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Abstract: Aortic aneurysms are responsible for significant morbidity and mortality. Despite their
clinical significance, there remain critical knowledge gaps in the pathogenesis of aneurysm disease
and the mechanisms involved in aortic rupture. Recent studies have drawn attention to the role of
reactive oxygen species (ROS) and their down-stream effectors in chronic cardiovascular diseases
and specifically in the pathogenesis of aortic aneurysm formation. This review will discuss current
mechanisms of ROS in mediating aortic aneurysms, the failure of endogenous antioxidant systems in
chronic vascular diseases, and their relation to the development of aortic aneurysms.
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1. Introduction

Aortic aneurysms (AAs), defined as a progressive and pathologic dilation of the aorta,
are responsible for 150,000-200,000 deaths per year worldwide [1]. Despite this clinical
significance, there remain critical knowledge gaps in the mechanism and pathogenesis
of all types of AAs, and how these differences can increase rupture potential. Current
understanding of the pathogenesis of sporadic AAs suggests a complex interplay of protein
degeneration, thrombosis, hemodynamic stress, and inflammatory cytokines [2]. Recent
studies by our lab and others have drawn attention to the role of reactive oxygen species
(ROS), antioxidant pathways such as itaconate and other TCA derivatives, and the down-
stream effects of these pathways in AA pathogenesis and rupture [3,4]. Emerging evidence
suggests ROS pathways modulate lipid homeostasis, protein stability and location, epi-
genetics, mitochondrial fission and fusion, and energy metabolism and when present
in relative excess, such as a state of oxidative stress, drive pathophysiologic changes in
cellular signaling. Evidence also supports a role for ROS in the regulation of chronic in-
flammation, including in the setting of vascular diseases such as atherosclerosis and aortic
aneurysms [1,5,6]. Therefore, understanding the ability of ROS to influence the signaling
pathways underlying AA formation or rupture and may provide novel insight for routes
of clinical intervention. This review will evaluate the link between known mechanisms
of inflammation and potential roles of ROS in the activation of these inflammatory path-
ways in AAs. We will also discuss the role of oxidative stress, whether due to excessive
ROS production or deficiency of endogenous antioxidant defenses, in AAs. Finally, we
highlight endogenous antioxidant defense systems as potential therapeutic targets in aortic
aneurysm disease.

2. Aortic Aneurysms

AAs are characterized by at least 50% increased dilation of the aorta [7]. Categorized
based on their anatomic location, AAs are generally divided into three distinct types;
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ascending aortic aneurysms (aAAs) located in the aortic arch, descending thoracic aortic
aneurysms (dTAAs) located proximal to the diaphragm in the thoracic aortic cavity, and
abdominal aortic aneurysms (AAAs) located between the infrarenal abdominal aorta. AAs
possess unique genetic and/or environmental risk factors with varying levels of penetrance
based on location. For example, mutations in genes such as fibrillin, ACTA2, MYH11 and
LOX have been found to influence aneurysms of the ascending aorta [8]. Conversely, AAAs
tend to develop with aging and in conjunction with certain risk factors such as gender,
tobacco use, and cardiovascular disease. A crucial shared characteristic of all types of AAs
is the elevated morbidity and mortality associated with aortic rupture. All types of AAs are
generally clinically silent until impending dissection and/or rupture, and when rupture
does occur, mortality approaches 90% [8,9]. Therefore, the development of a medical
treatment therapy to prevent aortic rupture would address a significant medical health
care burden.

While all AAs involve progressive dilation of the aorta, the mechanisms of the lo-
calized dilation and capacity to rupture are different based on the anatomical location
and embryological origin of the resident cells. The lack of comprehensive knowledge
of the causal mechanisms of AAs and effective strategies for intervention is reflected in
the growing incidence of AAs. In 2022, the prevalence of AAA was an estimated 0.92%,
representing roughly 35 million individuals [10].

It is commonly believed that AA formation and rupture are multifactorial processes
that involve a combination of genetic and environmental factors, both known and unknown,
to produce localized aortic dilation. The first known key difference between AAs in the
thoracic vs. abdominal aorta stem from the unique cellular and structural composition
of the residential architecture of the thoracic and abdominal aorta. The ascending and
descending thoracic aorta exhibit thinner intima, thicker media, and a higher elastin and
collagen content when compared to the abdominal aorta [11]. These differences have
recently been attributed to the embryological origin of the resident cells as vascular smooth
muscle cells (VSMCs) of the thoracic aorta are of neural crest origin, whereas abdominal
VSMCs originate from mesoderm and endothelial cells [11-13]. However, in both cases
the dysregulation of VSMC function has been linked to the formation and progression of
AA [14]. The unique segmental composition of the thoracic and abdominal aorta provides
the framework for pathogenetic mechanisms to impart effects of unequal magnitude and
leads to differential AA characteristics based on anatomical location. Recent evidence
suggests that TAAs are fibrotic diseases of modulated VSMCs and fibroblasts while AAA
pathology is reflective of a chronic inflammatory disease of the aging aorta. However, it is
important to note that there remain key unresolved knowledge gaps in the pathogenesis of
both types of AA disease that prevent regional-specific medical treatment therapies from
being developed.

Another key difference in thoracic and abdominal aortic aneurysm formation is the
genetic predisposition to aneurysm formation based upon location. Approximately 30% of
TAA cases have a genetic component from clinical syndromes or connective tissue disorders
such as Marfan, Loeys-Dietz, and Ehlers-Danlos Syndrome, associated with mutations in
genes such as fibrillin, ACTA2, MYH11 and LOX [8]. In contrast, there has not been a strong
genetic link to AAAs.

Both TAA and AAA share causal environmental risk factors such as tobacco use,
hypertension, atherosclerosis, age, and male sex [15]. Risk factor modification remains the
only means of medical management of AAs, leaving a significant need for the development
of novel medical treatment therapies. Current treatment strategies include invasive open
surgical or endovascular repair when the aorta reaches a crucial size or enlarges at a rapid
rate; however, these procedures are associated with substantial morbidity and represent a
significant medical treatment burden to current health care systems [16-18]. Size threshold
and growth rate are currently key triggers for intervention, and this intervention does
not come without risk. Risk factors such as increased age and female gender have been
associated with higher mortality rates following surgical intervention [18]. Given the
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morbidities of aortic intervention, a significant effort to establish alternative means of
medical management is underway. There exists a window of potential medical intervention
between diagnosis and invasive surgical treatments in which targeted medical therapy
could halt progression or prevent aortic aneurysm rupture.

3. Inflammatory Mediators of Aortic Aneurysm Formation

As previously discussed, the pathogenesis of aortic aneurysm formation is both com-
plex and multifactorial. Generalized destruction of elastin and collagen in the aortic media
and adventitia, VSMC loss, and the infiltration of lymphocytes and macrophages are all
pathophysiologic mechanisms that propagate aneurysm formation [11]. Dysregulation
of the physiologic process of inflammation is considered a key contributing upstream
mechanism of AA formation. Activated macrophage and pro-inflammatory CD4 T-cell
infiltration has been linked to aneurysm formation and rupture in murine models [11,19].
This process is driven by several inflammatory mediators which have been linked to cardio-
vascular diseases, including IL-13, the NLRP3 inflammasome, NF-Kf3, and IL-6. We aim to
introduce the intricate connection among dysregulation of these inflammatory mediators,
ROS signaling, and AA formation.

In the setting of aortic aneurysm formation, IL-1f3 serves as a potent inflammatory
cytokine and acts primarily through its receptor, IL-1R1 [16]. Recent evidence from our lab
and others suggests that IL-13 and IL-1«, which both bind the IL-1R1 and in some cases
are believed to have overlapping functions, are not functionally redundant and that IL-1c
could exert protective effects in AAs. In contrast, IL-13 has various downstream inflam-
matory effects, perhaps its most well-known being stimulation of macrophage infiltration
into the aortic wall during AA formation [17]. IL-1f activation occurs primarily through
cleavage of its precursor via the NLRP3 inflammasome, which also results in the increased
activity of the pro-inflammatory caspase-1 [16,17,20]. This protease cleaves pre-IL-1f3 into
its active form, which is released extracellularly and binds to effector cells and lymphocytes
via IL-R1, propagating further inflammatory mediators such as TNF-c, IL-6, MCP1 and
IFN-Y (Figure 1) [19,21]. Previous studies have identified a 20-fold increased level of IL-1f3
in human TAA samples when compared to non-aneurysmal human aortic samples [17].
Conversely, genetic deletion of IL-1p in murine models has been found to preserve aortic
elastin and smooth muscle cells, with less pronounced inflammatory cell infiltration, and
attenuation of AAA and dTAA formation [17,20]. Additionally, deficiency of CD4 Th17
cell signaling, a process driven by IL-13, is associated with reduced aortic macrophage
infiltration and attenuated aneurysm formation in murine models [21]. Canakinumab, a
monoclonal antibody to human IL-1§3, has been shown to suppress tumorigenic inflamma-
tory pathways and angiogenesis in certain types of lung cancers, and is currently under
investigation for effects in cardiovascular disease [22,23]. These studies establish the role of
IL-1p as an early mediator of AAs.

As previously mentioned, the assembly and activation of the NLRP3 inflammasome, a
multiprotein complex, results in caspase 1 activation and the dependent release of IL-1f3,
with associated increases in cytokines such as IL-18 [24-27]. The NLRP3 inflammasome
represents a critical upstream mediator of pro-inflammatory cytokines and is therefore a
potential “gatekeeper” for pro-inflammatory states and diseases such as AAs. Studies in
NLRP3 knockout murine models have shown reduced aortic destruction and aneurysm for-
mation, suggesting the NLRP3-caspase-1 inflammasome is contributory in aortic aneurysm
formation [28]. Additional investigation in Apolipoprotein E (ApoE) —/— mice (deficient
in NLRP3, caspase recruitment domains, and caspase-1) found reduced elastic lamina
degradation and MMP activation in early AAA formation, further supporting a role for
the NLRP3 inflammasome in aneurysmal disease [29]. Some current research efforts have
investigated the potential effects of NLRP3 inflammasome inhibition through the use of
pharmacologic inhibition, representing a possible avenue for clinical intervention in AAs,
especially given the mixed effectiveness of the IL-1 pathway in other chronic vascular
diseases [30,31].
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Figure 1. IL-1p activation via caspase-1, with associated extracellular inflammatory mediator upregu-
lation (figure generated via biorender.com, accessed 1 November 2023).

NF-Kf is a protein complex that acts as a cytokine-responsive transcription factor,
stimulating the production of matrix metalloproteinases (MMP) in macrophages and
other acute phase inflammatory reactants and is a known down-stream effector of IL-1f3
signaling. The intricate NF-K{3 cascade contributes to the breakdown of aortic wall integrity
during the formation of AAs [8]. Elevated levels of NF-Kf3 have been detected in human
thoracic (TAA) and abdominal (AAA) aortic tissues when compared to non-aneurysmal
control tissues, associated with increases in MMP-2 and MMP-9 [32]. In murine models,
the inhibition of NF-Kf3 has been demonstrated to attenuate AAA formation through
a reduction in endothelial adhesion molecule expression, which is thought to trigger
macrophage infiltration and inflammatory sequela in the aortic adventitia and media [33,34].
IL-6 is a downstream chronic and acute phase inflammatory cytokine with a key role
in aortic aneurysm formation, involved in stimulation of protein synthesis, neutrophil
production, and macrophage recruitment [35]. As previously discussed, activation of
secondary inflammatory mediator IL-6 is driven by IL-1 activation, through a cascade
activation of mitogen-activated protein kinases [36]. IL-6 has been linked to chemokine
and chemokine receptor-mediated inflammatory cell migration in the setting of AAA [30].
Levels of circulating IL-6 have been found elevated in patients with AAA and TAA and
correlated with the size of the aneurysm in cross-sectional studies [37,38]. Murine models
have established that IL-6-knockout mice exhibit TAA attenuation, suggesting a possible
novel target for aneurysm prevention in humans [39].

Although the role of inflammatory signaling in aortic aneurysm development is well
investigated, the precise cellular processes and mechanisms underlying increased inflam-
mation in aneurysmal disease remains incompletely understood, especially in chronic
growth and rupture. A growing body of evidence suggests that oxidative stress, charac-
terized by an excess of ROS production relative to endogenous antioxidant defenses, can
incite pro-inflammatory signaling and potentially play a substantial role in the progression
of vascular diseases, including AAs.

4. Reactive Oxygen Species Link to Aortic Aneurysms

ROS are chemically reactive molecules that contain at least one oxygen molecule and
one or more unpaired electrons that are derived from redox reactions and are formed
as a natural by-product of aerobic metabolism [3]. Common species of ROS include
superoxide anion (O, ™), hydroxyl radical (TOH), hydrogen peroxide (H>O,), nitrous
oxide (N,O), peroxynitrite (ONOO™), and hypochlorite (C1O™). These molecules possess
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physiologic roles when produced appropriately and in limited quantities, including but
not limited to the modulation of cell survival/death, immunologic differentiation, and
modulation of physiological functions [40]. Many ROS-mediated responses protect cells
against oxidative stress and reestablish redox homeostasis [41]. As the mitochondria
perform the majority of cellular metabolism, they are an important source of ROS and
generate approximately 90% of cellular ROS in certain tissue types [42]. During periods of
oxidative stress, the over-production of ROS leads to imbalance, resulting in the oxidative
damage of cellular components [42]. Oxidative imbalance results in pathophysiologic
consequences, and the recent literature suggests increased oxidative stress alters signaling
pathways responsible for inflammation and pathogenesis of cardiovascular diseases [2].
Atherosclerosis, hypertension, cardiomyopathy, cardiac arrhythmias, and AAs have all
been linked to redox imbalance [40-42]. Of specific relevance to AAs, overproduction of
vascular ROS results in increased MMP activity, vascular smooth muscle cell apoptosis,
and alteration to aortic wall collagen integrity [6,43].

The current literature has established multiple pathways contributing to the gener-
ation of ROS in AAs. Notably, pathways associated with NADPH oxidase and iNOS are
responsible for the generation of the superoxide anion (O, ™), a factor consistently associ-
ated with AAA formation in numerous studies [43-45]. Pioneering research by Xiong et al.
determined that the selective genetic knockout of iNOS as well as NADPH oxidase inhi-
bition with orally administered apocynin resulted in the decreased expression of MMP-2
and MMP-9, lower levels of NO, and NOj; production, and a notable reduction in AAA
formation [45].

Another important redox pathway in vascular physiology and AA disease is endothe-
lial nitric oxide synthase (eNOS). This enzyme serves a pivotal role in safeguarding vascular
cells against oxidative harm. By generating nitric oxide (NO™), it deactivates superoxide
anions and other ROS, thereby serving as a protective mechanism against deleterious ox-
idative stress. Nitric oxide, when present at appropriate levels, acts as a potent vasodilator
necessary for maintaining hemodynamic balance and is also critical for promotion of a
cellular milieu which favors vasodilation and inhibition of inflammation, proliferation,
and coagulation. Research has demonstrated that suboptimal nitric oxide levels or limited
bioavailability contribute to the worsening of atherosclerosis [46]. In cases of advanced
atherosclerosis, damage to the vascular endothelium due to lipid plaque deposition dis-
rupts laminar blood flow, triggering the upregulation of inflammatory pathways. This
oxidative stress perpetuates a positive feedback loop, exacerbating both local and systemic
inflammation. When eNOS loses its connection with vital cofactors like tetrahydrobiopterin,
it leads to the formation of superoxide anion (O, ™) instead of nitric oxide (NO™), resulting
in endothelial dysfunction and vascular disease. Siu et al. confirmed in murine models
of AA disease the consequences of uncoupled eNOS [47]. They found uncoupling eNOS
with vital cofactor tetrahydrobiopterin (H4B) led to the development of abdominal aortic
aneurysms (AAA) in hph-1 mice [47]. Interestingly, supplementation with folic acid, known
to reestablish the coupling of eNOS by enhancing dihydrofolate reductase (DHFR) function,
significantly reduced AAA formation in these mice [48,49].

As previously mentioned, mitochondria are a source of ROS and account for ap-
proximately 90% of total cellular ROS in some tissues [2]. Although mitochondria are
classically understood as organelles responsible for ATP production, there is increasing
recognition that mitochondria are central in numerous additional cellular processes, includ-
ing intracellular signaling, damage sensing and repair, oxygen and fuel sensing, cellular
death, and inflammation. ROS are critical mediators of some of these aforementioned
physiologic processes, especially when produced in low quantities. The electron transport
chain comprises a series of proteins anchored to the inner mitochondrial membrane and
is a key source of superoxide production. Through a sequence of redox reactions, this
chain transfers electrons to liberate energy by producing a proton gradient which then
generates ATP via ATP-synthase [50]. Under normal physiological conditions, this process
functions smoothly, and healthy mitochondria are vital for the maintenance of vascular
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homeostasis. However, during episodes of oxidative stress, this finely tuned balance can be
disrupted, leading to an escalation in the production of mitochondrial ROS [42]. Circular
mitochondrial DNA is particularly susceptible to DNA damage by ROS and can be an
indicator of ROS damage in chronic inflammatory diseases [50]. Oxidative damage further
impedes the mitochondrion’s capacity to regulate the formation of ROS within the electron
transport chain, creating a paradoxical positive feedback loop which results in the accumu-
lation of damaged, dysfunctional mitochondria. Mitochondrial dysfunction and altered
mitochondprial respiration have been linked to AAA formation [51]. Differential expres-
sion of genes associated with oxidative phosphorylation and mitochondrial function (e.g.,
fibrillin-4), have been identified in human AAA tissues, suggesting the association between
the dysregulated production of mitochondrial ROS and aortic aneurysm formation [52].
Reduced expression of specific markers of mitochondrial biogenesis and vascular smooth
muscle migration (e.g., PPARy coactivator-1-alpha) were identified in AAA tissues, further
reinforcing the role of mitochondrial dysfunction in aortic aneurysm formation [53].

Oxidative stress can be a potent regulator of cellular signaling in many tissues, includ-
ing the promotion of pro-inflammatory signaling, and the co-occurrence of oxidative stress
and inflammation in human and pre-clinical models of AA disease give credence to the
possibility that these processes interact to drive the pathophysiologic changes leading to
AA formation. However, the specific association between the excessive generation of ROS
and activation of the IL-1f3 pathway via the inflammasome pathway has some controversial
linkages. Some studies in other diseases such as chronic granulomatous diseases (CGDs),
which carry mutations in the p47-phox gene and are NADPH oxidase-deficient, are still able
to activate IL-1 independent of ROS production; however, other inflammatory diseases are
suggested to in part require ROS generation for IL-1 activation [54]. Further work is needed
to provide a more comprehensive understanding of the interplay between oxidative stress
and inflammatory signaling in AA disease.

5. Role of Endogenous Antioxidant Systems in Aortic Aneurysms

As previously discussed, oxidative stress is characterized by excessive levels of ROS
relative to endogenous antioxidant defenses, and can be the result of the overproduction of
ROS, deficiency of antioxidant systems or both. There exist several endogenous antioxidant
systems that counteract the deleterious effects of ROS. Examples include Superoxide
Dismutase (SOD), Glutathione Peroxidase (GPx), catalase, and Nuclear factor erythroid
2-related factor 2 (Nrf2). There are also several non-enzymatic antioxidant molecules
including include iron and copper chelators, alpha-tocopherol (vitamin E), ascorbic acid
(vitamin C), uric acid, melatonin, polyphenols, and polyamines (e.g., spermidine).

There is growing evidence that AAs are associated not only with increased abundance
of pro-oxidant molecules but also with the disruption of endogenous antioxidant defense
systems resulting in increased susceptibility to oxidative stress [55]. For example, plasma
levels of alpha tocopherol (vitamin E) were observed to be lower in patients with AAA
versus control patients [56]. Vitamin C levels have also been observed to be lower in aortic
tissue from patients with AAA versus those without disease [57].

Superoxide Dismutase (SOD) is an enzyme that facilitates the conversion of super-
oxide anions (O, ) into oxygen (O;) and hydrogen peroxide (H,O,), thus mitigating the
detrimental effects of ROS (Figure 2) [58]. Elevated SOD levels have been observed in
murine models of abdominal aortic aneurysms (AAA), suggesting a natural effort to coun-
teract oxidative stress during aneurysm development [58,59]. Some studies have observed
the decreased activity of CuZnSOD in aortic tissue from patients with AAA versus non-
diseased control tissue [60,61]. The activity of SOD has been linked to the supplementation
of riboflavin, vitamin B2, and will be discussed further in later sections [59].

Glutathione Peroxidase (GPx), another enzyme, shields cell membranes from oxidative
harm by reducing hydrogen peroxide, a byproduct of superoxide anion conversion, (H,O)
and lipid hydroperoxides into innocuous water (H,O) (Figure 3) [62]. Reduced GPx
activity, resulting in increased oxidative burden and the activation of transforming growth
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factor-beta (TGF-p), has been linked to the formation of TAAs [63,64]. TGF- 3 has been
established as a vital regulator of vascular function, with over-activation or over-inhibition
being associated with AA formation [65].

Superoxide
Dismutase

2 02_ +2 H3O+ 02+ H202+ 2 Hzo

Figure 2. Conversion of superoxide anions via superoxide dismutase with cofactors Cu?*and Zn**
(figure generated via biorender.com, accessed 1 November 2023).

Glutathione

Peroxidase
2 GSH + H,0, —— GS-SG + 2 H,0,
monomeric ,;"J = glutathione
glutathione jC~ 0% disulfide

Figure 3. Conversion of hydrogen peroxide via Glutathione Peroxidase (figure generated via
biorender.com, accessed 1 November 2023).

Similarly, the enzyme catalase, which converts hydrogen peroxide to water, has a
vital role in the attenuation of MMPs (Figure 4). Reduced levels of catalase have been
linked to the development of AAAs in murine models [66]. Given the association of the
MMP degradation of aortic VSMC and the extracellular matrix, the upregulation of catalase
in VSMCs within aortic tissues not only promotes the survival of these cells but also
serves as a preventive measure against aneurysm formation by modulating MMPs [66,67].
Interestingly, the selective estrogen receptor modulator (SERM), tamoxifen, was found to
exhibit vaso-protective effects in murine models through a five-fold increase in catalase
mRNA production (p = 0.02) and an eight-fold increase in catalase protein production
(p = 0.04) [67]. In this study, rats treated with tamoxifen had approximately 50% smaller
AAA diameters when compared to control mice, supporting a role for catalase in the
maintenance of oxidative balance and protection against AA formation [67].

Catalase

2 H202 - 2 HZO + 02

Figure 4. Conversion of hydrogen peroxide via catalase (figure generated via biorender.com, accessed
1 November 2023).
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Important upstream regulators of endogenous antioxidant defense systems include
Sirtuins, a family of histone deacetylases whose activity is important for regulating cellular
functions including antioxidant defenses and inflammation [68]. Sirtuins help to regulate
nuclear factor erythroid 2-related factor 2 (Nrf2), a master transcription factor which pro-
motes transcription of antioxidant genes including SODs and catalase (Figure 5) [68,69].
The inhibition of nuclear Nrf2 has been associated with an increased risk of AAA devel-
opment and rupture in murine models [70]. Additional studies in murine models found
Itaconate, an anti-inflammatory mitochondrial metabolite produced by macrophages and
monocytes, achieved protection against AAA formation via agonistic effects on the Nrf2
pathway and inhibition of the NLRP3 inflammasome [71]. A deficiency of Nrf2 resulted in
increased inflammatory factor expression and AAA formation [71]. Upregulation of the
protective Nrf2 antioxidant system and reduction in the NLRP3 inflammasome represents
a novel and promising approach to aortic aneurysm treatment; however, clinical efficacy
has yet to be established.

Superoxide

Dismutase
Nrf2

Glutathione

Oxidative stress > Peroxidase
resulting in Sirtuin ;

driven upregulation

ot %g | \§/ NLRP3
Dol
4 l —-&¥ . Inflammasome

7N

Itaconate

Figure 5. Sirtuin-driven Nrf2 upregulation of endogenous antioxidant systems and downregulation
of NLRP3 inflammasome (figure generated via biorender.com, accessed 1 November 2023).

Together, available clinical evidence suggests that aortic aneurysm disease is associated
with a relative deficiency of endogenous antioxidant defenses, which may contribute to
a state of oxidative stress and subsequent activation of pathological signaling processes,
including inflammation. This oxidative imbalance and inflammatory cascade result in
changes in aortic tissue integrity, through macrophage infiltration, MMP activation, elastin
degradation, and VSMC destruction in both thoracic and abdominal AAs (Figure 6).
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Figure 6. Oxidative stress imbalance role in aortic aneurysm formation. (figure generated via
biorender.com, accessed 1 November 2023).

6. Oxidative Stress as a Therapeutic Target in Aortic Aneurysms

Considering the role of oxidative stress in the pathophysiology of aortic aneurysms,
there has been substantial interest in exploring the therapeutic potential of mitigating
excessive ROS. Numerous preclinical and clinical investigations have delved into the feasi-
bility of bolstering inherent antioxidant defenses with exogenous antioxidant compounds.
However, only a limited number of studies have made connections between exogenous an-
tioxidant supplementation and its potential to alleviate aortic aneurysm disease in humans,
with limited evidence for its efficacy.

The potential role of various vitamins in preventing or treating aneurysms has been
investigated, primarily due to their well-known potent antioxidant properties. Ascorbic
acid (vitamin C), for instance, has demonstrated the ability to mitigate AAA development,
preserving aortic elastin content, downregulating MMP-2/MMP-9 and IL-6 in murine mod-
els [72,73]. Prolonged treatment with vitamin C has also been shown to enhance nitric oxide
synthase activity through the chemical stabilization of the cofactor tetrahydrobiopterin,
observed in both murine models and human cultured human aortic tissues [74,75]. De-
spite these promising results, few clinical trials exploring the effect of ascorbic acid on
human AA have been performed. Duffy et al. evaluated the antioxidant effects of vitamin
C on ischemia-reperfusion injury during open AAA repairs; however, they found that
parenteral ascorbic acid did not attenuate markers for systemic inflammation or endothelial
damage [76].

Another vitamin explored for its impact on aneurysm formation is x-tocopherol, a
form of vitamin E. a-tocopherol was found to reduce the formation of aortic aneurysms
(resulting in a 24% reduction in maximal aortic diameter), decrease aortic rupture risk,
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lower aortic isoprostane content (a marker for oxidative stress), and reduce macrophage
infiltration in ApoE-deficient murine models [77]. However, unlike vitamin C, vitamin E
did not significantly affect MMP levels and had no impact on atherosclerosis [77]. Promising
results from these studies prompted the evaluation of the clinical relevance and effectiveness
of a-tocopherol and (-carotene (vitamin A) in humans. A randomized, double-blinded,
placebo-controlled trial was conducted involving male smokers aged 5069 years at the
National Cancer Institute, with a mean follow-up period of 5.8 years. The results showed
that vitamin E and (3-carotene supplementation had no preventive effect on AAA formation
or the risk of rupture [78].

Riboflavin, vitamin B2, was found to reduce AAA size and maintain elastin concentra-
tions in aortic tissues through upregulation of endogenous SOD, in murine models [59].
Interestingly, in murine Marfan Syndrome models, a mixture of vitamin B6, B9, and B12
orally gavaged for 20 weeks was found to mitigate TAA formation and increase collagen
deposition in the aortic media [79]. Overall, there remains a paucity of human trials involv-
ing antioxidant compounds demonstrating significant clinical effects on aortic aneurysms.
However, therapeutic strategies which seek to augment endogenous antioxidant defense
systems remain a promising though incompletely studied avenue of AA disease prevention.

Several preclinical studies in models of AAs suggest that therapeutic interventions
which decrease oxidative stress are associated with the attenuation of vascular inflamma-
tion and aneurysm formation. Genetic overexpression of endogenous antioxidant catalase
attenuated experimental aneurysm formation, accompanied by lower vascular inflamma-
tion [58]. In a preclinical study using a rat model of elastase-induced AAA, treatment with
riboflavin increased endogenous SOD levels, and this was associated with the attenua-
tion of AAA formation [59]. Melatonin treatment in a BAPN-induced mouse model of
TAA increased aortic SIRT-1 abundance and activity, Nrf-2 abundance, and SOD activity
and this increase in endogenous antioxidant defenses was associated with lower aortic
markers of oxidative stress and, importantly, lower incidence of aneurysm formation and
rupture [80]. In a murine model of angiotensin-II induced acute aortic dissection, treatment
with ursodeoxycholic acid increased vascular Nrf2 expression, which was associated with
the decreased expression of pro-oxidant NADPH oxidase and increased expression of
antioxidant enzymes including CuZnSOD, MnSOD and catalase, and a resultant marked
decrease in the incidence of aortic dissection [81].

Naturally occurring compounds with antioxidant properties also appear to attenuate
vascular inflammation in preclinical studies. For instance, flavonoids, a group of phenolic
substances found naturally in various fruits and vegetables, have been found to exhibit
various beneficial biologic effects [82,83]. This group consists of nearly 3000 unique com-
pounds, and have been linked to anti-inflammatory, antitumor, antioxidant, anti-platelet,
and neuroprotective activities [82,83]. Diosmetin, a flavonoid derivative naturally occurring
in citrus fruits, has demonstrated remarkable antioxidant capabilities in both in vivo and
in vitro settings [84,85]. Believed to operate through the activation of the Nrf2 pathway,
diosmetin has displayed anti-inflammatory properties, with indications of relief from car-
diometabolic disorders, enhanced ventricular function, and coronary artery vasodilation
in murine models [84,85]. Despite these promising discoveries, there is currently a lack of
studies examining the impact of Diosmetin on aortic aneurysm formation, leaving space
for future investigations in this domain. Many other natural compounds have been found
to exhibit antioxidant properties yet lack significant clinical relevance.

Quercetin, a flavonoid found in onions, grapes, nuts, and broccoli has been explored
in the realm of aortic aneurysmal disease given its potent antioxidant properties. Treat-
ment of mice with quercetin was shown to prevent the onset of atherosclerosis, prevent
macrophage infiltration of the aortic wall, suppress the formation of AAs, and prevent
aortic dissection through reduction in the macrophage infiltration of aortic tissue, and cause
a reduction in the activation of NF- K3 and reduction in levels of MMP-2/MMP-9 [86,87].
Quercetin was found to exhibit endothelial cell-protective effects in cultured human umbil-
ical vein endothelial cells, suggesting possibilities for human applicability [87]. Additional
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studies have replicated the protective effects of quercetin of AA formation, through the
downregulation of cyclooxygenase-2 expression and VEGEF signaling, and upregulation
of various antioxidant mechanisms such as the SOD and caspase pathways [87,88]. To
date, quercetin remains the only flavonoid with evidence suggesting direct benefit in AA
prevention and treatment.

Overall, there are limited but compelling preclinical data to suggest that therapeutic
strategies to augment endogenous antioxidant defense systems may hold promise for atten-
uating aortic aneurysm development (Table 1). Given limited translational investigation,
future work is required to establish the importance of antioxidant systems in the prevention
or augmentation of AAs.

Table 1. Summary table of exogenous antioxidants and their effect on AA.

Exogenous Antioxidants

In Vivo/In Vitro Effects on Aortic Aneurysms (AA)

[Murine Models] References

riboflavin (vit. B2)

Reduction of Abdominal AA maximal diameter
Preservation of aortic elastin concentration
. . . [59,79]
Upregulation of endogenous Superoxide Dismutase
Increased collagen deposition in Thoracic AA

Itaconic acid (itaconate)

Attenuation of Abdominal AA formation through Nuclear factor erythroid [71]
2-related factor 2 (Nrf2) upregulation

Ascorbic acid (vit. C)

Preservation of aortic elastin concentration
Downregulation of matrix metalloproteinase (MMP-2, MMP-9), [72-75]
and Interleukin-6

a-tocopherol (vit. E)

Reduction of AA maximal diameter
Decrease aortic rupture rate [77,78]
Lowers markers of aortic oxidative stress

Melatonin

Lowers incidence of Thoracic AA formation and rupture
Increased endogenous Superoxide Dismutase [80]
Lowers markers of oxidative stress in aortic tissues

Ursodeoxycholic acid

Reduction of acute aortic dissection
Decreased expression of NADPH oxidase [81]
Increased endogenous Superoxide Dismutase and catalase

Endogenous Nrf2 upregulation
Relief of cardiometabolic disorders [84,85]

Diosmetin Enhanced ventricular function
Coronary artery vasodilation
Downregulation cyclooxygenase-2 and VEGF
Quercetin Upregulation of Superoxide Dismutase and caspase [86-88]

Endothelial cell protection *

* studies performed in cultured human cells.

7. Conclusions

AAs are a chronic vascular disease that currently have no medical treatment therapy;
therefore, identification of non-invasive medical therapies to attenuate or slow aneurysm
growth is a valuable biomedical research priority with potential for significant clinical
impact. The pathophysiology of aneurysm formation is complex and remains poorly under-
stood, but current evidence suggests that oxidative stress and inflammation are signaling
processes which interact to drive detrimental changes to the vascular wall. Oxidative stress
results both from the excess abundance of ROS as well as the deficiency of endogenous
antioxidant and scavenging mechanisms. There is a body of preclinical work suggesting
the promise of therapeutic interventions which target excessive ROS and/or augment
endogenous antioxidant systems for attenuating AA development; however, many of these
therapeutic strategies have failed to show clinical benefit in humans despite success in
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preclinical disease models. Therefore, as future work develops novel targets, there is the
need for the greater translational efficacy of these targets for human disease.
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Abbreviations

AA aortic aneurysms

AAA abdominal aortic aneurysm

aAA ascending aortic aneurysm

ApoE apolipoprotein E

dTAA descending thoracic aortic aneurysm
BAPN B-aminopropionitrile

CD4 cluster of differentiation 4
CuZnSOD  copper zinc superoxide dismutase
dTAA descending thoracic aortic aneurysm
ECM extracellular matrix

eNOS endothelial nitric oxide synthase
GPx glutathione peroxidase

IL-6 interleukin 6

IL-17 interleukin 17

IL-23 interleukin 23

IL-1x interleukin-1 alpha

IL-1pB interleukin-1 beta

IL-1R1 interleukin-1 receptor 1

IL-R1 interleukin receptor 1

iNOS inducible nitric oxide synthase

IFNy interferon gamma

MCP1 monocyte chemoattractant protein 1
MMP-2 matrix metalloproteinase 2

MMP-9 matrix metalloproteinase 9

MnSOD manganese superoxide dismutase
NLRP3 NLR family pyrin domain containing 3
NF-Kj nuclear factor kappa beta

NRF2 Nuclear factor erythroid 2-related factor 2
PPARy peroxisome proliferator-activated receptor gamma
ROS reactive oxygen species

SOD superoxide dismutase

TNF-o tumor necrosis factor alpha

TGEF-3 transforming growth factor beta
VEGF vascular endothelial growth factor
VSMC vascular smooth muscle cell

References

1. Sethi, S.; Parekh, U. Aortic Arch Aneurysm; StatPearls: Treasure Island, FL, USA, 2023.

2. Panth, N.; Paudel, K.R.; Parajuli, K. Reactive Oxygen Species: A Key Hallmark of Cardiovascular Disease. Adv. Med. 2016,
2016, 9152732. [CrossRef] [PubMed]

3. Taverne, Y.J.H.].; Bogers, A.].J.C.; Duncker, D.J.; Merkus, D. Reactive oxygen species and the cardiovascular system. Oxidative
Med. Cell. Longev. 2013, 2013, 862423. [CrossRef] [PubMed]


https://doi.org/10.1155/2016/9152732
https://www.ncbi.nlm.nih.gov/pubmed/27774507
https://doi.org/10.1155/2013/862423
https://www.ncbi.nlm.nih.gov/pubmed/23738043

Biomedicines 2024, 12, 3 13 of 16

10.

11.

12.

13.

14.

15.
16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

Wang, Z.; You, Y,; Yin, Z.; Bao, Q.; Lei, S.; Yu, J.; Xie, C.; Ye, E; Xie, X. Burden of Aortic Aneurysm and Its Attributable Risk Factors
from 1990 to 2019: An Analysis of the Global Burden of Disease Study 2019. Front. Cardiovasc. Med. 2022, 9, 901225. [CrossRef]
[PubMed]

Kattoor, A.J.; Pothineni, N.V.K,; Palagiri, D.; Mehta, ].L. Oxidative Stress in Atherosclerosis. Curr. Atheroscler. Rep. 2017, 19, 42.
[CrossRef] [PubMed]

Nowak, W.N.; Deng, J.; Ruan, X.Z.; Xu, Q. Reactive Oxygen Species Generation and Atherosclerosis. Arter. Thromb. Vasc. Biol.
2017, 37, e41-e52. [CrossRef] [PubMed]

Writing Group Members; Hiratzka, L.E; Bakris, G.L.; Beckman, J.A.; Bersin, RM.; Carr, V.F; Casey, D.E.,, Jr.; Eagle, K.A,;
Hermann, LK,; Isselbacher, EM.; et al. 2010 ACCF/AHA/AATS/ACR/ASA/SCA/SCAI/SIR/STS/SVM guidelines for
the diagnosis and management of patients with Thoracic Aortic Disease: A report of the American College of Cardiology
Foundation/American Heart Association Task Force on Practice Guidelines, American Association for Thoracic Surgery, American
College of Radiology, American Stroke Association, Society of Cardiovascular Anesthesiologists, Society for Cardiovascular
Angiography and Interventions, Society of Interventional Radiology, Society of Thoracic Surgeons, and Society for Vascular
Medicine. Circulation 2010, 121, e266—e369. [CrossRef]

Salmon, M. NADPH Oxidases in Aortic Aneurysms. Antioxidants 2022, 11, 1830. [CrossRef]

Kent, K.C. Abdominal Aortic Aneurysms. N. Engl. . Med. 2014, 371, 2101-2108. [CrossRef]

Song, P; He, Y.; Adeloye, D.; Zhu, Y,; Ye, X.; Yi, Q.; Rahimi, K.; Rudan, I.; Global Health Epidemiology Research Group (GHERG).
The Global and Regional Prevalence of Abdominal Aortic Aneurysms: A Systematic Review and Modeling Analysis. Ann. Surg.
2023, 277,912-919. [CrossRef]

Ghorpade, A.; Baxter, B.T. Biochemistry and molecular regulation of matrix macromolecules in abdominal aortic aneurysms. Ann.
N. Y. Acad. Sci. 1996, 800, 138-150. [CrossRef]

Gittenberger-de Groot, A.C.; DeRuiter, M.C.; Bergwerff, M.; Poelmann, R.E. Smooth muscle cell origin and its relation to
heterogeneity in development and disease. Arter. Thromb. Vasc. Biol. 1999, 19, 1589-1594. [CrossRef] [PubMed]

Bergwerff, M.; Verberne, M.E.; DeRuiter, M.C.; Poelmann, R.E.; Gittenberger-De-Groot, A.C. Neural crest cell contribution to the
developing circulatory system: Implications for vascular morphology? Circ. Res. 1998, 82, 221-231. [CrossRef]

Rombouts, K.B.; van Merrienboer, T.A.R.; Ket, ].C.F,; Bogunovic, N.; van der Velden, J.; Yeung, K.K. The role of vascular smooth
muscle cells in the development of aortic aneurysms and dissections. Eur. J. Clin. Investig. 2022, 52, €13697. [CrossRef] [PubMed]
Keisler, B.; Carter, C. Abdominal aortic aneurysm. Am. Fam. Physician 2015, 91, 538-543. [PubMed]

Millar, J.; Nasser, E.; Ailawadi, G.; Salmon, M. IL-1 in Abdominal Aortic Aneurysms. J. Cell. Immunol. 2023, 5, 22-31. [CrossRef]
[PubMed]

Johnston, W.E,; Salmon, M.; Pope, N.H.; Meher, A.; Su, G.; Stone, M.L.; Lu, G.; Owens, G.K,; Upchurch, G.R,, Jr.; Ailawadi, G.
Inhibition of interleukin-1beta decreases aneurysm formation and progression in a novel model of thoracic aortic aneurysms.
Circulation 2014, 130 (Suppl. S1), S51-559. [CrossRef]

Schlosser, EJ.; Vaartjes, I.; van der Heijden, G.J.; Moll, FEL.; Verhagen, H.].; Muhs, B.E.; de Borst, G.J.; Groenestege, A.T.T.; Kardaun,
J.W.; de Bruin, A; et al. Mortality after elective abdominal aortic aneurysm repair. Ann. Surg. 2010, 251, 158-164. [CrossRef]
Lu, H.-Y;; Shih, C.-M.; Sung, S.-H.; Wu, A.T.H.; Cheng, T.-M.; Lin, Y.-C. Galectin-3 as a Biomarker for Stratifying Abdominal
Aortic Aneurysm Size in a Taiwanese Population. Front. Cardiovasc. Med. 2021, 8, 663152. [CrossRef]

Wenjing, F,; Tingting, T.; Qian, Z.; Hengquan, W.; Simin, Z.; Agyare, O.K.; Zhisheng, J.; Shunlin, Q. The role of IL-1f in aortic
aneurysm. Clin. Chim. Acta 2020, 504, 7-14. [CrossRef]

Andreata, F; Syvannarath, V.; Clement, M.; Delbosc, S.; Guedj, K.; Fornasa, G.; Khallou-Laschet, J.; Morvan, M.; Even, G,;
Procopio, E.; et al. Macrophage CD31 Signaling in Dissecting Aortic Aneurysm. J. Am. Coll. Cardiol. 2018, 72, 45-57. [CrossRef]
Rondeau, ].-M.; Ramage, P.; Zurini, M.; Gram, H. The molecular mode of action and species specificity of canakinumab, a human
monoclonal antibody neutralizing IL-13. mAbs 2015, 7, 1151-1160. [CrossRef] [PubMed]

Ridker, PM.; Thuren, T.; Zalewski, A.; Libby, P. Interleukin-1f3 inhibition and the prevention of recurrent cardiovascular events:
Rationale and Design of the Canakinumab Anti-inflammatory Thrombosis Outcomes Study (CANTOS). Am. Heart ]. 2011, 162,
597-605. [CrossRef] [PubMed]

Wei, Z.; Wang, Y.; Zhang, K.; Liao, Y.; Ye, P.; Wu, J.; Wang, Y.; Li, F; Yao, Y.; Zhou, Y,; et al. Inhibiting the Th17/IL-17A-related
inflammatory responses with digoxin confers protection against experimental abdominal aortic aneurysm. Arter. Thromb. Vasc.
Biol. 2014, 34, 2429-2438. [CrossRef] [PubMed]

Kelley, N.; Jeltema, D.; Duan, Y.; He, Y. The NLRP3 Inflammasome: An Overview of Mechanisms of Activation and Regulation.
Int. J. Mol. Sci. 2019, 20, 3328. [CrossRef] [PubMed]

Swanson, K.V;; Deng, M.; Ting, ].P.-Y. The NLRP3 inflammasome: Molecular activation and regulation to therapeutics. Nat. Rev.
Immunol. 2019, 19, 477-489. [CrossRef] [PubMed]

Ren, P; Wu, D.; Appel, R.; Zhang, L.; Zhang, C.; Luo, W.; Robertson, A.A.B.; Cooper, M.A_; Coselli, ].S.; Milewicz, D.M.; et al.
Targeting the NLRP3 Inflammasome with Inhibitor MCC950 Prevents Aortic Aneurysms and Dissections in Mice. J. Am. Heart
Assoc. 2020, 9, e014044. [CrossRef]

Usui, F,; Shirasuna, K.; Kimura, H.; Tatsumi, K.; Kawashima, A.; Karasawa, T.; Yoshimura, K.; Aoki, H.; Tsutsui, H.; Noda, T.; et al.
Inflammasome activation by mitochondrial oxidative stress in macrophages leads to the development of angiotensin II-induced
aortic aneurysm. Arter. Thromb. Vasc. Biol. 2015, 35, 127-136. [CrossRef]


https://doi.org/10.3389/fcvm.2022.901225
https://www.ncbi.nlm.nih.gov/pubmed/35711350
https://doi.org/10.1007/s11883-017-0678-6
https://www.ncbi.nlm.nih.gov/pubmed/28921056
https://doi.org/10.1161/ATVBAHA.117.309228
https://www.ncbi.nlm.nih.gov/pubmed/28446473
https://doi.org/10.1161/cir.0b013e3181d4739e
https://doi.org/10.3390/antiox11091830
https://doi.org/10.1056/NEJMcp1401430
https://doi.org/10.1097/SLA.0000000000005716
https://doi.org/10.1111/j.1749-6632.1996.tb33305.x
https://doi.org/10.1161/01.ATV.19.7.1589
https://www.ncbi.nlm.nih.gov/pubmed/10397674
https://doi.org/10.1161/01.RES.82.2.221
https://doi.org/10.1111/eci.13697
https://www.ncbi.nlm.nih.gov/pubmed/34698377
https://www.ncbi.nlm.nih.gov/pubmed/25884861
https://doi.org/10.33696/immunology.5.163
https://www.ncbi.nlm.nih.gov/pubmed/37476160
https://doi.org/10.1161/CIRCULATIONAHA.113.006800
https://doi.org/10.1097/SLA.0b013e3181bc9c4d
https://doi.org/10.3389/fcvm.2021.663152
https://doi.org/10.1016/j.cca.2020.01.007
https://doi.org/10.1016/j.jacc.2018.04.047
https://doi.org/10.1080/19420862.2015.1081323
https://www.ncbi.nlm.nih.gov/pubmed/26284424
https://doi.org/10.1016/j.ahj.2011.06.012
https://www.ncbi.nlm.nih.gov/pubmed/21982649
https://doi.org/10.1161/ATVBAHA.114.304435
https://www.ncbi.nlm.nih.gov/pubmed/25234817
https://doi.org/10.3390/ijms20133328
https://www.ncbi.nlm.nih.gov/pubmed/31284572
https://doi.org/10.1038/s41577-019-0165-0
https://www.ncbi.nlm.nih.gov/pubmed/31036962
https://doi.org/10.1161/JAHA.119.014044
https://doi.org/10.1161/ATVBAHA.114.303763

Biomedicines 2024, 12, 3 14 of 16

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

Abbate, A.; Toldo, S.; Marchetti, C.; Kron, J.; Van Tassell, B.W.; Dinarello, C.A. Interleukin-1 and the Inflammasome as Therapeutic
Targets in Cardiovascular Disease. Circ. Res. 2020, 126, 1260-1280. [CrossRef]

Johnston, W.F,; Salmon, M.; Su, G.; Lu, G.; Stone, M.L.; Zhao, Y.; Owens, G.K.; Upchurch, G.R,, Jr.; Ailawadi, G. Genetic and
Pharmacologic Disruption of Interleukin-1p Signaling Inhibits Experimental Aortic Aneurysm Formation. Arter. Thromb. Vasc.
Biol. 2013, 33, 294-304. [CrossRef]

Flondell-Sité, D.; Lindblad, B.; Kolbel, T.; Gottsiter, A. Cytokines and systemic biomarkers are related to the size of abdominal
aortic aneurysms. Cyfokine 2009, 46, 211-215. [CrossRef]

Mi, T.; Nie, B.; Zhang, C.; Zhou, H. The elevated expression of osteopontin and NF-kB in human aortic aneurysms and its
implication. Curr. Med. Sci. 2011, 31, 602-607. [CrossRef] [PubMed]

Saito, T.; Hasegawa, Y.; Ishigaki, Y.; Yamada, T.; Gao, J.; Imai, J.; Uno, K.; Kaneko, K.; Ogihara, T.; Shimosawa, T.; et al. Importance
of endothelial NF-«B signalling in vascular remodelling and aortic aneurysm formation. Cardiovasc. Res. 2013, 97, 106-114.
[CrossRef] [PubMed]

Touyz, R.M. Molecular and cellular mechanisms in vascular injury in hypertension: Role of angiotensin II. Curr. Opin. Nephrol.
Hypertens. 2005, 14, 125-131. [CrossRef] [PubMed]

Pope, N.H.; Salmon, M.; Johnston, W.E; Lu, G.; Lau, C.L.; Upchurch, G.R,, Jr.; Ailawadi, G. Interleukin-6 Receptor Inhibition
Prevents Descending Thoracic Aortic Aneurysm Formation. Ann. Thorac. Surg. 2015, 100, 1620-1626. [CrossRef] [PubMed]
Cahill, C.M.; Rogers, J.T. Interleukin (IL) 1beta induction of IL-6 is mediated by a novel phosphatidylinositol 3-kinase-dependent
AKT /IkappaB kinase alpha pathway targeting activator protein-1. J. Biol. Chem. 2008, 283, 25900-25912. [CrossRef] [PubMed]
Paige, E.; Clément, M.; Lareyre, F; Sweeting, M.; Raffort, J.; Grenier, C.; Finigan, A.; Harrison, J.; Peters, J.E.; Sun, B.B.; et al.
Interleukin-6 Receptor Signaling and Abdominal Aortic Aneurysm Growth Rates. Circ. Genom. Precis. Med. 2019, 12, e002413.
[CrossRef] [PubMed]

Nishihara, M.; Aoki, H.; Ohno, S.; Furusho, A.; Hirakata, S.; Nishida, N.; Ito, S.; Hayashi, M.; Imaizumi, T.; Fukumoto, Y. The role
of IL-6 in pathogenesis of abdominal aortic aneurysm in mice. PLoS ONE 2017, 12, e0185923. [CrossRef]

Nakashima, H.; Aoki, M.; Miyake, T.; Kawasaki, T.; Iwai, M.; Jo, N.; Oishi, M.; Kataoka, K.; Ohgi, S.; Ogihara, T.; et al. Inhibition
of experimental abdominal aortic aneurysm in the rat by use of decoy oligodeoxynucleotides suppressing activity of nuclear
factor kappaB and ets transcription factors. Circulation 2004, 109, 132-138. [CrossRef]

Droge, W. Free radicals in the physiological control of cell function. Physiol. Rev. 2002, 82, 47-95. [CrossRef]

Fei, J.; Demillard, L.J.; Ren, J. Reactive oxygen species in cardiovascular diseases: An update. Explor. Med. 2022, 3, 188-204.
[CrossRef]

Schramm, A.; Matusik, P.; Osmenda, G.; Guzik, T.]J. Targeting NADPH oxidases in vascular pharmacology. Vasc. Pharmacol. 2012,
56, 216-231. [CrossRef] [PubMed]

Guazik, B.; Sagan, A.; Ludew, D.; Mrowiecki, W.; Chwala, M.; Bujak-Gizycka, B.; Filip, G.; Grudzien, G.; Kapelak, B.; Zmudka, K;;
et al. Mechanisms of oxidative stress in human aortic aneurysms—Association with clinical risk factors for atherosclerosis and
disease severity. Int. ]. Cardiol. 2013, 168, 2389-2396. [CrossRef] [PubMed]

Miller, EJ., Jr.; Sharp, W.].; Fang, X.; Oberley, L.W.; Oberley, T.D.; Weintraub, N.L. Oxidative stress in human abdominal aortic
aneurysms: A potential mediator of aneurysmal remodeling. Arterioscler. Thromb. Vasc. Biol. 2002, 22, 560-565. [CrossRef]
[PubMed]

Xiong, W.; Mactaggart, J.; Knispel, R.; Worth, J.; Zhu, Z.; Li, Y.; Sun, Y.; Baxter, B.T.; Johanning, J. Inhibition of reactive oxygen
species attenuates aneurysm formation in a murine model. Atherosclerosis 2009, 202, 128-134. [CrossRef] [PubMed]

Hong, E-F; Liang, X.-Y.; Liu, W.; Lv, S.; He, S.-].; Kuang, H.-B.; Yang, S.-L. Roles of eNOS in atherosclerosis treatment. Inflamm.
Res. 2019, 68, 429-441. [CrossRef] [PubMed]

Siu, K.L.; Miao, X.N.; Cai, H. Recoupling of eNOS with folic acid prevents abdominal aortic aneurysm formation in angiotensin
II-infused apolipoprotein E null mice. PLoS ONE 2014, 9, e88899. [CrossRef] [PubMed]

Gao, L.; Chalupsky, K.; Stefani, E.; Cai, H. Mechanistic insights into folic acid-dependent vascular protection: Dihydrofolate
reductase (DHFR)-mediated reduction in oxidant stress in endothelial cells and angiotensin II-infused mice: A novel HPLC-based
fluorescent assay for DHFR activity. J. Mol. Cell. Cardiol. 2009, 47, 752-760. [CrossRef]

Ahmad, M.; Wolberg, A.; Kahwaji, C.I. Biochemistry, Electron Transport Chain; StatPearls: Treasure Island, FL, USA, 2018.

Yu, E.; Foote, K.; Bennett, M. Mitochondrial function in thoracic aortic aneurysms. Cardiovasc. Res. 2018, 114, 1696-1698.
[CrossRef]

Yuan, K; Liang, W.; Zhang, J. A comprehensive analysis of differentially expressed genes and pathways in abdominal aortic
aneurysm. Mol. Med. Rep. 2015, 12, 2707-2714. [CrossRef]

Gabrielson, M.; Vorkapic, E.; Folkesson, M.; Welander, M.; Matussek, A.; Dimberg, J.; Lanne, T.; Skogberg, ].; Wagséter, D. Altered
PPARy Coactivator-1 Alpha Expression in Abdominal Aortic Aneurysm: Possible Effects on Mitochondrial Biogenesis. J. Vasc.
Res. 2016, 53, 17-26. [CrossRef]

Mentese, U.; Turan, I.; Usta, S.; Demir, S.; Koral, 0O, Mentese, S.0.; Cavusogly, I.G.; Karahan, S.C.; Alver, A.; Dogan, O.V,; et al.
Systemic oxidant/antioxidant balance in human abdominal aortic aneurysm. Perfusion 2016, 31, 288-294. [CrossRef] [PubMed]
van de Veerdonk, F.L.; Smeekens, S.P.; Joosten, L.A.B.; Kullberg, B.]J.; Dinarello, C.A.; van der Meer, ] WM.; Netea, M.G. Reactive
oxygen species—independent activation of the IL-1f inflammasome in cells from patients with chronic granulomatous disease.
Proc. Natl. Acad. Sci. USA 2010, 107, 3030-3033. [CrossRef] [PubMed]


https://doi.org/10.1161/CIRCRESAHA.120.315937
https://doi.org/10.1161/ATVBAHA.112.300432
https://doi.org/10.1016/j.cyto.2009.01.007
https://doi.org/10.1007/s11596-011-0568-z
https://www.ncbi.nlm.nih.gov/pubmed/22038347
https://doi.org/10.1093/cvr/cvs298
https://www.ncbi.nlm.nih.gov/pubmed/23015640
https://doi.org/10.1097/00041552-200503000-00007
https://www.ncbi.nlm.nih.gov/pubmed/15687838
https://doi.org/10.1016/j.athoracsur.2015.05.009
https://www.ncbi.nlm.nih.gov/pubmed/26165482
https://doi.org/10.1074/jbc.M707692200
https://www.ncbi.nlm.nih.gov/pubmed/18515365
https://doi.org/10.1161/CIRCGEN.118.002413
https://www.ncbi.nlm.nih.gov/pubmed/30657332
https://doi.org/10.1371/journal.pone.0185923
https://doi.org/10.1161/01.CIR.0000105725.61763.A2
https://doi.org/10.1152/physrev.00018.2001
https://doi.org/10.37349/emed.2022.00085
https://doi.org/10.1016/j.vph.2012.02.012
https://www.ncbi.nlm.nih.gov/pubmed/22405985
https://doi.org/10.1016/j.ijcard.2013.01.278
https://www.ncbi.nlm.nih.gov/pubmed/23506637
https://doi.org/10.1161/01.ATV.0000013778.72404.30
https://www.ncbi.nlm.nih.gov/pubmed/11950691
https://doi.org/10.1016/j.atherosclerosis.2008.03.029
https://www.ncbi.nlm.nih.gov/pubmed/18502427
https://doi.org/10.1007/s00011-019-01229-9
https://www.ncbi.nlm.nih.gov/pubmed/30937466
https://doi.org/10.1371/journal.pone.0088899
https://www.ncbi.nlm.nih.gov/pubmed/24558445
https://doi.org/10.1016/j.yjmcc.2009.07.025
https://doi.org/10.1093/cvr/cvy180
https://doi.org/10.3892/mmr.2015.3709
https://doi.org/10.1159/000446653
https://doi.org/10.1177/0267659115598856
https://www.ncbi.nlm.nih.gov/pubmed/26228275
https://doi.org/10.1073/pnas.0914795107
https://www.ncbi.nlm.nih.gov/pubmed/20133696

Biomedicines 2024, 12, 3 15 of 16

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

Sakalihasan, N.; Pincemail, J.; Defraigne, J.O.; Nusgens, B.; Lapiere, C.; Limet, R. Decrease of plasma vitamin E (alpha-tocopherol)
levels in patients with abdominal aortic aneurysm. Ann. N. Y. Acad. Sci. 1996, 800, 278-282. [CrossRef] [PubMed]

Dubick, M. A ; Hunter, G.C.; Casey, S.M.; Keen, C.L. Aortic ascorbic acid, trace elements, and superoxide dismutase activity in
human aneurysmal and occlusive disease. Proc. Soc. Exp. Biol. Med. 1987, 184, 138-143. [CrossRef] [PubMed]

Sinha, I.; Pearce, C.G.; Cho, B.S.; Hannawa, K.K.; Roelofs, K.J.; Stanley, ].C.; Henke, PX.; Upchurch, G.R,, Jr. Differential regulation
of the superoxide dismutase family in experimental aortic aneurysms and rat aortic explants. J. Surg. Res. 2007, 138, 156-162.
[CrossRef] [PubMed]

Maiellaro-Rafferty, K.; Weiss, D.; Joseph, G.; Wan, W.; Gleason, R.L.; Taylor, W.R. Catalase overexpression in aortic smooth muscle
prevents pathological mechanical changes underlying abdominal aortic aneurysm formation. Am. J. Physiol. Circ. Physiol. 2011,
301, H355-H362. [CrossRef]

Yu, Z.; Morimoto, K.; Yu, J.; Bao, W.; Okita, Y.; Okada, K. Endogenous superoxide dismutase activation by oral administration of
riboflavin reduces abdominal aortic aneurysm formation in rats. J. Vasc. Surg. 2016, 64, 737-745. [CrossRef]

Soto, M.E.; Manzano-Pech, L.G.; Guarner-Lans, V.; Diaz-Galindo, J.A.; Vasquez, X.; Castrejon-Tellez, V.; Gamboa, R.; Huesca, C.;
Fuentevilla-Alvarez, G.; Pérez-Torres, I. Oxidant/ Antioxidant Profile in the Thoracic Aneurysm of Patients with the Loeys-Dietz
Syndrome. Oxidative Med. Cell. Longev. 2020, 2020, 5392454. [CrossRef]

Lubos, E.; Loscalzo, ].; Handy, D.E. Glutathione peroxidase-1 in health and disease: From molecular mechanisms to therapeutic
opportunities. Antioxid. Redox Signal. 2011, 15, 1957-1997. [CrossRef]

Hubackova, S.; Krejcikova, K.; Bartek, J.; Hodny, Z. IL1- and TGFf3-Nox4 signaling, oxidative stress and DNA damage response
are shared features of replicative, oncogene-induced, and drug-induced paracrine ‘bystander senescence’. Aging 2012, 4, 932-951.
[CrossRef]

Takeda, N.; Hara, H.; Fujiwara, T.; Kanaya, T.; Maemura, S.; Komuro, I. TGF-f Signaling-Related Genes and Thoracic Aortic
Aneurysms and Dissections. Int. . Mol. Sci. 2018, 19, 2125. [CrossRef] [PubMed]

Parastatidis, I.; Weiss, D.; Joseph, G.; Taylor, W.R. Overexpression of catalase in vascular smooth muscle cells prevents the
formation of abdominal aortic aneurysms. Arter. Thromb. Vasc. Biol. 2013, 33, 2389-2396. [CrossRef] [PubMed]

Tang, T.; Fan, W.; Zeng, Q.; Wan, H.; Zhao, S.; Jiang, Z.; Qu, S. The TGF-3 pathway plays a key role in aortic aneurysms. Clin.
Chim. Acta 2020, 501, 222-228. [CrossRef]

Grigoryants, V.; Hannawa, K.K.; Pearce, C.G.; Sinha, I.; Roelofs, K.J.; Ailawadi, G.; Deatrick, K.B.; Woodrum, D.T.; Cho, B.S,;
Henke, PK,; et al. Tamoxifen up-regulates catalase production, inhibits vessel wall neutrophil infiltration, and attenuates
development of experimental abdominal aortic aneurysms. J. Vasc. Surg. 2005, 41, 108-114. [CrossRef] [PubMed]

Budbazar, E.; Rodriguez, F; Sanchez, ].M.; Seta, F. The Role of Sirtuin-1 in the Vasculature: Focus on Aortic Aneurysm. Front.
Physiol. 2020, 11, 1047. [CrossRef] [PubMed]

Chen, H.-Z.; Wang, E; Gao, P; Pei, ].-F; Liu, Y.; Xu, T.-T.; Tang, X.; Fu, W.-Y.; Lu, J.; Yan, Y.-F; et al. Age-Associated Sirtuin 1
Reduction in Vascular Smooth Muscle Links Vascular Senescence and Inflammation to Abdominal Aortic Aneurysm. Circ. Res.
2016, 119, 1076-1088. [CrossRef] [PubMed]

Kopacz, A.; Werner, E.; Grochot-Przeczek, A.; Kléska, D.; Hajduk, K.; Neumayer, C.; Jézkowicz, A.; Piechota-Polanczyk, A.
Simvastatin Attenuates Abdominal Aortic Aneurysm Formation Favoured by Lack of Nrf2 Transcriptional Activity. Oxidative
Med. Cell. Longev. 2020, 2020, 6340190. [CrossRef]

Li, Z.; Zheng, W.; Kong, W.; Zeng, T. Itaconate: A Potent Macrophage Immunomodulator. Inflammation 2023, 46, 1177-1191.
[CrossRef]

Song, H.; Xu, T.; Feng, X.; Lai, Y.; Yang, Y.; Zheng, H.; He, X.; Wei, G.; Liao, W.; Liao, Y.; et al. Itaconate prevents abdominal aortic
aneurysm formation through inhibiting inflammation via activation of Nrf2. EBioMedicine 2020, 57, 102832. [CrossRef]

Shang, T.; Liu, Z.; Liu, C.-]. Antioxidant Vitamin C attenuates experimental abdominal aortic aneurysm development in an
elastase-induced rat model. . Surg. Res. 2014, 188, 316-325. [CrossRef]

d’Uscio, L.V.; Milstien, S.; Richardson, D.; Smith, L.; Katusic, Z.S. Long-term vitamin C treatment increases vascular tetrahydro-
biopterin levels and nitric oxide synthase activity. Circ. Res. 2003, 92, 88-95. [CrossRef] [PubMed]

Baker, T.A.; Milstien, S.; Katusic, Z.S. Effect of vitamin C on the availability of tetrahydrobiopterin in human endothelial cells. J.
Cardiovasc. Pharmacol. 2001, 37, 333-338. [CrossRef] [PubMed]

Heller, R.; Unbehaun, A.; Schellenberg, B.; Mayer, B.; Werner-Felmayer, G.; Werner, E.R. L-ascorbic acid potentiates endothelial
nitric oxide synthesis via a chemical stabilization of tetrahydrobiopterin. J. Biol. Chem. 2001, 276, 40-47. [CrossRef]

Dulffy, M.].; O’kane, C.M.; Stevenson, M.; Young, L.S.; Harkin, D.W.; Mullan, B.A.; McAuley, D.F. A randomized clinical trial of
ascorbic acid in open abdominal aortic aneurysm repair. Intensiv. Care Med. Exp. 2015, 3, 50. [CrossRef] [PubMed]

Gavrila, D.; Li, W.G.; McCormick, M.L.; Thomas, M.; Daugherty, A.; Cassis, L.A.; Miller, EJ., Jr.; Oberley, L.W.; Dellsperger,
K.C.; Weintraub, N.L.; et al. Vitamin E inhibits abdominal aortic aneurysm formation in angiotensin II-infused apolipoprotein
E-deficient mice. Arter. Thromb. Vasc. Biol. 2005, 25, 1671-1677. [CrossRef] [PubMed]

Tornwall, M.E.; Virtamo, J.; Haukka, ] K.; Albanes, D.; Huttunen, ].K. x-Tocopherol (vitamin E) and (3-carotene supplementation
does not affect the risk for large abdominal aortic aneurysm in a controlled trial. Atherosclerosis 2001, 157, 167-173. [CrossRef]
[PubMed]

Huang, T.-H.; Chang, H.-H.; Guo, Y.-R.; Chang, W.-C.; Chen, Y.-F. Vitamin B Mitigates Thoracic Aortic Dilation in Marfan
Syndrome Mice by Restoring the Canonical TGF- Pathway. Int. J. Mol. Sci. 2021, 22, 11737. [CrossRef]


https://doi.org/10.1111/j.1749-6632.1996.tb33332.x
https://www.ncbi.nlm.nih.gov/pubmed/8959014
https://doi.org/10.3181/00379727-184-42457
https://www.ncbi.nlm.nih.gov/pubmed/3809168
https://doi.org/10.1016/j.jss.2006.07.011
https://www.ncbi.nlm.nih.gov/pubmed/17196988
https://doi.org/10.1152/ajpheart.00040.2011
https://doi.org/10.1016/j.jvs.2015.03.045
https://doi.org/10.1155/2020/5392454
https://doi.org/10.1089/ars.2010.3586
https://doi.org/10.18632/aging.100520
https://doi.org/10.3390/ijms19072125
https://www.ncbi.nlm.nih.gov/pubmed/30037098
https://doi.org/10.1161/ATVBAHA.113.302175
https://www.ncbi.nlm.nih.gov/pubmed/23950141
https://doi.org/10.1016/j.cca.2019.10.042
https://doi.org/10.1016/j.jvs.2004.09.033
https://www.ncbi.nlm.nih.gov/pubmed/15696052
https://doi.org/10.3389/fphys.2020.01047
https://www.ncbi.nlm.nih.gov/pubmed/32982786
https://doi.org/10.1161/CIRCRESAHA.116.308895
https://www.ncbi.nlm.nih.gov/pubmed/27650558
https://doi.org/10.1155/2020/6340190
https://doi.org/10.1007/s10753-023-01819-0
https://doi.org/10.1016/j.ebiom.2020.102832
https://doi.org/10.1016/j.jss.2013.11.1105
https://doi.org/10.1161/01.RES.0000049166.33035.62
https://www.ncbi.nlm.nih.gov/pubmed/12522125
https://doi.org/10.1097/00005344-200103000-00012
https://www.ncbi.nlm.nih.gov/pubmed/11243424
https://doi.org/10.1074/jbc.M004392200
https://doi.org/10.1186/s40635-015-0050-5
https://www.ncbi.nlm.nih.gov/pubmed/26215814
https://doi.org/10.1161/01.ATV.0000172631.50972.0f
https://www.ncbi.nlm.nih.gov/pubmed/15933246
https://doi.org/10.1016/S0021-9150(00)00694-8
https://www.ncbi.nlm.nih.gov/pubmed/11427217
https://doi.org/10.3390/ijms222111737

Biomedicines 2024, 12, 3 16 of 16

80.

81.

82.

83.

84.

85.

86.

87.

88.

Xia, L.; Sun, C.; Zhu, H.; Zhai, M.; Zhang, L.; Jiang, L.; Hou, P; Li, J.; Li, K.; Liu, Z.; et al. Melatonin protects against thoracic aortic
aneurysm and dissection through SIRT1-dependent regulation of oxidative stress and vascular smooth muscle cell loss. J. Pineal
Res. 2020, 69, e12661. [CrossRef]

Liu, W.; Wang, B.; Wang, T.; Liu, X.; He, X,; Liu, Y.; Li, Z.; Zeng, H. Ursodeoxycholic Acid Attenuates Acute Aortic Dissection
Formation in Angiotensin II-Infused Apolipoprotein E-Deficient Mice Associated with Reduced ROS and Increased Nrf2 Levels.
Cell. Physiol. Biochem. 2016, 38, 1391-1405. [CrossRef]

Sandhar, HK.; Kumar, B.; Prasher, S.; Tiwari, P.; Salhan, M.; Sharma, P. A review of phytochemistry and pharmacology of
flavonoids. Int. Pharm. Sci. 2011, 1, 25-41.

Pisano, C.; Benedetto, U.; Ruvolo, G.; Balistreri, C.R. Oxidative Stress in the Pathogenesis of Aorta Diseases as a Source of
Potential Biomarkers and Therapeutic Targets, with a Particular Focus on Ascending Aorta Aneurysms. Antioxidants 2022, 11, 182.
[CrossRef] [PubMed]

Saghaei, E.; Boroujeni, S.N.; Safavi, P.; Boroujeni, Z.B.; Bijad, E. Diosmetin Mitigates Cognitive and Memory Impairment Provoked
by Chronic Unpredictable Mild Stress in Mice. Evid.-Based Complement. Altern. Med. 2020, 2020, 5725361. [CrossRef] [PubMed]
Meephat, S.; Prasatthong, P.; Rattanakanokchai, S.; Bunbupha, S.; Maneesai, P.; Pakdeechote, P. Diosmetin attenuates metabolic
syndrome and left ventricular alterations via the suppression of angiotensin I/ AT1 receptor/gp?Ph* /p-NF-«B protein expres-
sion in high-fat diet fed rats. Food Funct. 2021, 12, 1469-1481. [CrossRef] [PubMed]

David, A.V.A; Arulmoli, R.; Parasuraman, S. Overviews of biological importance of quercetin: A bioactive flavonoid. Pharmacogn.
Rev. 2016, 10, 84-89. [CrossRef]

Kondo, M.; Izawa-Ishizawa, Y.; Goda, M.; Hosooka, M.; Kagimoto, Y.; Saito, N.; Matsuoka, R.; Zamami, Y.; Chuma, M.; Yagi, K,;
et al. Preventive Effects of Quercetin against the Onset of Atherosclerosis-Related Acute Aortic Syndromes in Mice. Int. ]. Mol.
Sci. 2020, 21, 7226. [CrossRef]

Wang, L.; Wang, B.; Li, H,; Lu, H.; Qiu, F; Xiong, L.; Xu, Y.; Wang, G.; Liu, X,; Wu, H.; et al. Quercetin, a flavonoid with
anti-inflammatory activity, suppresses the development of abdominal aortic aneurysms in mice. Eur. J. Pharmacol. 2012, 690,
133-141. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1111/jpi.12661
https://doi.org/10.1159/000443082
https://doi.org/10.3390/antiox11020182
https://www.ncbi.nlm.nih.gov/pubmed/35204065
https://doi.org/10.1155/2020/5725361
https://www.ncbi.nlm.nih.gov/pubmed/33414836
https://doi.org/10.1039/D0FO02744H
https://www.ncbi.nlm.nih.gov/pubmed/33449987
https://doi.org/10.4103/0973-7847.194044
https://doi.org/10.3390/ijms21197226
https://doi.org/10.1016/j.ejphar.2012.06.018

	Introduction 
	Aortic Aneurysms 
	Inflammatory Mediators of Aortic Aneurysm Formation 
	Reactive Oxygen Species Link to Aortic Aneurysms 
	Role of Endogenous Antioxidant Systems in Aortic Aneurysms 
	Oxidative Stress as a Therapeutic Target in Aortic Aneurysms 
	Conclusions 
	References

