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Metabolic diseases, such as insulin resistance, type II diabetes, and obesity, are associated with a low-grade chronic inflammation
(inflammatory stress), oxidative stress, and endoplasmic reticulum (ER) stress. Because the integration of these stresses is critical
to the pathogenesis of metabolic diseases, agents and cellular molecules that can modulate these stress responses are emerging as
potential targets for intervention and treatment of metabolic diseases. It has been recognized that heme oxygenase-1 (HO-1) plays
an important role in cellular protection. Because HO-1 can reduce inflammatory stress, oxidative stress, and ER stress, in part by
exerting antioxidant, anti-inflammatory, and antiapoptotic effects, HO-1 has been suggested to play important roles in pathogenesis
of metabolic diseases. In the present review, we will explore our current understanding of the protective mechanisms of HO-1 in
metabolic diseases and present some emerging therapeutic options for HO-1 expression in treating metabolic diseases, together
with the therapeutic potential of curcumin and resveratrol analogues that have their ability to induce HO-1 expression.

1. Introduction
The clustering in an individual of multiple metabolic abnormalities associated with metabolic diseases, including insulin
resistance (IR), type II diabetes (T2D), and obesity, is defined
as the metabolic syndrome (MS) [1]. It is well accepted that
MS increases the risk of developing cardiovascular disease
(CVD) [2]. Although there is a therapeutic treatment to
combat some of metabolic diseases, especially T2D and CVD,
both the intake of proper diets and maintaining healthy
lifestyles are considered the best preventive measures [3].
However, for patients with MS, it is difficult to follow a
diet/exercise regime that would improve their symptoms.
Therefore, the identification of agents that may deal with
more serious aspects of MS is an important medical field for

research. Numerous experimental studies have confirmed the
important role of naturally occurring phytochemicals in prevention and treatment of metabolic diseases [4]. Curcumin
(Cur), resveratrol (Res), and their related derivatives are the
most studied compounds in these fields so far [5]; therefore,
we will discuss the therapeutic usage of Cur and Res in the
context of metabolic diseases, together with the underlying
mechanisms of action.
Recent studies have suggested that almost all of metabolic
diseases are associated with a low-grade chronic inflammation (hereafter referred as to inflammatory stress), oxidative stress, and endoplasmic reticulum (ER) stress, and the
integration of these stresses is critical to the pathogenesis
of metabolic diseases [6]. Moreover, these stresses may
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interact with each other and amplify during pathogenesis of
metabolic diseases. Thus, agents and cellular molecules that
can reduce these stresses are emerging as potential targets for
intervention and treatment of metabolic diseases.
Heme oxygenase-1 (HO-1), a ubiquitous inducible cellular stress protein, serves a major metabolic function as
the rate-limiting step in the oxidative catabolism of heme,
leading to formation of equimolar amounts of biliverdin
(BV), free iron, and carbon monoxide (CO) [7]. BV formed
in this reaction is rapidly converted to the strong antioxidant
bilirubin (BR), which is then converted back into BV through
the actions of reactive oxygen species (ROS) [8]. This cycle
allows for the neutralization of ROS, which is considered as
one of the antioxidant functions of HO-1 [8]. Besides heme
degradation, HO-1 has been shown to exert other biological
activities that play important roles in cellular protection
[9]. The protective biological activities conferred by HO1 include antioxidant, anti-inflammatory, and antiapoptotic
effects [9]. By virtue of these protective activities, HO-1 has
been suggested to play important roles in pathogenesis of
metabolic diseases [10]. In this review, we will explore our
current understanding of the protective mechanisms of HO-1
in metabolic diseases and present some emerging therapeutic
options for HO-1 expression in treating metabolic diseases,
together with the therapeutic potential of Cur and Res.

2. Metabolic Stress
A growing body of evidence suggests an early and central
role of increased systemic oxidative stress as causal pathways
linking with metabolic diseases [11]. In addition to oxidative
stress, inflammatory stress and ER stress are also present
in the patients with metabolic diseases [6]. Although a role
for individual processes, such as oxidative stress, ER stress,
and inflammatory stress, in metabolic diseases has been
recognized in scattered reports, how these processes are
interrelated in bringing about metabolic diseases has not been
clear. However, these processes are ultimately integrated in
the pathogenesis of metabolic diseases, which is referred as
to metabolic stress.
2.1. Oxidative Stress in Metabolic Diseases. The ROS of
which production is an unavoidable consequence of aerobic metabolism in animal cells consist primarily of the
various oxygen free radicals, including superoxide anion
radical (O2 ∙− ) and hydroxyl radical (HO∙ ), as well as the
potent oxidizing molecules, including hydrogen peroxide
(H2 O2 ). At their high concentrations, ROS can react with
many different macromolecules, thereby causing damage to,
for example, DNA, proteins, and lipids [12]. ROS, therefore, play a major role in many disease processes. Despite
their destructive activity, low/moderate levels of ROS are
indispensable in several biochemical processes, including
intracellular messaging and defense against microorganisms
[13]. Thus, it is necessary for the cells to control the levels
of ROS tightly to avoid any oxidative injury and not to
eliminate them completely. This is supported by the fact that
levels of ROS are tightly regulated by cellular antioxidant
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defense systems including small antioxidant molecules, such
as glutathione (GSH), and ROS-scavenging enzymes, such
as superoxide dismutase (SOD), catalase, and glutathione
peroxidase (GPX) [14]. In this regard, oxidative stress has
been shown to describe a condition in which these cellular
antioxidant defense mechanisms are insufficient to inactivate
ROS, or excessive ROS are produced, or both. Oxidative stress
has been implicated in the development of IR and subsequent
T2D [15].
One of the main cellular organelles involved in the
production and regulation of ROS levels is the mitochondria,
where superoxide is generated through electron transport
chain (ETC) and converted to hydrogen peroxide either
spontaneously or by SOD. In a state of chronic nutrient/energy overload, the flux of nutrients through the mitochondrial ETC can be increased, thereby enhancing ROS
production and eventually inducing oxidative stress. ROS
have been hypothesized to inhibit the cell signaling of the
insulin receptor by blocking the pathway between insulinreceptor substrate 1 (IRS-1) and phosphatidylinositol-4,5bisphosphate 3-kinase (PI3K), thereby inducing IR [16]. This
hypothesis has been supported by the findings demonstrating
that IR animal models are characterized by persistently
elevated ROS levels [17]. In these animal models, pharmacological or genetic strategies designed to decrease ROS levels
at least partially prevent IR status [17]. However, ROS are also
necessary to maintain normal insulin sensitivity, which was
underscored by the findings that mice lacking the antioxidant GPX showed higher ROS levels and enhanced insulin
sensitivity [17]. Interestingly, treatment of mice lacking GPX
with an antioxidant actually made the glucose metabolism
worse. It is not clear why in certain cellular and animal models
IR is associated with increased ROS levels, whereas in other
models high ROS levels are associated with improved insulin
sensitivity.
2.2. Inflammatory Stress in Metabolic Diseases. The metabolic
diseases, including obesity and IR, are associated with a
low-grade inflammation characterized by overexpression
of proinflammatory cytokines produced by the expanding
adipose tissue, activated macrophages, and other immune
cells [18]. Inflammatory mediators, such as tumor necrosis factor-𝛼 (TNF-𝛼), interleukin-1𝛽 (IL-1𝛽), IL-6, leptin, resistin, monocyte chemotactic protein 1, plasminogen activator inhibitor-1, C-reactive protein (CRP), fibrinogen, angiotensin, visfatin, retinol binding protein-4, and
adiponectin, can affect the metabolic functions of several
organs, including the liver, heart, muscle, and brain [18],
and some of them, especially TNF-𝛼 and IL-1𝛽, can impair
insulin signaling in insulin-responsive organs, which, as such
a result, causes systemic IR [18]. In fact, the elevated levels
of proinflammatory cytokines are detected in patients with
the IR-associated clinical states and in experimental mouse
models of obesity [19–21]. The exact mechanism by which
proinflammatory cytokines can induce local and systemic IR
is as yet unclear. However, several potential mechanisms for
metabolic effects of TNF-𝛼 and IL-1𝛽 have been described.
TNF-𝛼 stimulates serine kinases, such as c-jun N-terminal
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kinase (JNK) and p38 mitogen-activated protein kinase
(MAPK) [22]. Activation of JNK and/or p38 MAPK by TNF𝛼 results in serine phosphorylation of IRS-1 and IRS-2, which
in turn reduces the downstream insulin signaling [23]. In
adipocytes, TNF-𝛼 induces IR by reducing the expression of
glucose transporter 4 (GLUT4) and peroxisome proliferatoractivated receptor-𝛾 [24]. Similarly, prolonged IL-1𝛽 treatment reduces the insulin-induced glucose uptake in 3T3
adipocytes, which is associated with a slightly decreased
expression of GLUT4 and marked inhibition of GLUT4
translocation to the plasma membrane in response to insulin
[25].
Although the mechanisms causing inflammation during
obesity are under investigation, it is now recognized that the
immune sensors, including Toll-like receptors (TLRs), Nodlike receptors (NLRs), inflammasome, and other pathogensensing kinases, participate in the development of obesityassociated inflammation. Of these receptors, TLR4 has been
shown to be activated by saturated fatty acids (FAs) to
generate inflammatory signals in macrophages, endothelial cells, and adipocytes, which ultimately results in the
production of proinflammatory cytokines, such as TNF-𝛼
and IL-1𝛽 [26]. The bacterial endotoxin lipopolysaccharide
(LPS) is a classical ligand for TLR4 in most cell types. The
majority of the biological activity of LPS is contained within
a moiety that is acylated with saturated fatty acids, and
removal of these fatty acids results in complete loss of its
ability to activate TLR4, suggesting that there is a degree
of similarity in structure among LPS and saturated FAs.
The NLR family can also sense obesity-induced signals in
multiple contexts. In macrophages, NLR activation stimulates
the cryptopyrin/NLRP3 inflammasome to induce IL-1𝛽 and
IL-18 production via caspase-1 activation [27]. Similar to
their activation of TLR4, saturated FAs, such as palmitic
acid (PA), have been linked to inflammasome activation
in macrophages [28]. PA is a major component of dietary
saturated fat, representing up to 20% of the total serum FAs.
PA has been shown to be present in a high percentage of
atherosclerotic lesions [29]. It has been demonstrated that
in cultured endothelial cells (ECs), downregulation of IRS1 signaling by PA is dependent on each of the key proteins in
the TLR4 signaling pathway: TLR4, myeloid differentiation
factor-88 (MyD88), interleukin-1 receptor-associated kinase
(IRAK), inhibitory 𝜅B-kinase 𝛽 (IKK𝛽), and nuclear factor𝜅B (NF-𝜅B) [30, 31]. PA activates TLR4, which in turn engages
MyD88 and IRAK, subsequently activating IKK𝛽 and NF-𝜅B.
Activation of NF-𝜅B inhibits IRS-1 tyrosine phosphorylation
via an as yet unidentified mechanism.
2.3. ER Stress in Metabolic Diseases. The ER, a membrane
compartment located near the nucleus, is a highly dynamic
organelle responsible for protein folding, maturation, quality
control, and trafficking. This organelle also has an important
role in Ca2+ storage and signaling. When the ER becomes
stressed due to the accumulation of newly synthesized
unfolded proteins, this condition has been referred to as
an ER stress and the unfolded protein response (UPR)
is activated to increase protein folding capacity and to
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decrease unfolded protein [32]. If these mechanisms of
adaptation are insufficient to recover ER homeostasis, the
UPR will induce cell death programs to eliminate the
stressed cells and might subsequently contribute to disease
states, such as diabetes and its complications. In animal
cells, the UPR is mediated by at least three transmembrane
proteins: inositol-requiring enzyme 1 (IRE1), protein-kinaseRNA-like ER kinase (PERK), and activating transcription
factor 6 (ATF6) [33]. Under unstressed conditions, these
transmembrane proteins are maintained in an inactive state
by binding to the major ER chaperone, or immunoglobulin
heavy chain binding protein/glucose-regulated protein 78
(BiP/GRP78), at the side of the ER lumen. During ER
stress, BiP is displaced to interact with misfolded luminal
proteins, resulting in the release of IRE1, PERK, and ATF6
and leading to their activation [34]. The activation of PERK
can result in sequential phosphorylation of the 𝛼 subunit
of eukaryotic translation initiation factor 2 (eIF2𝛼), leading
to rapid reduction in the initiation of mRNA translation
and ultimately reducing the load of new proteins in the
ER. Phosphorylation of eIF2𝛼 by PERK also allows the
translation of activating transcription factor 4 (ATF4) that
can induce transcription of genes involved in amino acids
synthesis and apoptosis, such as CCAAT/enhancer-binding
protein homologous protein (CHOP) [32–34]. IRE1 activation unmasks its endoribonuclease activity that is responsible
for the unconventional splicing of the X box-binding protein 1
(XBP1) mRNA and its translation into the transcription factor
XBP1 protein. The XBP1 protein upregulates the transcription
of genes encoding ER chaperones, phospholipid biosynthesis,
and components of the ER-associated degradation (ERAD)
machinery that can dispose misfolded proteins [32]. IRE1
also activates JNK by recruiting the scaffold protein tumor
necrosis factor receptor-associated factor 2 as well as the
apoptosis signal-regulating kinase and caspase-12 [33]. Once
activated, ATF6 translocates from the ER to the Golgi, where
it is cleaved by regulated intramembrane proteolysis by site
1 and site 2 proteases. The cytoplasmic part of ATF6, an
active transcription factor, transactivates genes encoding ER
chaperones, ERAD components, and protein foldases [6, 34].
A number of biochemical, physiologic to pathologic
stimulus, such as those that cause ER calcium depletion,
altered glycosylation, nutrient deprivation, oxidative stress,
DNA damage, or energy perturbation/fluctuations, can interrupt the protein folding process and result in ER stress.
Interestingly, high metabolic process and obesity, which are
induced due to high nutritional intake, also result in ER
stress which suppresses insulin signaling [6]. A study has
demonstrated protection against obesity-induced T2D in
mice by overexpression of ER chaperones, while knockdown
of chaperones was diabetogenic [35]. Furthermore, animal
treatment with chemical chaperones that alleviated obesityinduced ER stress led to improvement in insulin sensitivity
[35]. The mechanism by which ER stress can induce IR is not
clear. One possibility is that UPR activation may stimulate
stress kinases (e.g., JNK) that interfere with insulin signaling,
thereby promoting IR. Also, transcription factors activated by
UPR may modify transcription of key enzymes involved in
gluconeogenesis or lipogenesis, thereby participating to the
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abnormal activation of these pathways in IR states. Finally,
it is also possible that ER stress may lead to an increase in
oxidative stress and/or inflammatory stress that in turn may
contribute to IR.

3. The Role of HO-1 in Metabolic Diseases
Although HO-1 is known initially for its role in heme
catabolism, HO-1 has become increasingly recognized to
exert a major role in cellular defense mechanisms [9]. The
protective biological activities conferred by HO-1 include its
antioxidant, anti-inflammatory, and antiapoptotic properties
[9]. These protective effects of HO-1 are dependent on the
generation of its enzymatic reaction products (i.e., CO,
BV/BR). There is ample evidence that HO-1, in particular, can
protect against metabolic diseases (Figure 1) [36–42].
3.1. HO-1 Expression. Targeted modulation of HO-1 expression for potential therapeutic interventions requires detailed
knowledge of the mechanisms that can regulate HO-1 gene
expression. The nuclear factor-erythroid 2-related factor 2
(Nrf2) is recognized as a major contributor to the upregulation of multiple antioxidant defense system in response to
exogenous and endogenous stimuli or naturally occurring
phytochemicals. Nrf2 belongs to the cap’n’collar family of
basic region-leucine zipper-type transcription factors [7, 9,
32]. Nrf2 binds to the antioxidant-responsive element (ARE)
or the electrophile-responsive element [7]. ARE has been
detected in the promoter or upstream promoter regions of
the genes encoding phase II antioxidant enzymes, including glutathione S-transferase subunits, glutamate-cysteine
ligase catalytic and glutamate-cysteine ligase modifier subunits, the thioredoxin and peroxiredoxin families, and
NAD(P)H:quinone oxidoreductase [7, 9, 32]. HO-1 is upregulated via activation of the Nrf2-ARE pathway. Several
phytochemicals (Res, Cur, flavonoids, carnosol, etc.) and
endogenous mediators can upregulate HO-1 expression via
Nrf2-ARE pathway [9]. Nrf2 activation is mainly controlled
by the cytosolic inhibitor Kelch-like enoyl-CoA-hydrataseassociated protein1 (Keap1) [7, 9]. Under normal conditions,
Nrf2 is anchored in the cytoplasm through binding to Keap1,
which in turn facilitates the ubiquitination and subsequent
proteolysis of Nrf2. Such sequestration and degradation of
Nrf2 in the cytoplasm are mechanisms for the repressive
effects of Keap1 on Nrf2. Keap1 contains two critical cysteine
residues which are a second group of cysteines important
for stress sensing. Disruption of the Nrf2-Keap1 complex
can result from modification of critical cysteines of Keap1.
Numerous stimuli cause disruption of the Nrf2-Keap1 complex via modulation of its critical cysteines, which permits
subsequent nuclear translocation of free Nrf2. Thus, the
Keap1/Nrf2 system appears to be a central sensor for a broad
spectrum of unfavorable cellular conditions.
3.2. HO-1 against Oxidative Stress. The antioxidant effect
of HO-1 has been highlighted in HO-1-knockout mice.
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As compared with wild-type mice, the liver from HO-1knockout mice shows higher levels of oxidized proteins and
lipid peroxidation [43]. Moreover, peritoneal macrophages
from HO-1-knockout mice, as compared with wild-type
controls, exhibit increased ROS [44]. Similarly, cells from the
human case of HO-1 deficiency showed increased sensitivity
to oxidative injury [45]. Upregulation of HO-1 expression
protects against oxidative stress-induced cell death [46, 47].
Thus, HO-1 expression plays a role to counteract oxidative
stress. The specific mechanisms by which HO-1 can mediate
antioxidant effect are not clear, but BV and BR, a byproduct
generated during the heme catabolism, have been suggested
as potential antioxidants. In fact, addition of BR to the culture
medium was reported to markedly reduce the cytotoxicity
produced by oxidants [8, 9]. Similarly, HO-1expression by the
HO-1 inducer hemin increased the resistance against oxidative cell injury; notably, this protective effect occurred only
in cells that were actively producing BR [48]. It is important
to note that upregulation of HO-1 is often associated with
increased ferritin [49], which sequesters redox-active iron, a
toxic byproduct of heme degradation [9]. Considering that
HO-1, as noted above, has an ability to reduce oxidative stress,
it is not surprising that HO-1 appears to protect from the
development of metabolic diseases, such as the diabetes that
is consistently associated with increased oxidative stress [10].
3.3. HO-1 against Inflammatory Stress. The anti-inflammatory effect of HO-1 has been also highlighted in HO-1knockout mice. As compared with wild-type mice, HO-1knockout mice exhibited hallmarks of a progressive chronic
inflammatory state [43]. Peritoneal macrophages from HO1-knockout mice, as compared with wild-type mice, exhibited increased proinflammatory cytokines [44]. Similarly, a
case of human HO-1 deficiency also exhibited hallmarks
of a proinflammatory state [45]. Various naturally occurring phytochemicals, which are a group of antioxidant
compounds and are currently investigated for their antiinflammatory and anticancer activities, have been shown to
provide antiinflammatory protection via HO-1 expression
[50]. The specific mechanisms by which HO-1 can mediate
anti-inflammatory effects are not clear, but CO has been
suggested as a potential mediator. Studies have shown that
administration of CO inhibited the production of LPSinduced proinflammatory cytokines, such as TNF-𝛼 and IL1𝛽 [51], and increased LPS-induced expression of the antiinflammatory cytokine IL-10 [52]. Several possible mechanisms have been postulated to explain the anti-inflammatory
action of CO. CO modulated MAPK pathways, including
p38 MAPK, ERK, and JNK pathways [9]. CO causes a
general downregulation of proinflammatory cytokine production through p38 MAPK-dependent pathways and NF𝜅B inactivation [51]. Given that obesity, IR, T2D, and many
related cardiometabolic complications share a metabolic
milieu characterized by elevated inflammatory and oxidative
insults [53], HO-1 expression would suppress these insults by
exerting anti-inflammatory and antioxidant effects.
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Figure 1: Therapeutic targets of HO-1 during pathogenesis of metabolic diseases. Metabolic diseases, such as CVD, T2D, and obesity,
frequently arise from defects among coordinated actions of multiple tissues. Cells in a tissue may be exposed to oxidative stress generated
mainly by mitochondria, inflammatory stress initiated probably by saturated FA-TLR4 interaction, and ER stress triggered by inflammatory
and oxidative stresses, and these stresses, when prolonged, may amplify and integrate with each other. The integration of advanced stresses
may cause one or more of metabolic diseases. HO-1 expression may reduce oxidative stress, inflammatory stress, and ER stress, thereby
exerting therapeutic actions.

3.4. HO-1 against ER Stress. Molecules involved in ER stress
response have two opposing functions: adaptive or proapoptotic. ER stress-responsive molecules have an adaptive function in cells that are exposed to mild and transient stresses,
whereas these molecules have a proapoptotic function in
cells exposed to severe and chronic stress. Chronic ER stress
triggered by chronic nutrient overload may decrease insulin
signaling in cells with its receptor, resulting in IR, and may
also induce apoptosis of pancreatic 𝛽-cells that can produce
insulin. Thus, ER stress-responsive molecules may play an
important role in insulin biosynthesis and IR. A study has
shown that HO-1 expression was induced in response to ER
stress-inducing chemicals, such as thapsigargin, homocysteine, and tunicamycin (TM), in smooth muscle cells (SMCs)
[54]. Interestingly, exogenous application of CO inhibited
apoptosis induced by ER stress-inducing agents in SMCs,
which was associated with the downregulated expression
of the proapoptotic proteins. In human ECs, HO-1/CO
also inhibited ER stress-induced apoptosis via p38 MAPKdependent inhibition of the proapoptotic CHOP expression

[33]. These studies suggest that HO-1/CO can confer cytoprotection against apoptotic signals originating from ER stressresponsive molecules. In addition to its antiapoptotic effect,
CO, as abovementioned, has been shown to downregulate the
inflammatory response triggered by ER stress. TM, an ER
stress inducer, could induce ER stress in the liver of mice,
which was determined by the level of spliced XBP-1 mRNA,
an indicator of the ER stress response, and increased the levels
of CRP, a marker of inflammation; high levels of CRP are
linked to the development of cardiovascular disease and T2D
[55]. A water-soluble CO donor reduced the levels of spliced
XBP-1 mRNA, alone with a remarkable downregulation of
CRP mRNA expression in TM-treated mice. The injection
of a CO donor also suppressed ER stress-induced CRP
expression in the serum of TM-treated mice, which was
similar to the results of the in vitro experiments where CO
reduced TM-induced CRP expression in human liver cells.
This study suggests that inflammation triggered by ER stress
can be suppressed by HO-1/CO, providing evidence that
HO-1/CO may potentially be used in therapeutic strategies
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designed to control inflammatory diseases related to ER
stress. Collectively, because ER stress has been associated with
a number of metabolic diseases [53], HO-1 expression that,
as noted above, can reduce ER stress may have therapeutic
potential as novel treatments of metabolic disorders.
3.5. HO-1 against Metabolic Stress. A growing body of evidence now exists to support the view that there may be
the integration of oxidative stress, inflammatory stress, and
ER stress in metabolic diseases [53]. Depending on the cell
type and physiological process, either oxidative stress, or
inflammatory stress, or ER stress may be more prominent or
upstream of the others. However, these signaling pathways
may interact and be ultimately integrated in the pathogenesis
of metabolic diseases. Given the integration of oxidative
stress, inflammatory stress, and ER stress, targeting only one
of them may not be effective in controlling disease pathogenesis. As abovementioned, HO-1 has its potential ability to
modulate oxidative stress, inflammatory stress, and ER stress,
and this may explain why HO-1 expression could be effective
in controlling metabolic diseases (Figure 1). The important
changes that are observed after increased expression of HO-1
in obese and diabetic animal models include (1) prevention of
weight gain, (2) reduction of inflammatory cytokines levels,
(3) restoration of normal insulin sensitivity, and (4) improved
vascular reactivity.
A sustained increase in HO-1 expression may ameliorate
IR and compensatory hyperinsulinemia. It has been demonstrated that systemic induction of HO-1 by treatment with
the HO-1 inducer, hemin, or cobalt protoporphyrin (CoPP)
in ob/ob mice or Zucker diabetic rats reduced adiposity
and improved insulin sensitivity [56, 57]. The protective
effect of systemic HO-1 induction was attributed to an
increase in adiponectin expression, enhanced AMP kinase
(AMPK) activation in both adipocytes and skeletal muscles,
and suppression of adipogenesis and inflammatory cytokine
expression. It has been also demonstrated that adipocytespecific overexpression of HO-1 attenuated high fat- (HF) mediated adiposity and vascular dysfunction, increased
insulin sensitivity; and improved adipocyte function by
increasing adiponectin and by decreasing inflammatory
cytokines [58]. These effects are reversed by the HO activity
inhibitor, stannous mesoporphyrin, suggesting that HO-1
plays important roles in mediating such effects.
HO-1 expression may prevent the development of obesity
in metabolic diseases. Administration of CoPP resulted in
sustained body weight loss between 20 and 25% compared
with rats receiving vehicle [59]. Actions of systemic CoPP
administration on body weight are dependent on HO-1
expression, as evidenced by studies that have demonstrated
that coadministration of an HO inhibitor significantly attenuates weight loss in male ob/ob mice [56]. Treatment with
CoPP has been demonstrated to lower body weight in leptin
receptor-deficient Zucker diabetic fatty rats [60]. While it is
clear that induction of HO-1 both centrally and systemically
can prevent the development of obesity, the mechanism by
which HO-1 expression elicits weight loss is not known.
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4. HO-1 Inducers and Their
Therapeutic Potential
HO-1 may be protective against stress-associated physiological disorders on the basis of its rapid upregulation under
various stress conditions and potent physiological regulating
properties. Therefore, HO-1 expression has been suggested to
have a general adaptive response and enhanced resistance to
various stresses [9]. Some studies have suggested that HO1 expression is downregulated in abnormal metabolic states
and that HO-1 overexpression may ameliorate metabolic diseases [61, 62]. For example, compared with Zucker lean rats,
Zucker obese rats showed a decrease in HO-1 expression and
an increase in the proinflammatory TNF-𝛼 and IL-6 levels,
and treatment of Zucker obese rats with the HO-1 inducer
CoPP increased HO-1 expression, which was associated with
a decrease in superoxide levels and TNF-𝛼 and IL-6 levels
and an increase in plasma adiponectin, as compared with
untreated controls [61]. This treatment also decreased the
visceral and subcutaneous fat content and reduced weight
gain. A study has explored the vascular cytoprotective effects
of HO-1 against hyperglycemia-induced oxidative stress in
experimental diabetes and found that vascular extracellular
SOD and plasma catalase activities were significantly reduced
in diabetic rats compared with nondiabetic rats and that
upregulation of HO-1 expression by administration of CoPP
caused a large increase in extracellular SOD levels [62]. In
addition, aortic ring segments from diabetic rats exhibited a
significant reduction in the vascular relaxation response to
acetylcholine, which was reversed by CoPP administration
[63]. The results of an in vivo study have provided support for
the protective effects of HO-1 on islet cells, as administration
of CoPP upregulated HO-1 expression in the pancreas,
preserved 𝛽-cell numbers in the islets, and decreased blood
glucose levels to normal in nonobese diabetic mice compared
with untreated controls [64]. Accordingly, pharmacological
expression of HO-1 may be a novel therapeutic intervention for metabolic diseases. Many phytochemicals, which
have reported antioxidant and anti-inflammatory properties,
could be explored for their potential to reverse oxidative
stress, inflammatory stress, and ER stress, which may be
finally useful for management of metabolic diseases.
4.1. Cur Analogues as HO-1 Inducers. Turmeric is prepared
by grinding dried rhizomes of Curcuma longa. Traditionally, turmeric has been used as a foodstuff and has been
an important component of Indian medicine and traditional Chinese medicine [65]. Curcuminoids are the active
components responsible for the majority of the medicinal
properties of turmeric, and there are 3 naturally occurring
curcuminoids: Cur, demethoxycurcumin (DMC), and bisdemethoxycurcumin (BDMC). Tetrahydrocurcumin (THC)
is one of the major metabolites of Cur, and dimethoxycurcumin (DiMC) is one of synthesized Cur derivatives with
metabolic stability over Cur. The chemical structures of
Cur analogues are shown in Figure 2. While Cur contains
two methoxyl groups at its ortho-position, DMC contains
only one and BDMC contains none. In comparison with
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Cur, DiMC contains additional two methoxyl groups instead
of two hydroxyl groups, and THC, like Cur, contains two
methoxyl groups and two hydroxyl groups but lacks conjugated double bonds in the central seven-carbon chain.
Cur has been first reported to induce in vitro HO-1 expression through Nrf2/ARE pathway in renal epithelial cells
[66], which was further confirmed in rat vascular SMCs
[67]. The 𝛼, 𝛽-unsaturated carbonyl group appears to be an
important structure of curcuminoids, because THC, lacking
this functional group, was virtually inactive in inducing
HO-1 expression [68]. In fact, compounds carrying this
reactive group have been reported to induce HO-1 expression
through Nrf2 nuclear translocation [66]. It has been noted
that three naturally occurring curcuminoids vary in their
ability to induce HO-1 expression in human ECs [69]. The
level of HO-1 expression was found to be highest with Cur,
followed by DMC and BDMC. Considering that the main
difference among the three curcuminoids is the number
of methoxyl groups (none for BDMC, one for DMC, and
two for curcumin), the presence of methoxyl groups in the
ortho-position on the aromatic ring has been suggested to be
essential to enhance HO-1 expression [69], and this finding
may be useful in designing more efficacious HO-1 inducers.
Cur is rapidly metabolized in vivo into THC and other
reduced forms [70]. Moreover, HO-1-inducing property of
Cur is lost when it is reduced to THC [67, 68]. Thus,
there would be a need to develop Cur analogues with
higher metabolic stability than the original Cur. DiMC,
one of several synthetic Cur analogues, was reported to
have increased metabolic stability in comparison with Cur
[71], and, similar to Cur, induced HO-1 expression via Nrf2
activation in RAW264.7 macrophages [68]. Recently, a novel
water soluble Cur derivative (NCD) has been developed to
overcome low in vivo bioavailability of Cur and to evaluate
its therapeutic effects in rats with diabetes mellitus induced
by STZ [72]. Administration of oral NCD or pure Cur to
diabetic rats significantly decreased blood glucose levels and
increased the plasma insulin, as compared with the diabetic
group, and NCD was more effective in such effects than
Cur. Oral NCD did not change the plasma glucose levels
in the control group, while it significantly increased the
plasma insulin in the control group. Interestingly, treatment
of diabetic rats receiving oral NCD with the HO-1 inhibitor
zinc protoporphyrin resulted in a significant increase in the
plasma glucose level and a significant decrease in insulin
levels, when compared with the diabetic group receiving oral
NCD only, and this strongly suggests that the antidiabetic
effects of NCD might result from its activation of HO-1 but
not from its activation of other antioxidant enzymes, such
as SOD and catalase. Administration of oral NCD or pure
Cur significantly increased the HO-1 expression level in the
pancreatic tissues of the diabetic group, as compared with
controls. Thus, it was suggested that the hypoglycemic action
of Cur might be mediated through HO-1 expression.
4.2. Res Analogues as HO-1 Inducers. Res, which is a plant
polyphenol abundant in the skin of red grapes and also found
in berries and peanuts, has been reported to induce HO-1
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expression via Nrf2/ARE activation in neuronal PC12 cells
[73]. It has been also reported that Res acts on the adipocyte
to decrease the incorporation of lipids into adipocytes and
retard the conversion of glucose to lipids [74]. Obese Zucker
rats that were fed Res had lower blood pressure, plasma
glucose, triacylglycerols, cholesterol, free fatty acids, leptin,
and liver weight than animals that did not consume Res [75].
In another study, normal rats given a high-fat diet and Res
had lower glucose and better insulin levels than rats fed a
high-fat diet without the supplement [76]. In a diabetic rat
model, rats that had a diet supplemented with Res had lower
serum glucose, increased plasma insulin, normalized levels
of carbohydrate metabolism enzymes, and lower hepatic
proinflammatory cytokine levels [77]. Although many in
vivo studies have demonstrated that HO-1 expression in
specific tissues was induced by administration of Res, it is
not certain whether Res could exert its beneficial effects
directly by inducing HO-1 expression in targeted tissues. A
study has examined whether HO-1 expression by Res could
increase serum adiponectin levels and ameliorate vascular
dysfunction in diabetic animals [78]. Administration of Res
or CoPP increased serum levels of adiponectin in STZinduced diabetic rats. Both Res and CoPP increased HO1 expression in the aorta, compared to untreated diabetic
rats. Interestingly, CO, one of HO-1 byproducts, which was
released by a CO donor, also increased adiponectin levels,
indicating a direct involvement of HO-1 activation. The
increase in adiponectin was associated with a significant
decrease in EC death. Res treatment in hypercholesterolemic
rats also enhanced in vivo HO-1 expression, which plays
an important role in neovascularization of the hypercholesterolemic myocardium [79]. In another study, treatment with
Res decreased the blood glucose level and increased HO1 expression, when compared to STZ-induced diabetic rats
[80]. It is worthwhile to point out that the pharmacokinetic
properties of Res are not favorable since Res has poor
bioavailability being rapidly and extensively metabolized
and excreted [81], which casts doubt on the physiological
relevance of the high concentrations typically used for in
vitro experiments. Nevertheless, a number of studies have
demonstrated that Res was capable of exerting some of its
beneficial effects in vivo, as abovementioned. Thus, it is most
likely that one of Res metabolites may mimic some of in
vitro beneficial effects of Res. Piceatannol (Pic) is a naturally
occurring analog of Res and Pic has been also identified as
one of Res metabolites [81]. Because Pic is generated during
phase I metabolism of Res by cytochrome P450 enzymes and
represents one of its main phase I metabolites [81], it was,
therefore, hypothesized that Pic may have biological activities
similar to those of Res. Pic possesses an additional hydroxyl
group at Res structure (Figure 2). Pic, partly due to such a
difference in the chemical structure, has a stronger effect on
HO-1 expression than Res [82]. Interestingly, trans-stilbene
with no hydroxyl groups and the semisynthetic trimethoxytrans-stilbene (TMS) with methoxyl groups in lieu of the
hydroxyl groups (Figure 2) have been found to be inactive
in HO-1 expression [83]. In this regard, the hydroxyl groups
of Res appear to be important for HO-1 expression. TMS, by
reinforcing the hydrophobic character of the molecule and
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so potentially its diffusion through cellular membranes, loses
its capacity to induce HO-1 expression but presents other
effects [84]. More mechanistic studies are needed to evaluate
and potentially confirm the beneficial effects of Res and its
derivatives as an additional therapeutic approach by treating
metabolic diseases.
4.3. Other HO-1 Inducers. Metalloporphyrins, such as CoPP
and hemin, which are prototypical inducers of HO-1 and
are commonly used in experimental cell culture and animal
models, do not seem to be applicable for clinical interventions, because they lack cell-specificity and are severely toxic
when it is used for long time periods. For example, CoPP
suppresses thyroid and testicular hormone concentrations in
serum, affects copper metabolism, elevates plasma ceruloplasmin levels, reduces hepatic cytochrome P450 levels, and
has many other side effects [85–87]. By contrast, upregulation
of HO-1 expression by natural dietary components widely
present in food and nutraceuticals, such as Cur and Res, may
exert beneficial effects under normal and pathological experimental conditions. A major advantage to the medical use of
these compounds is that the dosage of each compound in

a particular formulation needed to achieve a particular
health-related effect is likely to be far below the range
in which the compound may be toxic. Therefore, these
substances would be an alternative for a possible HO-1
expression in humans. In addition, a number of currently
available pharmacologic compounds, which can induce HO-1
expression and are applied in standard therapies, may be also
useful for clinical interventions in metabolic disorders.
Although potentially many phytochemicals may qualify
to serve as HO-1 inducers, Cur and Res appear to have
been tested most commonly in the literature. Besides Cur
and Res, quercetin, a polyphenol found in a variety of fruits
and vegetables, has been also reported to induce in vitro
HO-1 expression via MAPK/Nnf2 pathway [88]. Overweight
Zucker rats and normal-weight rats given quercetin had
significantly lower glucose, triacylglycerols, and free fatty
acids and higher insulin levels than rats that received no
quercetin [89], suggesting its potential to treat metabolic
diseases. However, whether quercetin, by inducing in vivo
HO-1 expression, could ameliorate the risk factors that lead
to the development of metabolic diseases remains to be
investigated.
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5. Conclusions
There is increasing evidence that complications related to
metabolic diseases are associated with elevated oxidative
stress, inflammatory stress, and ER stress (Figure 1) [6]. The
integration of these stresses plays an important role in the
pathogenesis and development of metabolic diseases [6].
HO-1 expression has been shown to be protective against
metabolic diseases, at least in part, by reducing these stress
responses, and this has generated immense interest in HO-1
as a therapeutic target. Naturally occurring phytochemicals
ameliorate the risk factors that lead to the development
of metabolic diseases, but the mechanisms of their actions
remain to be established. In animal models, some of them,
such as Cur and Res, reduce the incidence of metabolic diseases via Nrf2-dependent HO-1 expression [72, 78–80], which
allows them to be considered as HO-1 inducers that may
provide an alternative strategy for controlling the initiation
and progression of metabolic diseases. However, their introduction into the clinical setting may be hindered largely by
their poor solubility, rapid metabolism, or a combination of
both, ultimately resulting in low therapeutic concentrations
at the target site. To overcome the bioavailability, advanced
drug delivery systems, designed to provide localized or
targeted delivery of these agents, may provide a more viable
therapeutic option in the treatment of metabolic diseases.
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[35] U. Özcan, Q. Cao, E. Yilmaz et al., “Endoplasmic reticulum
stress links obesity, insulin action, and type 2 diabetes,” Science,
vol. 306, no. 5695, pp. 457–461, 2004.
[36] C. R. Bruce, A. L. Carey, J. A. Hawley, and M. A. Febbraio,
“Intramuscular heat shock protein 72 and heme oxygenase-1
mRNA are reduced in patients with type 2 diabetes: evidence
that insulin resistance is associated with a disturbed antioxidant
defense mechanism,” Diabetes, vol. 52, no. 9, pp. 2338–2345,
2003.
[37] J. F. Ndisang and A. Jadhav, “Heme oxygenase system enhances
insulin sensitivity and glucose metabolism in streptozotocininduced diabetes,” American Journal of Physiology, vol. 296, no.
4, pp. E829–E841, 2009.
[38] J. F. Ndisang and A. Jadhav, “Up-regulating the hemeoxygenase system enhances insulin sensitivity and improves glucose
metabolism in insulin-resistant diabetes in Goto-Kakizaki rats,”
Endocrinology, vol. 150, no. 6, pp. 2627–2636, 2009.

Oxidative Medicine and Cellular Longevity
[39] J. F. Ndisang, N. Lane, and A. Jadhav, “The heme oxygenase
system abates hyperglycemia in zucker diabetic fatty rats by
potentiating insulin-sensitizing pathways,” Endocrinology, vol.
150, no. 5, pp. 2098–2108, 2009.
[40] J. F. Ndisang, N. Lane, and A. Jadhav, “Upregulation of the heme
oxygenase system ameliorates postprandial and fasting hyperglycemia in type 2 diabetes,” American Journal of Physiology, vol.
296, no. 5, pp. E1029–E1041, 2009.
[41] J. F. Ndisang, N. Lane, N. Syed, and A. Jadhav, “Up-regulating
the heme oxygenase system with hemin improves insulin
sensitivity and glucose metabolism in adult spontaneously
hypertensive rats,” Endocrinology, vol. 151, no. 2, pp. 549–560,
2010.
[42] J. F. Ndisang, A. Jadhav, and J. Fomusi Ndisang, “The heme
oxygenase system attenuates pancreatic lesions and improves
insulin sensitivity and glucose metabolism in deoxycorticosterone acetate hypertension,” American Journal of Physiology,
vol. 298, no. 1, pp. R211–R223, 2010.
[43] K. D. Poss and S. Tonegawa, “Heme oxygenase 1 is required
for mammalian iron reutilization,” Proceedings of the National
Academy of Sciences of the United States of America, vol. 94, no.
20, pp. 10919–10924, 1997.
[44] L. D. Orozco, M. H. Kapturczak, B. Barajas et al., “Heme oxygenase-1 expression in macrophages plays a beneficial role in
atherosclerosis,” Circulation Research, vol. 100, no. 12, pp. 1703–
1711, 2007.
[45] A. Yachie, Y. Niida, T. Wada et al., “Oxidative stress causes
enhanced endothelial cell injury in human heme oxygenase-1
deficiency,” Journal of Clinical Investigation, vol. 103, no. 1, pp.
129–135, 1999.
[46] Y. Son, S. J. Byun, and H. O. Pae, “Involvement of heme oxygenase-1 expression in neuroprotection by piceatannol, a natural analog and a metabolite of resveratrol, against glutamatemediated oxidative injury in HT22 neuronal cells,” Amino Acids,
vol. 45, no. 2, pp. 393–401, 2013.
[47] J. Hur, S. Kim, P. Lee, Y. M. Lee, and S. Y. Choi, “The protective effects of oxyresveratrol imine derivative against hydrogen peroxide-induced cell death in PC12 cells,” Free Radical
Research, vol. 47, no. 3, pp. 212–218, 2013.
[48] J. E. Clark, R. Foresti, C. J. Green, and R. Motterlini, “Dynamics
of haem oxygenase-1 expression and bilirubin production in
cellular protection against oxidative stress,” Biochemical Journal,
vol. 348, no. 3, pp. 615–619, 2000.
[49] G. Balla, H. S. Jacob, J. Balla et al., “Ferritin: a cytoprotective
antioxidant strategem of endothelium,” Journal of Biological
Chemistry, vol. 267, no. 25, pp. 18148–18153, 1992.
[50] I. Rahman, S. K. Biswas, and P. A. Kirkham, “Regulation of
inflammation and redox signaling by dietary polyphenols,”
Biochemical Pharmacology, vol. 72, no. 11, pp. 1439–1452, 2006.
[51] L. Otterbein, F. Bach, J. Alam et al., “Carbon monoxide has antiinflammatory effects involving the mitogen- activated protein
kinase pathway,” Nature Medicine, vol. 6, no. 4, pp. 422–428,
2000.
[52] T. Lee and L. Chau, “Heme oxygenase-1 mediates the antiinflammatory effect of interleukin-10 in mice,” Nature Medicine,
vol. 8, no. 3, pp. 240–246, 2002.
[53] K. Zhang, “Integration of ER stress, oxidative stress and the
inflammatory response in health and disease,” International
Journal of Clinical and Experimental Medicine, vol. 3, no. 1, pp.
33–40, 2010.
[54] X. M. Liu, K. J. Peyton, D. Ensenat et al., “Endoplasmic
reticulum stress stimulates heme oxygenase-1 gene expression

Oxidative Medicine and Cellular Longevity
in vascular smooth muscle: role in cell survival,” Journal of
Biological Chemistry, vol. 280, no. 2, pp. 872–877, 2005.
[55] J. Chung, D. Shin, M. Zheng et al., “Carbon monoxide, a
reaction product of heme oxygenase-1, suppresses the expression of C-reactive protein by endoplasmic reticulum stress
through modulation of the unfolded protein response,” Molecular Immunology, vol. 48, no. 15-16, pp. 1793–1799, 2011.
[56] M. Li, D. H. Kim, P. L. Tsenovoy et al., “Treatment of obese
diabetic mice with a heme oxygenase inducer reduces visceral
and subcutaneous adiposity, increases adiponectin levels, and
improves insulin sensitivity and glucose tolerance,” Diabetes,
vol. 57, no. 6, pp. 1526–1535, 2008.
[57] A. Nicolai, M. Li, D. H. Kim et al., “Heme oxygenase-1 induction
remodels adipose tissue and improves insulin sensitivity in
obesity-induced diabetic rats,” Hypertension, vol. 53, no. 3, pp.
508–515, 2009.
[58] J. Cao, S. J. Peterson, K. Sodhi et al., “Heme oxygenase gene
targeting to adipocytes attenuates adiposity and vascular dysfunction in mice fed a high-fat diet,” Hypertension, vol. 60, no.
2, pp. 467–475, 2012.
[59] R. A. Galbraith and A. Kappas, “Regulation of food intake and
body weight in rats by the synthetic heme analogue cobalt
protoporphyrin,” American Journal of Physiology, vol. 261, no.
6, pp. R1388–R1394, 1991.
[60] E. Csongradi, J. M. Docarmo, J. H. Dubinion, T. Vera, and D.
E. Stec, “Chronic HO-1 induction with cobalt protoporphyrin
(CoPP) treatment increases oxygen consumption, activity, heat
production and lowers body weight in obese melanocortin-4
receptor-deficient mice,” International Journal of Obesity, vol.
36, no. 2, pp. 244–253, 2012.
[61] H. K. Dong, A. P. Burgess, M. Li et al., “Heme oxygenasemediated increases in adiponectin decrease fat content
and inflammatory cytokines tumor necrosis factor-𝛼 and
interleukin-6 in Zucker rats and reduce adipogenesis in human mesenchymal stem cells,” Journal of Pharmacology and
Experimental Therapeutics, vol. 325, no. 3, pp. 833–840, 2008.
[62] S. Turkseven, A. Kruger, C. J. Mingone et al., “Antioxidant
mechanism of heme oxygenase-1 involves an increase in
superoxide dismutase and catalase in experimental diabetes,”
American Journal of Physiology, vol. 289, no. 2, pp. H701–H707,
2005.

11
[68] S. O. Jeong, G. S. Oh, H. Y. Ha et al., “Dimethoxycurcumin,
a synthetic curcumin analogue, induces heme oxygenase1 expression through Nrf2 activation in RAW264.7 macrophages,” Journal of Clinical Biochemistry and Nutrition, vol. 44,
no. 1, pp. 79–84, 2009.
[69] G. S. Jeong, G. S. Oh, H. O. Pae et al., “Comparative effects
of curcuminoids on endothelial heme oxygenase-1 expression:
ortho-methoxy groups are essential to enhance heme oxygenase
activity and protection,” Experimental and Molecular Medicine,
vol. 38, no. 4, pp. 393–400, 2006.
[70] L. Zhongfa, M. Chiu, J. Wang et al., “Enhancement of curcumin
oral absorption and pharmacokinetics of curcuminoids and
curcumin metabolites in mice,” Cancer Chemotherapy and
Pharmacology, vol. 69, no. 3, pp. 679–689, 2012.
[71] C. Tamvakopoulos, K. Dimas, Z. D. Sofianos et al., “Metabolism
and anticancer activity of the curcumin analogue, dimethoxycurcumin,” Clinical Cancer Research, vol. 13, no. 4, pp. 1269–
1277, 2007.
[72] M. T. Aziz, I. N. El Ibrashy, D. P. Mikhailidis et al., “Signaling
mechanisms of a water soluble curcumin derivative in experimental type 1 diabetes with cardiomyopathy,” Diabetology &
Metabolic Syndrome, vol. 5, no. 1, p. 13, 2013.
[73] C. Y. Chen, J. H. Jang, M. H. Li, and Y. Surh, “Resveratrol
upregulates heme oxygenase-1 expression via activation of NFE2-related factor 2 in PC12 cells,” Biochemical and Biophysical
Research Communications, vol. 331, no. 4, pp. 993–1000, 2005.
[74] K. Szkudelska, L. Nogowski, and T. Szkudelski, “Resveratrol, a
naturally occurring diphenolic compound, affects lipogenesis,
lipolysis and the antilipolytic action of insulin in isolated
rat adipocytes,” Journal of Steroid Biochemistry and Molecular
Biology, vol. 113, no. 1-2, pp. 17–24, 2009.
[75] L. Rivera, R. Morón, A. Zarzuelo, and M. Galisteo, “Longterm resveratrol administration reduces metabolic disturbances
and lowers blood pressure in obese Zucker rats,” Biochemical
Pharmacology, vol. 77, no. 6, pp. 1053–1063, 2009.
[76] K. K. Rocha, G. A. Souza, G. X. Ebaid, F. R. F. Seiva, A. C.
Cataneo, and E. L. B. Novelli, “Resveratrol toxicity: effects on
risk factors for atherosclerosis and hepatic oxidative stress in
standard and high-fat diets,” Food and Chemical Toxicology, vol.
47, no. 6, pp. 1362–1367, 2009.

[63] M. Li, S. Peterson, D. Husney et al., “Interdiction of the diabetic
state in NOD mice by sustained induction of heme oxygenase:
possible role of carbon monoxide and bilirubin,” Antioxidants
and Redox Signaling, vol. 9, no. 7, pp. 855–863, 2007.

[77] P. Palsamy and S. Subramanian, “Ameliorative potential of
resveratrol on proinflammatory cytokines, hyperglycemia mediated oxidative stress, and pancreatic 𝛽-cell dysfunction in
streptozotocin-nicotinamide-induced diabetic rats,” Journal of
Cellular Physiology, vol. 224, no. 2, pp. 423–432, 2010.

[64] S. Ohtomo, M. Nangaku, Y. Izuhara, S. Takizawa, C. V. Y. D.
Strihou, and T. Miyata, “Cobalt ameliorates renal injury in
an obese, hypertensive type 2 diabetes rat model,” Nephrology
Dialysis Transplantation, vol. 23, no. 4, pp. 1166–1172, 2008.

[78] L. F. Rodella, L. Vanella, S. J. Peterson et al., “Heme oxygenasederived carbon monoxide restores vascular function in type 1
diabetes,” Drug Metabolism Letters, vol. 2, no. 4, pp. 290–300,
2008.

[65] P. Basnet and N. Skalko-Basnet, “Curcumin: an anti-inflammatory molecule from a curry spice on the path to cancer
treatment,” Molecules, vol. 16, no. 6, pp. 4567–4598, 2011.

[79] S. V. Penumathsa, S. Koneru, S. M. Samuel et al., “Strategic
targets to induce neovascularization by resveratrol in hypercholesterolemic rat myocardium: role of caveolin-1, endothelial
nitric oxide synthase, hemeoxygenase-1, and vascular endothelial growth factor,” Free Radical Biology and Medicine, vol. 45,
no. 7, pp. 1027–1034, 2008.

[66] E. Balogun, M. Hoque, P. Gong et al., “Curcumin activates
the haem oxygenase-1 gene via regulation of Nrf2 and the
antioxidant-responsive element,” Biochemical Journal, vol. 371,
no. 3, pp. 887–895, 2003.
[67] H. O. Pae, G. S. Jeong, S. O. Jeong et al., “Roles of heme
oxygenase-1 in curcumin-induced growth inhibition in rat
smooth muscle cells,” Experimental and Molecular Medicine,
vol. 39, no. 3, pp. 267–277, 2007.

[80] M. Thirunavukkarasu, S. V. Penumathsa, S. Koneru et al.,
“Resveratrol alleviates cardiac dysfunction in streptozotocininduced diabetes: role of nitric oxide, thioredoxin, and heme
oxygenase,” Free Radical Biology and Medicine, vol. 43, no. 5, pp.
720–729, 2007.

12
[81] H. Piotrowska, M. Kucinska, and M. Murias, “Biological activity
of piceatannol: leaving the shadow of resveratrol,” Mutation
Research, vol. 750, no. 1, pp. 60–82, 2012.
[82] B. S. Wung, M. C. Hsu, C. C. Wu, and C. Hsieh, “Piceatannol
upregulates endothelial heme oxygenase-1 expression via novel
protein kinase C and tyrosine kinase pathways,” Pharmacological Research, vol. 53, no. 2, pp. 113–122, 2006.
[83] D. W. Kim, Y. M. Kim, S. D. Kang, Y. M. Han, and H. O. Pae,
“Effects of resveratrol and trans-3, 5, 4’-trimethoxystilbene on
glutamate-induced cytotoxicity, heme oxygenase-1, and sirtuin
1 in HT22 neuronal cells,” Biomolecules & Therapeutics, vol. 20,
no. 3, pp. 306–312, 2012.
[84] Y. T. Yang, C. J. Weng, C. T. Ho, and G. C. Yen, “Resveratrol analog-3,5,4 -trimethoxy-trans-stilbene inhibits invasion
of human lung adenocarcinoma cells by suppressing the MAPK
pathway and decreasing matrix metalloproteinase-2 expression,” Molecular Nutrition and Food Research, vol. 53, no. 3, pp.
407–416, 2009.
[85] B. B. Muhoberac, T. Hanew, S. Halter, and S. Schenker, “A model
of cytochrome P-450-centered hepatic dysfunction in drug
metabolism induced by cobalt-protoporphyrin administration,”
Biochemical Pharmacology, vol. 38, no. 22, pp. 4103–4113, 1989.
[86] D. W. Rosenberg and A. Kappas, “The comparative abilities of
inorganic cobalt and c cobalt-protoporphyrin to affect copper
metabolism and elevate plasma ceruloplasmin,” Pharmacology,
vol. 50, no. 3, pp. 201–208, 1995.
[87] T. J. Smith, G. S. Drummond, and A. Kappas, “Cobalt-protoporphyrin suppresses thyroid and testicular hormone concentrations in rat serum: a novel action of this synthetic heme
analogue,” Pharmacology, vol. 34, no. 1, pp. 9–16, 1987.
[88] P. Yao, A. Nussler, L. Liu et al., “Quercetin protects human
hepatocytes from ethanol-derived oxidative stress by inducing
heme oxygenase-1 via the MAPK/Nrf2 pathways,” Journal of
Hepatology, vol. 47, no. 2, pp. 253–261, 2007.
[89] L. Rivera, R. Morón, M. Sánchez, A. Zarzuelo, and M. Galisteo,
“Quercetin ameliorates metabolic syndrome and improves the
inflammatory status in obese Zucker rats,” Obesity, vol. 16, no.
9, pp. 2081–2087, 2008.

Oxidative Medicine and Cellular Longevity

MEDIATORS
of

INFLAMMATION

The Scientific
World Journal
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Gastroenterology
Research and Practice
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Journal of

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

Diabetes Research
Volume 2014

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

Volume 2014

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

Volume 2014

International Journal of

Journal of

Endocrinology

Immunology Research
Hindawi Publishing Corporation
http://www.hindawi.com

Disease Markers

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

Volume 2014

Volume 2014

Submit your manuscripts at
http://www.hindawi.com
BioMed
Research International

PPAR Research
Hindawi Publishing Corporation
http://www.hindawi.com

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

Volume 2014

Volume 2014

Journal of

Obesity

Journal of

Ophthalmology
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Evidence-Based
Complementary and
Alternative Medicine

Stem Cells
International
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

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

Volume 2014

Journal of

Oncology
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

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

Volume 2014

Parkinson’s
Disease

Computational and
Mathematical Methods
in Medicine
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

AIDS

Behavioural
Neurology
Hindawi Publishing Corporation
http://www.hindawi.com

Research and Treatment
Volume 2014

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

Volume 2014

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

Volume 2014

Oxidative Medicine and
Cellular Longevity
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

