “Mechanisms of disease:
the many roles of chemokines and chemokine receptors in
in�ammation,” New England Journal of Medicine, vol. 354, no.
6, pp. 610–621, 2006.

[92] R. M. Strieter, P. J. Polverini, S. L. Kunkel et al., “e functional
role of the ELR motif in CXC chemokine-mediated angio-
genesis,” Journal of Biological Chemistry, vol. 270, no. 45, pp.
27348–27357, 1995.

[93] J. A. Belperio, M. P. Keane, D. A. Arenberg et al., “CXC
chemokines in angiogenesis,” Journal of Leukocyte Biology, vol.
68, no. 1, pp. 1–8, 2000.

[94] A. D. Luster, “Mechanisms of disease: chemokines-chemotactic
cytokines that mediate in�ammation,” New England Journal of
Medicine, vol. 338, no. 7, pp. 436–445, 1998.

[95] K. Bacon, M. Baggiolini, H. Broxmeyer et al.,
“Chemokine/chemokine receptor nomenclature,” Cytokine,
vol. 21, no. 1, pp. 48–49, 2003.

[96] I. Clark-Lewis, B. Dewald, T. Geiser, B. Moser, and M. Bag-
giolini, “Platelet factor 4 binds to interleukin 8 receptors and
activates neutrophils when its N terminus is modi�ed with Glu-
Leu-Arg,” Proceedings of the National Academy of Sciences of the
United States of America, vol. 90, no. 8, pp. 3574–3577, 1993.

[97] C. A. Hebert, R. V. Vitangcol, and J. B. Baker, “Scanning
mutagenesis of interleukin-8 identi�es a cluster of residues
required for receptor binding,” Journal of Biological Chemistry,
vol. 266, no. 28, pp. 18989–18994, 1991.

[98] L. M. Colletti, M. E. Green, M. D. Burdick, and R. M. Strieter,
“e ratio of ELR+ to ELR- CXC chemokines affects the lung
and liver injury following hepatic ischemia/reperfusion in the
rat,” Hepatology, vol. 31, no. 2, pp. 435–445, 2000.

[99] R. Stillie, S. M. Farooq, J. R. Gordon, and A. W. Stadnyk, “e
functional signi�cance behind expressing two IL-8 receptor
types on PMN,” Journal of Leukocyte Biology, vol. 86, no. 3, pp.
529–543, 2009.

[100] C. Clarke, S. Kuboki, N. Sakai et al., “CXC chemokine receptor-
1 is expressed by hepatocytes and regulates liver recovery aer
hepatic ischemia/reperfusion injury,”Hepatology, vol. 53, no. 1,
pp. 261–271, 2011.

[101] C. M. Hogaboam, C. L. Bone-Larson, M. L. Steinhauser et al.,
“Novel CXCR2-dependent liver regenerative qualities of ELR-
containing CXC chemokines,” FASEB Journal, vol. 13, no. 12,
pp. 1565–1574, 1999.

[102] A. R. Nagendra, J. K. Mickelson, and C. W. Smith, “CD18 inte-
grin and CD54-dependent neutrophil adhesion to cytokine-
stimulated human hepatocytes,” American Journal of Physiol-
ogy, vol. 272, no. 3, pp. G408–G416, 1997.

[103] N. M. Boury and C. J. Czuprynski, “Listeria monocytogenes
infection increases neutrophil adhesion and damage to a
murine hepatocyte cell line in vitro,” Immunology Letters, vol.
46, no. 1-2, pp. 111–116, 1995.

[104] H. Jaeschke, A. P. Bautista, Z. Spolarics, and J. J. Spitzer, “Super-
oxide generation by Kupffer cells and priming of neutrophils
during reperfusion aer hepatic ischemia.,” Free radical research
communications, vol. 15, no. 5, pp. 277–284, 1991.

[105] T. W. Wu, N. Hashimoto, J. X. Au, J. Wu, D. A. G. Mickle, and
D. Carey, “Trolox protects rat hepatocytes against oxyradical
damage and the ischemic rat liver from reperfusion injury,”
Hepatology, vol. 13, no. 3, pp. 575–580, 1991.



12 Scienti�ca

[106] P. Mavier, B. Guigui, A. M. Preaux et al., “In vitro toxicity of
hydrogen peroxide against normal vs. tumor rat hepatocytes:
role of catalase and of the glutathione redox cycle,” Hepatology,
vol. 8, no. 6, pp. 1673–1678, 1988.

[107] X. K. Li, A. F.M.Matin, H. Suzuki, T. Uno, T. Yamaguchi, and Y.
Harada, “Effect of protease inhibitor on ischemia/reperfusion
injury of the rat liver,” Transplantation, vol. 56, no. 6, pp.
1331–1336, 1993.

[108] J. S. Kim, L. He, and J. J. Lemasters, “Mitochondrial permeabil-
ity transition: A common pathway to necrosis and apoptosis,”
Biochemical and Biophysical Research Communications, vol.
304, no. 3, pp. 463–470, 2003.

[109] E. Bonfoco, D. Krainc, M. Ankarcrona, P. Nicotera, and S. A.
Lipton, “Apoptosis and necrosis: two distinct events induced,
respectively, by mild and intense insults with N-methyl-D-
aspartate or nitric oxide/superoxide in cortical cell cultures,”
Proceedings of the National Academy of Sciences of the United
States of America, vol. 92, no. 16, pp. 7162–7166, 1995.

[110] Y. Eguchi, S. Shimizu, and Y. Tsujimoto, “Intracellular ATP
levels determine cell death fate by apoptosis or necrosis,”Cancer
Research, vol. 57, no. 10, pp. 1835–1840, 1997.

[111] M. Leist, B. Single, A. F. Castoldi, S. Kühnle, and P. Nicotera,
“Intracellular adenosine triphosphate (ATP) concentration: a
switch in the decision between apoptosis and necrosis,” Journal
of Experimental Medicine, vol. 185, no. 8, pp. 1481–1486, 1997.

[112] V. Kohli, M. Selzner, J. F. Madden, R. C. Bentley, and P.
A. Clavien, “Endothelial cell and hepatocyte deaths occur by
apoptosis aer ischemia-reperfusion injury in the rat liver,”
Transplantation, vol. 67, no. 8, pp. 1099–1105, 1999.

[113] R. Cursio, J. Gugenheim, J. E. Ricci et al., “A caspase inhibitor
fully protects rats against lethal normothermic liver ischemia
by inhibition of liver apoptosis,” FASEB Journal, vol. 13, no. 2,
pp. 253–261, 1999.

[114] J. S. Gujral, T. J. Bucci, A. Farhood, and H. Jaeschke, “Mecha-
nism of cell death during warm hepatic ischemia-reperfusion
in rats: apoptosis or necrosis?” Hepatology, vol. 33, no. 2, pp.
397–405, 2001.

[115] K. Yamabe, S. Shimizu, W. Kamiike et al., “Prevention of
hypoxic liver cell necrosis by in vivo human bcl-2 gene transfec-
tion,” Biochemical and Biophysical Research Communications,
vol. 243, no. 1, pp. 217–223, 1998.

[116] M. Selzner, H. A. Rüdiger, N. Selzner, D. W. omas, D.
Sindram, and P. A. Clavien, “Transgenic mice overexpressing
human Bcl-2 are resistant to hepatic ischemia and reperfusion,”
Journal of Hepatology, vol. 36, no. 2, pp. 218–225, 2002.

[117] H. A. Rüdiger and P. Clavien, “Tumor necrosis factor 𝛼𝛼, but not
Fas, mediates hepatocellular apoptosis in the murine ischemic
liver,” Gastroenterology, vol. 122, no. 1, pp. 202–210, 2002.

[118] H. Hsu, H. B. Shu, M. G. Pan, and D. V. Goeddel, “TRADD-
TRAF2 and TRADD-FADD interactions de�ne two distinct
TNF receptor 1 signal transduction pathways,” Cell, vol. 84, no.
2, pp. 299–308, 1996.

[119] C. Y. Wang, M. W. Mayo, R. G. Korneluk, D. V. Goeddel, and
A. S. Baldwin Jr, “NF-≃B antiapoptosis: induction of TRAF1
and TRAF2 and c-IAP1 and c- IAP2 to suppress caspase-8
activation,” Science, vol. 281, no. 5383, pp. 1680–1683, 1998.

[120] D. J. Van Antwerp, S. J. Martin, T. Kafri, D. R. Green, and I. M.
Verma, “Suppression of TNF-𝛼𝛼-induced apoptosis by NF-𝜅𝜅B,”
Science, vol. 274, no. 5288, pp. 787–789, 1996.

[121] C. Y. Wang, M. W. Mayo, and A. S. Baldwin Jr, “TNF- and
cancer therapy-induced apoptosis: potentiation by inhibition of
NF-𝜅𝜅B,” Science, vol. 274, no. 5288, pp. 784–787, 1996.

[122] A. A. Beg,W. C. Sha, R. T. Bronson, S. Ghosh, andD. Baltimore,
“Embryonic lethality and liver degeneration in mice lacking
the RelA component of NF-𝜅𝜅B,” Nature, vol. 376, no. 6536, pp.
167–170, 1995.

[123] D. Wallach, “Preparations of lymphotoxin induce resistance to
their own cytotoxic effect,” Journal of Immunology, vol. 132, no.
5, pp. 2464–2469, 1984.

[124] K. R.McCurry, D. A. Campbell Jr,W. E. Scales, J. S.Warren, and
D. G. Remick, “Tumor necrosis factor, interleukin 6, and the
acute phase response following hepatic ischemia/reperfusion,”
Journal of Surgical Research, vol. 55, no. 1, pp. 49–54, 1993.

[125] A. Kato, T. Okaya, and A. B. Lentsch, “Endogenous IL-
13 protects hepatocytes and vascular endothelial cells during
ischemia/reperfusion injury,” Hepatology, vol. 37, no. 2, pp.
304–312, 2003.

[126] C. A. Camargo Jr, J. F. Madden, W. Gao, R. S. Selvan,
and P. A. Clavien, “Interleukin-6 protects liver against warm
ischemia/reperfusion injury and promotes hepatocyte prolifer-
ation in the rodent,” Hepatology, vol. 26, no. 6, pp. 1513–1520,
1997.

[127] H. Yoshidome, A. Kato, M. J. Edwards, and A. B. Lentsch,
“Interleukin-10 inhibits pulmonary NF-𝜅𝜅B activation and lung
injury induced by hepatic ischemia-reperfusion,” American
Journal of Physiology, vol. 277, no. 5, pp. L919–L923, 1999.

[128] H. Yoshidome, A. Kato, M. J. Edwards, and A. B. Lentsch,
“Interleukin-10 suppresses hepatic ischemia/reperfusion injury
in mice: implications of a central role for nuclear factor 𝜅𝜅B,”
Hepatology, vol. 30, no. 1, pp. 203–208, 1999.

[129] H. Yoshidome, A. Kato, M. Miyazaki, M. J. Edwards, and A.
B. Lentsch, “IL-13 activates STAT6 and inhibits liver injury
induced by ischemia/reperfusion,” American Journal of Pathol-
ogy, vol. 155, no. 4, pp. 1059–1064, 1999.

[130] Y. Ohmori and T. A. Hamilton, “Interleukin-4/STAT6 represses
STAT1 and NF-𝜅𝜅B-dependent transcription through distinct
mechanisms,” Journal of Biological Chemistry, vol. 275, no. 48,
pp. 38095–38103, 2000.

[131] A. B. Lentsch, H. Yoshidome, R. L. Warner, P. A. Ward, and
M. J. Edwards, “Secretory leukocyte protease inhibitor in mice
regulates local and remote organ in�ammatory injury induced
by hepatic ischemia/reperfusion,” Gastroenterology, vol. 117,
no. 4, pp. 953–961, 1999.

[132] A. B. Lentsch, J. A. Jordan, B. J. Czermak et al., “Inhibition of
NF-𝜅𝜅B activation and augmentation of I𝜅𝜅B𝛽𝛽 by secretory leuko-
cyte protease inhibitor during lung in�ammation,” American
Journal of Pathology, vol. 154, no. 1, pp. 239–247, 1999.

[133] F. Y. Jin, C. Nathan, D. Radzioch, and A. Ding, “Secretory
leukocyte protease inhibitor: a macrophage product induced by
and antagonistic to bacterial lipopolysaccharide,” Cell, vol. 88,
no. 3, pp. 417–426, 1997.

[134] H. Jaeschke and C. W. Smith, “Mechanisms of neutrophil-
induced parenchymal cell injury,” Journal of Leukocyte Biology,
vol. 61, no. 6, pp. 647–653, 1997.

[135] M. S. Mulligan, A. B. Lentsch, M. Huber-Lang et al., “Anti-
in�ammatory effects of mutant forms of secretory leukocyte
protease inhibitor,” American Journal of Pathology, vol. 156, no.
3, pp. 1033–1039, 2000.

[136] C. D. Wright, J. A. Kennedy, R. J. Zitnik, and M. A. Kashem,
“Inhibition of murine neutrophil serine proteinases by human
andmurine secretory leukocyte protease inhibitor,”Biochemical
and Biophysical Research Communications, vol. 254, no. 3, pp.
614–617, 1999.



Scienti�ca 13

[137] H. Jaeschke, V. B. Schini, and A. Farhood, “Role of nitric oxide
in the oxidant stress during ischemia/reperfusion injury of the
liver,” Life Sciences, vol. 50, no. 23, pp. 1797–1804, 1992.

[138] B. G. Harbrecht and T. R. Billiar, “e role of nitric oxide in
Kupffer cell-hepatocyte interactions.,” Shock, vol. 3, no. 2, pp.
79–87, 1995.

[139] F. Esteban, J. Gomez-Jimenez, M. C. Martin et al., “Nitric
oxide and hepatic ischemic injury in human orthotopic liver
transplantation,” Transplantation Proceedings, vol. 27, no. 4, pp.
2283–2285, 1995.

[140] H. Kobayashi, T. Nonami, T. Kurokawa et al., “Role of endoge-
nous nitric oxide in ischemia-reperfusion injury in rat liver,”
Journal of Surgical Research, vol. 59, no. 6, pp. 772–779, 1995.

[141] C. Peralta, G. Hotter, D. Closa, E. Gelpí, O. Bulbena, and J.
Roselló-Catafau, “Protective effect of preconditioning on the
injury associated to hepatic ischemia-reperfusion in the rat: role
of nitric oxide and adenosine,” Hepatology, vol. 25, no. 4, pp.
934–937, 1997.

[142] T. A. Koeppel, J. C. ies, P. Schemmer et al., “Inhibition of
nitric oxide synthesis in ischemia/reperfusion of the rat liver is
followed by impairment of hepatic microvascular blood �ow,”
Journal of Hepatology, vol. 27, no. 1, pp. 163–169, 1997.

[143] P. Liu, K. Yin, R. Nagele, and P. Y. K. Wong, “Inhibition
of nitric oxide synthase attenuates peroxynitrite generation,
but augments neutrophil accumulation in hepatic ischemia-
reperfusion in rats,” Journal of Pharmacology and Experimental
erapeutics, vol. 284, no. 3, pp. 1139–1146, 1998.

[144] B. H. J. Pannen, F. Al-Adili, M. Bauer, M. G. Clemens, and
K. K. Geiger, “Role of endothelins and nitric oxide in hepatic
reperfusion injury in the rat,” Hepatology, vol. 27, no. 3, pp.
755–764, 1998.

[145] B. S. Taylor, L. H. Alarcon, and T. R. Billiar, “Inducible
nitric oxide synthase in the liver: regulation and function,”
Biochemistry, vol. 63, no. 7, pp. 766–781, 1998.

[146] H. Ohmori, D. K. Dhar, Y. Nakashima, M. Hashimoto, S.
Masumura, and N. Nagasue, “Bene�cial effects of FK409, a
novel nitric oxide donor, on reperfusion injury of rat liver,”
Transplantation, vol. 66, no. 5, pp. 579–585, 1998.

[147] T. Shimamura, Y. Zhu, S. Zhang et al., “Protective role of nitric
oxide in ischemia and reperfusion injury of the liver,” Journal
of the American College of Surgeons, vol. 188, no. 1, pp. 43–52,
1999.

[148] V. G. Lee, M. L. Johnson, J. Baust, V. E. Laubach, S. C.
Watkins, and T. R. Billiar, “e roles of iNOS in liver ischemia-
reperfusion injury,” Shock, vol. 16, no. 5, pp. 355–360, 2001.

[149] I. N. Hines, S. Kawachi, H. Harada et al., “Role of nitric oxide in
liver ischemia and reperfusion injury,” Molecular and Cellular
Biochemistry, vol. 234-235, pp. 229–237, 2002.

[150] I. N. Hines, H. Harada, S. Flores, B. Gao, J. M. McCord, and
M. B. Grisham, “Endothelial nitric oxide synthase protects
the post-ischemic liver: potential interactions with superoxide,”
Biomedicine and Pharmacotherapy, vol. 59, no. 4, pp. 183–189,
2005.

[151] M. R. Duranski, J. W. Elrod, J. W. Calvert, N. S. Bryan, M.
Feelisch, and D. J. Lefer, “Genetic overexpression of eNOS
attenuates hepatic ischemia-reperfusion injury,”American Jour-
nal of Physiology, vol. 291, no. 6, pp. H2980–H2986, 2006.

[152] A. Zimmermann, “Regulation of liver regeneration,” Nephrol-
ogy Dialysis Transplantation, vol. 19, supplement 4, pp.
iv6–iv10, 2004.

[153] N. Fausto, J. S. Campbell, and K. J. Riehle, “Liver regeneration,”
Hepatology, vol. 43, no. 2, pp. S45–S53, 2006.

[154] G. K. Michalopoulos, “Liver regeneration,” Journal of Cellular
Physiology, vol. 213, no. 2, pp. 286–300, 2007.

[155] E. M. Webber, J. Bruix, R. H. Pierce, and N. Fausto, “Tumor
necrosis factor primes hepatocytes for DNA replication in the
rat,” Hepatology, vol. 28, no. 5, pp. 1226–1234, 1998.

[156] G. Michalopoulos, K. A. Houck, M. L. Dolan, and N. C.
Luetteke, “Control of hepatocyte replication by two serum
factors,” Cancer Research, vol. 44, no. 10, pp. 4414–4419, 1984.

[157] T. Nakamura, K. Nawa, and A. Ichihara, “Partial formation
and characterization of hepatocyte growth factor from serum
of hepatectomized rats,” Biochemical and Biophysical Research
Communications, vol. 122, no. 3, pp. 1450–1459, 1984.

[158] E. Albi, G. Rossi, N. M. Maraldi et al., “Involvement of nuclear
phosphatidylinositol-dependent phospholipases C in cell cycle
progression during rat liver regeneration,” Journal of Cellular
Physiology, vol. 197, no. 2, pp. 181–188, 2003.

[159] C. G. Nebigil, “Suppression of phospholipase C 𝛽𝛽, 𝛾𝛾, and
𝛿𝛿 families alters cell growth and phosphatidylinositol
4,5-bisphosphate levels,” Biochemistry, vol. 36, no. 50, pp.
15949–15958, 1997.

[160] T. Adachi, S. Nakashima, S. Saji, T. Nakamura, and Y. Nozawa,
“Mitogen-activated protein kinase activation in hepatocyte
growth factor-stimulated rat hepatocytes: involvement of pro-
tein tyrosine kinase and protein kinase C,” Hepatology, vol. 23,
no. 5, pp. 1244–1253, 1996.

[161] A. Coutant, C. Rescan, D. Gilot, P. Loyer, C. Guguen-Guillouzo,
and G. Baffet, “PI3K-FRAP/mTOR pathway is critical for
hepatocyte proliferation whereas MEK/ERK supports both
proliferation and survival,” Hepatology, vol. 36, no. 5, pp.
1079–1088, 2002.

[162] A. Watanabe, S. Nakashima, T. Adachi, S. Saji, and Y. Nozawa,
“Changes the expression of lipid-mediated signal-transducing
enzymes in the rat liver aer partial hepatectomy,” Surgery
Today, vol. 30, no. 7, pp. 622–630, 2000.

[163] T. Adachi, S. Nakashima, S. Saji, T. Nakamura, and Y. Nozawa,
“Possible involvement of pertussis toxin-sensitive G protein
in hepatocyte growth factor-induced signal transduction in
cultured rat hepatocytes: pertussis toxin treatment inhibits
activation of phospholipid signaling, calcium oscillation, and
mitogen-activated protein kinase,”Hepatology, vol. 26, no. 2, pp.
295–300, 1997.

[164] M. Refsnes, O. F. Dajani, D. Sandnes et al., “On the mech-
anisms of the growth-promoting effect of prostaglandins in
hepatocytes: the relationship between stimulation of DNA
synthesis and signaling mediated by adenylyl cyclase and
phosphoinositide-speci�c phospholipase C,” Journal of Cellular
Physiology, vol. 164, no. 3, pp. 465–473, 1995.

[165] D. C. Harrison, J. J. Lemasters, and B. Herman, “A pH-
dependent phospholipase A2 contributes to loss of plasma
membrane integrity during chemical hypoxia in rat hepato-
cytes1,” Biochemical and Biophysical Research Communications,
vol. 174, no. 2, pp. 654–659, 1991.

[166] H. Malhi, G. J. Gores, and J. J. Lemasters, “Apoptosis and
necrosis in the liver: a tale of two deaths?” Hepatology, vol. 43,
no. 2, pp. S31–S44, 2006.

[167] T. P. Reilly, J. N. Brady, M. R. Marchick et al., “A protective
role for cyclooxygenase-2 in drug-induced liver injury in mice,”
Chemical Research in Toxicology, vol. 14, no. 12, pp. 1620–1628,
2001.

[168] C. N. Clarke, S. Kuboki, A. Tevar, A. B. Lentsch, and M.
Edwards, “CXC chemokines play a critical role in liver injury,



14 Scienti�ca

recovery, and regeneration,” American Journal of Surgery, vol.
198, no. 3, pp. 415–419, 2009.

[169] L. M. Colletti, M. Green, M. D. Burdick, S. L. Kunkel, and
R. M. Strieter, “Proliferative effects of CXC chemokines in rat
hepatocytes in vitro and in vivo,” Shock, vol. 10, no. 4, pp.
248–257, 1998.

[170] S. Kuboki, T. Shin, N. Huber et al., “Hepatocyte signaling
through CXC chemokine receptor-2 is detrimental to liver
recovery aer ischemia/reperfusion in mice,” Hepatology, vol.
48, no. 4, pp. 1213–1223, 2008.

[171] L. Stefanovic and B. Stefanovic, “Mechanism of direct hepa-
totoxic effect of KC chemokine: sequential activation of gene
expression and progression from in�ammation to necrosis,”
Journal of Interferon and Cytokine Research, vol. 26, no. 10, pp.
760–770, 2006.

[172] S. Barone, T. Okaya, S. Rudich et al., “Distinct and sequential
upregulation of genes regulating cell growth and cell cycle pro-
gression during hepatic ischemia-reperfusion injury,”American
Journal of Physiology, vol. 289, no. 4, pp. C826–C835, 2005.

[173] W. Fu, Y. Zhang, J. Zhang, and W. F. Chen, “Cloning and
characterization of mouse homolog of the CXC chemokine
receptor CXCR1,” Cytokine, vol. 31, no. 1, pp. 9–17, 2005.

[174] X. Fan, A. C. Patera, A. Pong-Kennedy et al., “Murine CXCR1
is a functional receptor for GCP-2/CXCL6 and interleukin-
8/CXCL8,” Journal of Biological Chemistry, vol. 282, no. 16, pp.
11658–11666, 2007.

[175] C. L. Bone-Larson, C. M. Hogaboam, H. Evanhoff, R. M. Stri-
eter, and S. L. Kunkel, “IFN-𝛾𝛾-inducible protein-10 (CXCL10)
is hepatoprotective during acute liver injury through the induc-
tion ofCXCR2onhepatocytes,” Journal of Immunology, vol. 167,
no. 12, pp. 7077–7083, 2001.


