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Abstract: Studies show that the autonomic nervous system (ANS) has an important impact on health
in general. In response to environmental demands, homeostatic processes are often compromised,
therefore determining an increase in the sympathetic nervous system (SNS)’s functions and a de-
crease in the parasympathetic nervous system (PNS)’s functions. In modern societies, chronic stress
associated with an unhealthy lifestyle contributes to ANS dysfunction. In this review, we provide a
brief introduction to the ANS network, its connections to the HPA axis and its stress responses and
give an overview of the critical implications of ANS in health and disease—focused specifically on
the immune system, cardiovascular, oxidative stress and metabolic dysregulation. The hypothalamic–
pituitary–adrenal axis (HPA), the SNS and more recently the PNS have been identified as regulating
the immune system. The HPA axis and PNS have anti-inflammatory effects and the SNS has been
shown to have both pro- and anti-inflammatory effects. The positive impact of physical exercise
(PE) is well known and has been studied by many researchers, but its negative impact has been less
studied. Depending on the type, duration and individual characteristics of the person doing the
exercise (age, gender, disease status, etc.), PE can be considered a physiological stressor. The negative
impact of PE seems to be connected with the oxidative stress induced by effort.

Keywords: autonomic nervous system; sympathetic; parasympathetic; immunity; oxidative stress;
physical exercise

1. Introduction

The autonomic nervous system (ANS) has been identified as playing an important
role in affecting general health. In modern societies, chronic stress associated with an
unhealthy lifestyle contributes to ANS dysfunction, which is involved in the pathogenesis
of neuroendocrine, cardiovascular, respiratory, digestive and psychiatric disorders.

Physical exercise has been shown to have a positive impact on health in general, but
the negative impact of high intensity exercise is less studied. The oxidative stress caused
by these types of physical training has an important influence on the ANS.

In this review, we first provide a brief introduction to the ANS network and its
connections to the hypothalamic–pituitary–adrenal axis. Then, we give an overview of the
critical implications of ANS in health and disease, focused specifically on inflammation
and oxidative stress.

The methodological approach used for the present review is a systematic meta-analysis.
The aim of this article is to try to demonstrate the benefits of physical exercise on oxidative
stress and inflammation and thus to ensure the maintenance of a harmonious balance
between the sympathetic and parasympathetic nervous systems.

Antioxidants 2022, 11, 350. https://doi.org/10.3390/antiox11020350 https://www.mdpi.com/journal/antioxidants

https://doi.org/10.3390/antiox11020350
https://doi.org/10.3390/antiox11020350
https://creativecommons.org/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://www.mdpi.com/journal/antioxidants
https://www.mdpi.com
https://orcid.org/0000-0003-0991-8582
https://orcid.org/0000-0002-1003-0719
https://orcid.org/0000-0001-6422-2030
https://doi.org/10.3390/antiox11020350
https://www.mdpi.com/journal/antioxidants
https://www.mdpi.com/article/10.3390/antiox11020350?type=check_update&version=1


Antioxidants 2022, 11, 350 2 of 34

2. State of the Art
2.1. Autonomic Nervous System Network

The ANS acts through two main systems: the sympathetic nervous system (SNS) and
the parasympathetic nervous system (PNS).

Stimulation of the SNS brings the body to a state of increased activity called the “fight
or flight” response (heart rate and blood pressure increase, temporary inhibition of the
gastrointestinal tract peristalsis, etc.) [1]. Preganglionic and postganglionic sympathetic
neurons facilitate communication between the SNS and the peripheral organs. The point at
which the axon of the preganglionic neuron connects with the postganglionic neuron is
also the place where the cell body of the preganglionic neuron can be found, between the
segments of the first thoracic and third lumbar spinal cord. Subsequently, the postganglionic
neuron axon reaches the target organ.

Norepinephrine (NE), epinephrine (E) and dopamine (DA) are neurotransmitters.
In response to a stimulus, most sympathetic postganglionic neurons release NE, which
activates the adrenergic receptors (ARs) located on the target organ. The ARs family
includes three β (β1, β2, β3), three α1 (α1A, α1B, α1D) and three α2 (α2A, α2B, α2C)
receptor subtypes [1]. The sympathetic endings of sweat glands and the arterioles of somatic
muscles are cholinergic. Matsukawa et al. published the results of a study conducted on
animals showing that hypothalamic stimulation produces the vasodilatation of small
arteries (with an internal diameter of 50–500 µm) in skeletal muscle [2]. This vasodilation is
thought to be the result of a neural mechanism through sympathetic cholinergic nerves [2].

NE adapts physiological processes like mood, arousal, learning and memory, blood
flow and metabolism. DA plays a variety of roles in humans and is involved in movement,
memory, behavior, cognition, pleasure, sleep and personality. Monoamine deficiency
influences anxiety disorders, depression, drug addictions, bipolar disorders and Parkinson’s
disease, while excess monoamine is noticed in schizophrenia.

The PNS regulates the body’s unconscious actions, which can be summarized as
the “rest and digest” response, as these return the body functions back to normal: blood
pressure lowers, heart rate slows down, intestinal and gland activity increases, sphincter
muscles in the gastrointestinal tract relax, etc. [1].

The structures in which the parasympathetic preganglionic neurons can be found are
the sacral spinal cord and the brainstem. The parasympathetic nuclei of the glossopha-
ryngeal, oculomotor, vagus and facial nerves and the cardiac preganglionic neurons are
located in the nucleus ambiguus.

The primary parasympathetic neurotransmitter is acetylcholine (Ach), which has been
shown to regulate various processes such as arousal, learning and memory, cognition
and modulation of sensory information [3]. The cholinergic receptors can be divided into
two types, nicotinic (nAChRs), which are ion channels, or G protein-coupled muscarinic
receptors (mAChRs) [3]. Neuronal nicotinic receptors are located at pre- and/ or post-
synaptic sites in many cortical areas. The α7 nAChR subtype is highly expressed in
regions of the brain involved in learning and memory, such as the hippocampus and the
neocortex [4].

If the peripheral pathways of the ANS are relatively distinct and very well documented,
the central control of the ANS involving several areas throughout the spine, bulbopontine,
pontomesencephalic and forebrain is still discussed.

The lower brainstem level includes the nucleus of the solitary tract (NTS), the reticular
formation of the ventrolateral and ventromedial medulla (VLM, VMM) and the parabrachial
nucleus (PBN) and is involved in the reflex control of circulation, respiration, gastrointesti-
nal function and micturition [5]. The upper brainstem level includes the periaqueductal
gray matter (PAG), which integrates autonomic control with pain modulation and be-
havioral responses to stress [5]. The forebrain level includes the paraventricular and
related nuclei of the hypothalamus, thalamus, amygdala, anterior cingulate, the insular
and the medial prefrontal cortex, which are involved in the integration of autonomic and
endocrine responses [1]. The anterior limbic circuit (insula, the anterior cingulate cortex,
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and amygdala) realize the integration of specific sensations with emotional and goal-related
autonomic responses [1].

It is important to mention that all ANS afferent inputs overlap with the afferent
pathways of nociceptors, thermo and muscle receptors; their complex integration ensures
the integral functioning of the physical and mental functions as a whole [6].

The nucleus of the solitary tract (NST) is the relay station of taste, visceral afferent
information and all afferent pathways that trigger medullary reflexes. These include
the baroreflex, heart rate, arterial pressure reflex [7], carotid chemoreflex, pulmonary
mechanoreflexes [8] and reflexes controlling the motility of the esophagus and stomach [9].

Noradrenergic neurons that innervate the hypothalamic paraventricular nucleus have
their origin in the caudal NTS (A2 cell group). Projections from the cortex, limbic system
and hypothalamus to the A2 cell group region provide a route through which emotional
and cognitive events can modulate visceral responses to diverse threats [10].

The rostral ventrolateral reticular medulla (RVLM) is the principal area of the brain-
stem regulating respiratory and cardiovascular reflexes, which controls blood pressure
by regulating vasoconstriction and cardiac output [11]. The caudal ventrolateral medulla
(CVLM) is critical for baroreceptor reflex bradycardia [12]. CVLM neurons exert a sympa-
thoinhibitory effect by inhibiting the RVLM barosensitive neurons [12]. The ventromedial
medulla plays a key role in thermoregulation, vasoconstriction [13], pain modulation [14]
and ventilation [15].

The raphe nuclei are connected to the suprachiasmatic nuclei, thus contributing to the
circadian rhythm, and these neurons contain serotonin (5-hydroxytryptamine; 5-HT) [1].
This 5-HT contains 14 different receptor subtypes, which explains the variety of the actions
of serotonin. For example, 5-HT transporter channel blockers are used in major depres-
sion, anxiety and panic disorders; 5-HT1A receptor agonists are used to treat anxiety;
and 5-HT2A receptor antagonists are an important class of drugs for the treatment of
schizophrenia.

The area postrema (AP) is a key player in the autonomic control of the cardiovascular
system and the systems controlling appetite and metabolism [16]. The AP is a circumven-
tricular organ because its endothelial cells do not contain tight junctions, which allows for
the free exchange of molecules between blood and brain tissue [16]. The AP has chemore-
ceptors known to detect emetic agents in blood and acts as a vomit-inducing center [1].

Periaqueductal gray matter (PAG), also called the “central gray”, is the grey matter
surrounding the mesencephalic aqueduct, which plays a major role in integrated autonomic
and somatic responses to stress, pain modulation, and other adaptive functions [17]. The
ventrolateral PAG plays an important role in nociceptive and autonomous afferent integra-
tion; the dorsolateral PAG contains the micturition center; the dorsolateral and lateral PAG
are related to autonomic concomitants (tachycardia, hypertension) [17].

The parabrachial nuclei (PBN) are a relay for visceral, nociceptive and thermo receptive
inputs [18]. Vestibular input into the PBN is related to motion sickness. Medial PBN mediate
the baroreflex constriction of coronary vessels and PBN, with the Kolliker-Fuse nucleus
being involved in respiratory rhythm generation [1].

The Barrington nucleus, also known as the pontine micturition center or pelvic organ
stimulating center, is important for the coordination of the micturition reflex and the control
of the lower gastrointestinal tract and sexual organ functions [19].

The locus coeruleus (LC) is the main source of norepinephrine in the brain [20] and
plays an important role in behavioral arousal and hypothalamus pituitary axis stress-
associated hyperactivity [21]. LC is connected to the paragigantocellularis nucleus, a major
sympathoexcitatory brain region [22]. An increase in LC activity may lead to sleeplessness
and impulsivity [23]. A chronic decrease in LC activity may be associated with limited
emotionality and flat affect that are observed in depressed patients and in patients suffering
from dementia [24].
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The anterolateral group of the bed nucleus of the stria terminalis (alBST) is connected
to autonomic-related portions of the hypothalamus and caudal medulla and receives an
extremely dense NE innervation that arises from A2 and A1 neurons but not from the
LC [25]. NE acts within the alBST to modulate behavioral, hormonal and conditioned
emotional responses to stress [26].

The hypothalamus is the major homeostatic center of the brain. It regulates endocrine
activity and controls glucose, lipid metabolism, food and water intake, body tempera-
ture, blood flow and composition; it also drives behaviors related to feeding, emotional
responses, autonomic function control in relation to sleep, arousal and motivated behav-
ior [18]. The rostral and caudal hypothalamus is responsible for the control of the ANS.
The rostral controls parasympathetic activity while the caudal controls sympathetic activity.
A connection is also established between the hypothalamic paraventricular nucleus and
the parasympathetic preganglionic neurons, also between the sympathetic preganglionic
neurons and the brainstem autonomic centers.

The amygdala provides affective or emotional value to incoming sensory informa-
tion [27] and generates responses that include autonomic function modulation. The baso-
lateral complex of the amygdala has reciprocal connections with cortical association areas
and the hippocampus, thus participating in learning and conditioned responses to aversive
stimuli (fear) [27]. The central nucleus of amygdala is connected with the hypothalamus,
PAG and medullary autonomic nuclei and initiates autonomic, neuroendocrine and motor
responses to emotions and stress [28]. Exaggerated fear responses and the persistence of
traumatic memories is a result of amygdala hyperactivation [29].

The insular cortex, anterior cingulate cortex and amygdala are connected with the
prefrontal cortex, which regulates decision-making and emotional behavior [30]. The
insular cortex (IC) is the primary interoceptive cortex and integrates visceral, pain and
temperature sensations [6]. The insular cortex is subdivided into the granular insular cortex
(GI), the dysgranular insular cortex (DI) and the agranular insular cortex (AI) [31]. The AI
is believed to participate in nociceptive and autonomic processing [6], while DI is involved
in gustatory processing and GI plays an important role in visceral function modulation [6].
IC is believed to be the brain site that mediates feelings [32], empathy [33] and positive
and negative emotional states [34]. The left anterior insula is activated predominantly by
parasympathetic functions and the right anterior insula is activated by pathways associated
with sympathetic functions [35]. The activation of the right insula correlates with mean
arterial blood pressure and heart rate during a task or exercise [30]. In a recent study the
dorsal anterior insula were found to be bilaterally associated with parasympathetic func-
tions while the right ventral anterior insula showed sympathetic predominance extending
to the frontal operculum [36].

The anterior cingulate cortex (ACC) integrates autonomic responses with behavioral
arousal. The rostral ACC is involved in emotional processing and the caudal ACC is
involved in cognitive processing [37]. Functional MRI studies show that the caudal ACC
is activated during tasks that involve awareness and attention and is associated with an
increase in sympathetic drive [30]. The rostral ACC becomes inactivated during such
tasks [38] and is involved in the parasympathetic control of the heart [30].

The prefrontal cortex (PFC) coordinates autonomic and neuroendocrine functions
with cognitive and affective processes. The dorsomedial PFC suppresses the HPA axis
response to acute psychological stress, while the ventromedial PFC serves to activate
the HPA axis [39]. The dorsomedial PFC shares connections with the primary motor
and somatosensory cortices, premotor area and somatosensory association areas and
coordinates goal-directed actions [40]. The ventromedial PFC (vmPFC) has reciprocal
projections with subcortical limbic structures and contribute to the regulation of stress and
emotionality [41]. Additionally, vmPFC has projections with subcortical cell groups that
release hormones to the hypothalamic–pituitary–adrenal axis and neurotransmitters from
the autonomic nervous system. The orbital region of the PFC has been demonstrated to
be involved in social learning and affective stimuli. The dorsolateral PFC is important
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for working memory, decision-making, and behavior [1]. Researchers have found right
lateralized activity in the PFC during sadness and left lateralized activity in the PFC during
relaxation [42].

Dysfunction within the PFC can produce disturbances in cognitive performance, emo-
tional responses, autonomic regulation, neurotransmission and neuroendocrine responses
that are associated with stress disorders [41].

A recent meta-analysis on the central processing of autonomic functions found that
sympathetic regulation involved the prefrontal cortex, the anterior and mid cingulate
cortex and the right ventral anterior insular and left posterior insular cortices, while
parasympathetic regulation involved the posterior cingulate cortex, the lateral temporal
cortices, the bilateral dorsal anterior insula and hippocampal formation [36]. Regions that
showed both sympathetic and parasympathetic functions included the left amygdala, the
right inferior parietal lobule and a small area in the right anterior insula [36].

2.2. The Autonomic Nervous System and Hypothalamic–Pituitary–Adrenal Axis

Mental processes influence autonomic responses in order to alter the physical state of
the body. Additionally, the internal physiological state of the body can influence mental
processes.

Stress refers to a condition that can have an impact on a person’s physical or psycho-
logical wellbeing. Stress systems include the sympathetic–adrenal–medullary axis and the
hypothalamic–pituitary–adrenal axis (HPA).

In response to biological stress, the first neurons activated are the NE neurons of the
LC. Subsequently, the paraventricular nucleus (PVN) of the hypothalamus initiates corti-
cotropin releasing hormone (CRH) secretion, thus inducing adrenocorticotropin hormone
(ACTH) release, decreased secretion of gonadotropins, increased secretion of prolactin and
growth hormone from the anterior pituitary glands, increased secretion of renin from the
kidneys and pancreatic glucagon secretion [43]. ACTH stimulates the release of glucocor-
ticoids (cortisol in humans) from the adrenal cortex into general circulation. The adrenal
secretion of cortisol is modulated by a negative feedback mechanism involving the central
nervous system, hypothalamus and pituitary and adrenal glands [44].

The amygdala activates the HPA axis, whereas the hippocampus and prefrontal cortex
inhibit the HPA axis [28]. HPA hyperactivity is frequent in major depressive disorder,
whereas reduced activity of the HPA axis is found in atypical depression.

Psychological stress (“anticipatory” stress) can be defined as a discrepancy between
personal capacities and environmental requirements. In this situation, the organism only
anticipates a threat to homeostasis based on prior experience [45]. Psychological stressors
depend on corticolimbic structures such as the amygdala, hippocampus and PFC, which
are responsible for discerning between threatening and non-threatening stimuli [28]. An
emotional or anticipated stress response can happen without a primary sensory stimulus
because limbic brain regions will stimulate the PVN when activated.

Both acute and chronic stress may be detrimental to health. Acute stress is a normal
adaptive reaction to threat but may trigger cardiac events or lead to sudden death [46].

If a person is exposed to chronic stress, the stress systems are over-activated and
can eventually collapse. Prolonged stress may influence health via several different path-
ways, i.e., alterations in the autonomic nervous system (increased SNS and decreased PNS
activity), neuroendocrine activity and immune, behavioral and cognitive functions [43].

Chronic stress can lead not only to cardiovascular complications such as hypertension,
increased risk of angina, myocardial infarction, ventricular arrhythmia and acute heart
failure [47] but also to endothelial dysfunction [48], metabolic disorders such as ulcers,
irritable bowel syndrome, high cholesterol and triglyceride levels, insulin resistance and
diabetes mellitus [49]. Chronic stress induces atrophy in the PFC, which is correlated with
working memory, behavioral flexibility and reappraisal impairment [50]. It also decreases
dopamine in the brain pleasure circuits, depletes norepinephrine from the LC and reduces
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frontal lobe serotonin receptor levels, thus contributing to flatness of emotion, concentration
weakening, mood dysfunction and bad quality of sleep.

The PNS has received less attention than the HPA axis and the SNS as a relevant stress
system because it is not activated but rather downregulated in response to stress [51].

Normally, the SNS and PNS’s activities are in dynamic balance, thus indicating a
healthy and flexible physiological system. The autonomic imbalance described by increased
SNS and suppressed PNS activity is associated with cellular stress, including an increase in
cytokine and reactive oxygen species levels [52].

Stimulation of the SNS fibers descending into the lymphoid tissues can activate
macrophages resulting in increased cytokine production. Activity in vagal fibers induces
an increase in the transmission of cholinergic ligands into the cholinergic receptors on
macrophages, which is mediated by the splenic nerve, resulting in a reduction in cytokine
production [53].

Stressfully chronic conditions increase the adrenergic stimulation of macrophages,
which increases the production and release of cytokines [54] that trigger the nuclear factor
kappa light chain (NF-kB) pathway in activated B-cells [55]. This pathway can cause an
increase in of reactive oxygen species that are involved in oxidative telomere damage [56,57].
Acute mental stress in healthy men decreases the vagal tone and delays the recovery of
TNF-a, diastolic blood pressure and cortisol for up to an hour after the stressor action
stops [58]. In healthy women it was reported that during a speech stressor task, low vagal
tone evaluated during HRV was associated with a greater increase in TNF-α and IL-6 but
not CRP [54].

However, chronic stress causes hyperactivity of the sympathetic nervous system,
which occurs with reduced activation of the HPA axis. Straub et al. termed this physiologi-
cal phenomenon “uncoupling of SNS and HPA-axis” [59]. In addition to this phenomenon,
there is also a reduction in the activity of the parasympathetic nervous system, all of which
favor the appearance of chronic diseases.

2.3. ANS and the Immune System

Inflammation plays a key role in promoting most chronic diseases such as atheroscle-
rosis, type II diabetes, neoplasia and cardiovascular, respiratory, digestive, neuroendocrine
and neurodegenerative diseases. The inflammation can be acute or can progress to a chronic
condition. The latter can degenerate into severe forms, leading to cell destruction, organ
dysfunction and ultimately death [60].

The immune cells express pattern recognition receptors (PRRs) on their surfaces,
which interact with either pathogen-associated molecular patterns (PAMPs) or damage-
associated molecular patterns (DAMPs). Activated PRRs and DAMPs oligomerize and
assemble different factors, such as nuclear factor kappa B (NF-kB), activator protein 1
(AP1), cellular transcription factor (CREB), CCAAT-enhancer binding proteins (c/EBP) and
interferon regulatory factor (IRF) transcription factors, which lead to an increase in the
expression of pro- and anti-inflammatory genes [61,62]. The expression of genes encoding
cytokines, chemokines and adhesion molecules promotes the further recruitment and
activation of leukocytes from the site of the inflammatory process in an attempt to eliminate
foreign particles and host debris [60,61]. Cell adhesion molecules and chemokines facilitate
leukocyte extravasation from the circulation to the affected site [61].

The adaptive immune system provides highly specific responses to the pathogen. B
lymphocytes are involved in adaptive immunity. Additionally, antigen-presenting cells
(APCs) provide a link between innate and adaptive immunity. T-cells during maturation
can acquire surface markers such as CD4+ and CD8+. CD4+ or T-helper cells, produce
cytokines that modulate local immune responses and stimulate CD8+ to produce antibodies.
CD8+ also produce cytokines, which promote the destruction of adjacent cells.
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APCs uptake foreign proteins and process them in small peptides that are presented
to the major histocompatibility complexes (MHC). Dendritic cells, which present MHC
class II, activate TH1 or TH2 subtype CD4+ lymphocytes. TH1-cells produce IFN-γ, IL-6,
IL-2, IL-12 and TNF-α and are involved in inflammatory processes. Additionally, TH2-cells
produce IL-4, IL-10 and IL-13.

The stimulation of the immune cells leads to the release of pro- and anti-inflammatory
cytokines, the balance of which is ensured by the ANS, giving adequate host defense with
minimal tissue damage.

The HPA axis, the SNS and more recently, the PNS have been shown to regulate the
immune system. The HPA axis and the PNS have anti-inflammatory effects and the SNS
has been shown to have both pro- and anti-inflammatory effects [62].

A connection is established between the nervous system and the immune system.
Peripheral cytokines can signal to the brain through (1) the circulatory system via the active
transport of cytokines through the circumventricular organs into the brain [63]; (2) afferent
fibers of the vagal nerve, interleukine-1 (IL-1) receptors located in the parasympathetic
ganglia in particular [64]; (3) a cellular route whereby chemokines released by activated
microglia can attract activated peripheral cell types, including monocytes and T-cells [65].
Signals from cytokines can result in the central and peripheral activation of the SNS.

Cytokines, important mediators of inflammation, are synthesized and secreted by dif-
ferent cells like macrophages, monocytes, lymphocytes, CNS neurons, microglia, astrocytes,
oligodendroglia and endothelial cells [64]. Macrophages are implicated in the production
of interleukins (IL) 1, 6 and 8 and tumor necrosis factor alpha (TNF-α) and neutrophil
produces IL-1b, IL-6, TNF-α and IL-8.

IL-1 and IL-2 activate B- and T-cells, and IL-2 also contributes as a stimulant of B- and
T-cell growth and maturation. IL-1 stimulates the production of enzymes that promote the
synthesis of leukotriene, prostaglandins and nitric oxide (NO) [66]. Prostaglandin synthesis
is induced by the up-regulation of the gene expression of inducible cyclooxygenase type
2 [66]. Cyclooxygenase induces the activation of the HPA axis, which stimulates ACTH
and reduces the inflammatory process via corticosteroid release [66].

IL-6 displays both pro- and anti-inflammatory effects, notably mediating the acute
phase response to infection. IL-6 enhances ACTH production by activating the HPA axis,
and the production of glucocorticoids can potentiate the effects of IL-6.

IL-6 mRNA and IL-6 receptor mRNA have been reported to be localized in several
medial hypothalamic areas, including the dorsomedial, ventromedial, and medial preoptic
nuclei [67].

Tumor necrosis factor-alpha (TNF-α) can cross the BBB when produced by macrophages
in response to insult or injury. In the CNS, it acts as a pro-inflammatory cytokine and can
amplify and prolong inflammatory responses through the activation of other cells that re-
lease cytokines like IL-1 [64]. TNF induces the gene expression of growth factors, cytokines,
cell-surface proteins and acute phase proteins [68]. TNF induces the surface expression of
various adhesion molecules, such as intercellular adhesion molecule-1 (ICAM-1), vascular
cell adhesion molecule-1 (VCAM-1) and E-selectin, thus promoting the margination of
leucocytes at the site of inflammation [68].

Interferons (IFN) are an important mediator of both the innate and adaptive immune
responses. Interferons Type 3 are primarily antiviral agents. IFN is a potent activator of
macrophages and is responsible for inducing non-specific, cell-mediated mechanisms of
host defense [69]. IFN upregulates the expression of ICAMs on activated macrophages,
thereby contributing to cellular extravasation [70]. It is released by T-helper 1 (TH 1) and
is also a potent inhibitor of the T-helper 2 (TH2) humoral immune pathway. Astrocytes,
microglia, and neurons from the CNS express IFNα upon direct viral stimulation, but the
major source of IFNα comes from the peripheral dendritic cells.
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During inflammation, immune cells recruited at the site of inflammation or cells from
affected tissues release chemical attractants (chemokine) that cause leucocytes to adhere
to the endothelium and to migrate into the tissue spaces [71]. These chemokines play an
important role in responses to disease and heavy exercise [72].

In inflammation, after the release of chemokines from affected cells the attraction of
immune cells to the site of injury generates a phase of destruction of the affected tissues
mediated by the infiltrating cells. At the same time the body tries to promote tissue repair
by producing anti-inflammatory cytokines (IL-4, IL-10, IL-13 and perhaps IL-6), which
attenuates inflammation by restricting inflammatory cytokine production and suppressing
inflammatory cell activity [73].

IL-4 facilitates humoral immunity, inhibits TH1-cells, and decreases antibody-dependent
cell mediated cytotoxicity [73]. Additionally, it decreases the synthesis of IL-1 and reduces
the production of NO and ROS [74]. These reductions in ROS and NOS are also found in
IL-6 and IL-13 [74].

IL-10, an anti-inflammatory cytokine, in the central nervous system decreases TNF-α,
IL- 1β and prostaglandin E2 in the PVN [64]. IL-10 is produced mainly by TH2-cells but also
by macrophages, mast cells and B-cells [73]. IL-10 decreases macrophages’ NO production
and inhibits the production of IFN by T-cells, thereby delaying the development of cell-
mediated inflammation [75]. IL-10 levels are important in the management of inflammatory
processes and the destruction of pathogens. When a high level of inflammation is induced,
the quantitative level of IL-10 increases to limit the immune response with the purpose
of avoiding damaging the host. When IL-10 production is insufficient, the level of pro-
inflammatory cytokines increases, leading to damage to the host.

Both primary and secondary lymphoid organs are innervated by the SNS [76]. When
the distribution and density of sympathetic nerves in lymphoid organs are not stable there
are different changes during immune response [76]. This communication between the
SNS and immune cells occurs via the release of NE and subsequent intercellular signaling
via postsynaptic adrenergic receptors (ARs) expressed by T-and B-cells, stromal cells,
granulocytes, macrophages and mast cells.

During chronic inflammation, the SNS and HPA axis activity are increased, which
leads to a local repulsion of SNS fibers from inflamed tissue, including lymphoid organs, to
create zones of permitted inflammation [77]. In this phase, there is immune suppression
due to the desensitization of glucocorticoid receptors [77]. If this condition is prolonged,
overactivation of the SNS can lead to dangerous effects such as toxic shock, tissue damage,
immune deficiency and autoimmunity [76].

Stimulation of the β2AR on human T-and B-cells increases cAMP levels and adeny-
late cyclase activity, suggesting increased gene expression [77]. Under catecholamine and
cortisol action, TH2 immunity may be enhanced and the TH1 to TH2 shift will not allow
adequate tumor cell surveillance by the immune system [78]. Tumor progression is fa-
vored by reduced TH1, impaired antigen presentation, increased T-regs and stimulated
angiogenesis [79,80].

Some studies conducted in this field have shown that using β2AR-selective agonists
on CD4+T-cell populations either inhibits or enhances the level of interleukin 2, interleukin
4 and IFN-γ, and other studies that used populations of TH1- and TH2-cells obtain results
that suggested this type of agent can lower IFN-γ levels and increase IL-4 levels [81]. The
TH-cell-dependent IgM antibody levels were assessed in an attempt to study NE depletion
in the primary T-cell-dependent antibody response in vivo, and the results show that the
levels of the TH-cell-dependent IgM antibody can either decrease or increase [81]. Studies
conducted on mice shown an increase in immune cell activity when NE depletion was
observed. Other effects observed after antigen exposure were a decrease in serum IgG1,
germinal center formation and CD86 expression in B-cells [81]. The fact that the mice that
were NE-depleted, unlike the mice in the control group, could not upregulate the expression
of CD86 in B-cells implied that NE could be implicated in the regulation of CD86 as a way
to increase antibody response [81]. The level of CD86 and IgG1 produced by a B-cell will
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directly increase if B-cell β2AR stimulation is simultaneously activated or if ab-413 detects
T-cells [81]. β2AR stimulation also has an impact on the levels of IgE—studies have found
that it increases the level of IgE [82]. The result is that NE has a positive impact on antibody
response.

SNS fibers from the superior mesenteric celiac ganglion form the splenic nerve. Pre-
ganglionic cholinergic sympathetic neurons innervate postganglionic neurons and these
nerves reach the spleen alongside blood vessels, mainly innervating the white pulp and
slightly innervating the red pulp [82]. They have also been found at the level of B-cells. This
pathway has been named the inflammatory reflex and is controlled by NE and cholinergic
neuronal inputs, which result in the attenuated activation of splenic macrophages [83].

In rat model of intravenous endotoxin administration, the bilateral section of splenic
sympathetic nerves, increased inflammatory cytokine release; however, bilateral vagotomy
was ineffective, which suggests a splanchnic sympathetic efferent reflex arc of the anti-
inflammatory neural pathway [84].

The complex interaction between the SNS and the immune system was successfully
demonstrated by Straub in 2004. During the electrical stimulation of spleen slices, the
release of NE inhibited the secretion of IL-6 via α2ARs under bacteria-free experimental
conditions, whereas NE induced the inhibition of IL-6 secretion, which was mediated via
βARs under experimental conditions in which bacteria were present [85]. This physiological
phenomenon has been called the α-to-β adrenergic switch of NE-induced inhibition of IL-6
secretion [85]. It has also been shown experimentally that TNF-α secretion influences IL-6
secretion, which is more pronounced under experimental conditions where bacteria are
present. Previous secretion of TNF-α is important for the α-to-β adrenergic switch of the
inhibition of IL-6 secretion by the SNS when conditions are changed from a bacteria-free
medium to a medium containing bacteria [85].

NE and E also stimulate vascular endothelial growth factor (VEGF) synthesis [86],
matrix metalloproteinase (MMP)-2 and MMP-9 [87] and other pro-angiogenic factors such
as IL-6, IL-8, TGF-α, TGF-β and TNF-α [88].

The vagus nerve comprises both sensory afferent neurons and motor efferent neurons,
which integrate the information that is delivered to the CNS and control the peripheral
effectors from all systems.

Cytokines released by activated macrophages and other immune cells stimulate the
sensory afferent vagus nerve fibers, revealing their pro-inflammatory properties [84]. How-
ever, a potent anti-inflammatory effect is exhibited by the efferent branch [84].

Despite the fact that there is no neuroanatomical evidence of PNS innervation of the
immune organs, there is evidence that the spleen receives both sympathetic and parasym-
pathetic signals [89]. TNF-α secretion by splenic macrophages is inhibited by the vagus
nerve via the catecholaminergic fibers from the celiac-superior mesenteric plexus projecting
into the splenic nerve [53].

The vagal immune reflex system sends signals to the SNS and the HPA axis centrally,
resulting in the peripheral release of anti-inflammatory glucocorticoids and NE [90]; acetyl-
choline is also released from efferent vagal nerve fibers and results in the negative feedback
control of inflammation [64]. The cholinergic anti-inflammatory pathway is mediated by
the α7 subunit of the nicotinic receptors (nAChR), expressed on macrophages, monocytes
and dendritic cells inhibiting the release of pro-inflammatory mediators such as Il-1β,
TNF-α and IL-6 without affecting anti-inflammatory cytokines such as IL-10 [91].

α7nAChRs are expressed in the hippocampus and cortex and have been found in
autonomic and sensory ganglia [92]. They have also been found in epithelial and endothelial
cells, keratinocytes, lung fibroblasts and leukocytes [93]. α7nAChRs play key roles in
proliferation, differentiation, migration, adhesion, cell contact, apoptosis, angiogenesis and
tumor progression [93].
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In microglial cells, agonist stimulation of α7nAChR inhibits endotoxin-induced TNFα
release by reducing p44/42 and p38 mitogen-activated protein kinase (MAPK) phosphory-
lation [94]. Recently, it was discovered that ACh is produced by T-cells that are regulated
by the vagus nerve [95]. Additionally, stimulation of the α7 subunit of the nAChR on
neutrophils inhibits their recruitment and the secretion of TNF-α. The removal of the
receptor increases TNF-α levels [96].

α7nAChRs play key roles in mediating anti-inflammatory signaling by inhibiting
NF-κB and activating the JAK2/STAT3 pathway and are also important for connecting PNS
with the sympathetic splenic nerve at the mesenteric ganglion [97]. Likewise, activating the
JAK2/STAT3 pathway can lead to the transactivation of NF-κB, which in turn increases the
expression of the anti-apoptotic protein Bcl-2 in PC12 cells [98]. Decreased expression and
function of α7nAChRs have been associated with neurodegenerative diseases, such as AD,
PD and schizophrenia. All these diseases are associated with an inflammatory state caused
by hyper-activation of the microglia [99,100].

It was recently demonstrated that increased α7nAChR expression on peripheral blood
mononuclear cells was associated with inflammation control, disease severity and clinical
outcome in septic patients [101].

Electrical stimulation of the efferent vagal nerve before and shortly after endotoxin
administration decreased TNF-α serum levels; however, vagotomy without electrical
stimulation increased TNF-α levels [102]. Other studies show that vagal nerve stimulation
(VNS) significantly attenuates TNF-α synthesis and improves clinical outcomes in ischemia–
reperfusion injury [103].

In summary, both the afferent and efferent vagus nerves mediate anti-inflammatory
effects. Afferent vagus pathways are involved in the activation of the HPA axis and adrenal
gland corticosteroid release. By contrast, efferent vagus nerves mediate anti-inflammatory
processes via a direct effect on immune cells or through the splenic sympathetic nerve.
Cytokines released in peripheral tissues activate vagal afferents, resulting in an inflamma-
tory reflex in which efferent vagus nerves inhibit inflammation by suppressing cytokine
production via the cholinergic anti-inflammatory pathway.

2.4. ANS and Oxidative Stress

Oxidative stress (OS) is defined by the high production or low inactivation of reactive
oxygen species and an imbalance between the levels of oxidants and anti-oxidants, with
an increased level of oxidants having a destructive and pathogenic effect [104]. Nitrogen
species and reactive oxygen (RNS and ROS), when produced at low concentrations, are im-
portant for gene expression, cellular growth, infection defense, regulation of cell signaling
pathways, regulation of blood flow and control of superior nerve activity.

Excessive amounts of ROS and RNS can be harmful because they can produce lipid
peroxidation, proteins and ADN oxidation [105].

The brain is vulnerable to oxidative stress because at this level the concentrations of
polyunsaturated fatty acids are high, the catalytic activity is reduced and the antioxidant
capacity is minimal [106]. The hippocampus, amygdala and prefrontal cortex are the most
vulnerable structures to oxidative stress and consequently the functional decline of these
structures is the most prevalent. [107]. Oxidative stress in the brain compromises biochem-
ical integrity of the hippocampus, the amygdala and PFC affecting neuroplasticity and
neurogenesis and disturbing normal synaptic neurotransmission as well as neurogenesis
factors like brain-derived neurotropic factor.

ROS significantly affect axonal transport and cause the release of pro-apoptotic pro-
teins (such as cytochrome C), which will lead to an increase in blood–brain barrier perme-
ability, neuronal inflammation, impaired synaptic signaling and neuronal apoptosis [108].
In return, the massive apoptosis of neurons can be considered aa potential mechanism
of autonomic stimulation attenuation [108,109]. In fact, ROS play an important role in
modulating autonomic balance.
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Stress responses in neurons result in the inhibition of the neuronal NO synthase
(NOS) activity and as a result a reduction in NO production. NOS are present under three
isoforms: NOS-1 (in nervous tissue), NOS-2 inducible enzyme (expressed primarily in
macrophages) and NOS-3 (in endothelial cells). NO has vasodilator, anti-inflammatory
and anti-oxidant functions and acts as a sympatho-inhibitory substance within the central
nervous system [110].

NO released from the endothelium inhibits central and peripheral SNS activity and
increases central and peripheral PNS activity [111]. This suggests that NO released from
endothelial cells may play a role in the modulation of the balance between the SNS and
the PNS branches of the ANS. Additionally, NO inhibits the oxidation of LDL-cholesterol,
the proliferation and migration of smooth muscle cells, the adhesion and aggregation of
platelets and the production of vasodilatation. Inflammation has been shown to down-
regulate NOS activity. TNF-α has been demonstrated to attenuate NO production by
destabilizing eNOS mRNA, which reduces NOS protein expression. The inhibition of TNF
restores endothelial-dependent vasodilation in humans [111,112].

High amounts of ROS can be generated in the case of hyperglycemia because it can
cause protein kinase C (PKC) activation, an increase in the polyol pathway flux, an increase
of the hexosamine pathway flux and an increase in advanced glycation end-products
(AGEs) [113]. The increased AGEs will determine an endothelial dysfunction because
AGEs bind to the AGEs receptors (RAGEs) on endothelial cells and growth factor and
cytokine production is stimulated [113]. ROS production is stimulated by free fatty acids
and high glucose levels and this has an impact on NO production, which will be reduced
or the bioavailability of nitric oxide will be affected.

Besides NO and ROS, other factors influence the SNS. Some of these factors are impli-
cated in the regulation of the vascular function: endothelin (ET) and the renin–angiotensin
system [114]. Normal endothelin levels may suppress SNS activity, whereas endothelin
excess may enhance the central and peripheral SNS and influence hemodynamic regulation
by the baroreflex, chemoreflexes and vascular tone [114]. Additionally, SNS stimulation
can increase endothelin release. Exaggerated SNS activity may impair endothelial func-
tion and enhance endothelium-mediated atherosclerosis. On the other hand, since blood
vessels provide nutrients for neurons and synapses, endothelial dysfunction has a major
impact on the autonomic nervous system. ANS dysfunctions can contribute to endothelial
dysfunction, and this leads to worsening ANS dysfunctions, creating a vicious circle that
aggravates endothelial functions and impairs angiogenesis.

The renin–angiotensin aldosterone system (RAAS) through angiotensin II (AngII) can
stimulate NAD(P)H oxidase and is involved in the generation of ROS. Many studies show
that a key mechanism by which AngII influences autonomic dysfunction is via its ability
to produce ROS. Ang II produce vasoconstriction and decrease the baroreflex function,
sodium and water reabsorption, inflammation and release of aldosterone, vasopressin
and noradrenaline. Angiotensin II increases SNS activity and decreases parasympathetic
drive [115]. Angiotensin II reduces NO and increase endothelin production. IL-1b, IL-6 and
TNF-α are able to stimulate renin and noradrenaline.

High levels of ROS can damage the molecules of lipids, which become precursors of
lipid oxidation end-products. Lipid peroxidation can produce changes in the permeabil-
ity of membranes and can damage enzymatic equipment [116]. Additionally, cytotoxic
products resulting from lipid peroxidation contribute to endothelial damage, platelet aggre-
gation, the release of growth factors that stimulate the proliferation of smooth muscle cells
and inflammatory response. ROS production stimulates the release of IL-1, IL-6, leptin and
adiponectin by monocytes and macrophages through the activation of the transcription
factor nuclear kB [116]. Cytotoxic products may also increase the release of chemotactic
factor for neutrophils and alter phospholipase A2 activity with the subsequent formation
of prostaglandin and end peroxides [116].
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Oxidative damage to proteins produces changes in their aggregation and enzyme
activity and can also produce proteolysis [106]. ROS contribute to the activation of tyrosine
kinases, protein kinase C, and the MAP kinase cascade, which determine the impairment
of the cellular responses such as activation, proliferation and differentiation. Additionally,
high levels of ROS can cause DNA damage and hence higher frequencies of mutation
(Figure 1). The damage to DNA can be countered by DNA repairing processes [117].
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of various diseases.

Telomeres, which protect chromosomal ends from degradation, are repaired less
efficiently than the rest of the genome [118]. Telomeres interact with telomerase, a ribonu-
cleoprotein complex that further influences chromosome-end integrity by adding telomeric
repeats to the chromosome 30 end [119]. Telomerase regulates NF-kB-dependent gene
expression and NF-kB transcriptionally regulates telomerase levels [119]. It is known that
ROS inhibit telomerase activity, generating telomere attrition [120].

Telomere length is associated with psychological and oxidative stress [121]. Greater
SNS activation and PNS withdrawal after exposure to physical and psychosocial stressors
has been shown to be associated with shorter telomere length in children [122]. PNS with-
drawal was measured during HRV by measuring HF. A very interesting study showed
that elderly people with shorter telomeres had lower vagally mediated HRV compared to
people of the same age group with longer telomeres [57]. Telomerase activity was related
to lower vagal tone and greater sympathetic reactivity to an acute mental stressor [57].
HRV is also inversely related to IL-6 and other inflammatory markers, including C-reactive
protein. [123]. These discovered aspects indicate that low vagal tone correlates with in-
creased amounts of cytokine-induced activation of NFkB and, in turn, with increased ROS
production. Thus, the reduction in PNS activity stimulates the inflammatory process and
the production of ROS, which leads to reduced telomere length [123].
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Antioxidant enzymes such as superoxide dismutase (SOD), glutathione peroxidase
(GPx), catalase (CAT) and other antioxidant molecules are the defense used against ROS:
ascorbic acid (vitamin C), tocopherol (vitamin E), vitamin A, flavonoid and ubiquinone.
In response to ROS, cells increase their antioxidant defenses through the activation of
nuclear factor erythroid 2–related factor (Nrf2), which increases the expression of several
endogenous antioxidants [124].

Recent studies have revealed a close connection between oxidative stress and inflam-
mation, with each of these two processes influencing the other and creating a vicious circle
capable of generating and maintaining an inflammatory process.

2.5. Physical Exercise

Regular physical exercise is a key factor for the prevention of many chronic dis-
eases [125]. Physical exercise (PE) can be used as a primary non-pharmacological clinical
tool because it can improve antioxidant capacity, reduce oxidative stress and inflammation
and increase energy efficiency. Depending on the volume, the intensity and the frequency
of exercise, acute or chronic biochemical and physiological responses are induced. PE
intensity is usually expressed as a percentage of the individual’s maximum oxygen uptake
(VO2max), which is the maximum aerobic capacity during PE. Metabolic equivalent (MET)
is defined as the amount of oxygen consumed at rest, and it is an optimal method used
to describe the functional capacity or tolerance of an individual to certain PEs [126,127].
One MET is equal to 3.5 mL/kg/min oxygen uptake. Using VO2max and MET, exercise
can be classified as light (VO2max <37–45%, MET <2–2.9), moderate (VO2max 46–63%,
MET < 3–5.9), vigorous/intense (VO2max 64–90%, MET <6–8.7) or maximal/dangerous
exercises (VO2max ≥91%, MET ≥8.8) [127].

According to the type of contraction, effort can be divided in isotonic (dynamic),
isometric (static) and isokinetic. Based on the oxygen supply of the body, there are aerobic,
anaerobic and mixed effort types.

The positive impact of physical activity is well known and has been studied by many
researchers. But physical activity may also have negative impacts on the body, depending
on the type of effort, the duration of the effort, and the individual characteristics of the
person exerting the effort (age, gender, diseases, etc.). These negative impacts are less well
studied and seem to be linked with the oxidative stress and inflammation induced by effort,
mainly reflected in the increase in oxidants and decrease in antioxidants during physical
activity. Due to the fact that the level of antioxidants in the body decreases with age, age is
an important factor in the body’s response to oxidative stress.

2.6. Physical Exercise and Oxidative Stress

During exercise, an increase in respiration and oxygen uptake directed to the body’s
vital organs take place. Increased oxygen consumption due to higher energy requirements
results in increased levels of reactive oxygen and nitrogen species [128]. ROS and other free
radicals produced cause oxidative stress at the level of vital organs and this causes cells
to defend themselves using antioxidants. Antioxidants can be divided into endogenous
antioxidants (glutathione; vitamins C, A and E; uric acid; and iron binding protein) and
antioxidant enzymes (AOE) (superoxidase dismutase, CAT and glutathione peroxidase).
AOE activity undergoes changes due to modifications in the consumption of oxygen in the
body (oxidative stress). The systemic levels of antioxidant during exercise depend on the
type, mode, intensity, frequency and duration of the exercise. During exercise, the blood
flow is increased to the vital organs and muscles but is lowered to the liver, and this has an
impact on antioxidant levels. The intra and extracellular transportation of glutathione is
affected and the synthesis and degradation of glutathione is also affected. This explains why
the efficacy of antioxidant systems differs after acute exercise and exercise training [129].
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Over the years, studies conducted on the impact of PE on the body in general, but
also on elderly people in particular, have shown a positive impact of PE on lowering
the risk of age-related diseases. PE can impact the activity of antioxidants during effort,
and this is one of the mechanisms considered to be implicated in lowering the risk of
age-related diseases. Studies have also been published showing a connection between the
intensity of the effort exerted and oxidant and antioxidant levels. Oxidative stress seems
to reach higher levels during high-intensity acute exercises. This connection was studied
by Vezzoli et al., with the aim of assessing the impact of high-intensity discontinuous
training (HIDT) on oxidative stress and damage. In the study, 20 long-distance master
runners were asked to participate in an eight-week training program. Ten of the runners
were included in continuous moderate-intensity training and ten of them were included
in high-intensity discontinuous training. Oxidative damage markers (thiobarbituric acid
reactive substances, protein carbonyls, 8-hydroxy-2-deoxy-guanosine and total antioxidant
capacity) were used to assess the participants before and after the training. There was
no difference between the two groups regarding the levels of oxidative stress induced
by exercise and the beneficial effects of training on redox homeostasis were similar [130].
The nitric oxide/redox-based signaling is increasing during intermittent high-intensity
effort and this may explain the results of the previous study. High signaling could have an
impact on sympathetic outflow and endothelium-dependent relaxation in relation to the
increased expression of the genes implicated. High levels of ROS caused by effort induce
the activation of antioxidant defenses and this causes a positive adaptation of both the CNS
and PNS [130].

Yen et al. studied the impact of exercise training on a group of 42 patients undergo-
ing chemotherapy for head and neck cancer because it has previously been shown that
chemotherapy has a negative impact on fitness performance and can cause an increase
oxidative stress. The patients were included in an eight-week exercise course that included
aerobic and resistance exercises carried out three days a week. Blood pressure and heart
rate were used to assess the exercise capacity and responses, showing an increase in the
exercise capacity and an amelioration of exercise responses. Blood pressure at rest was
decreased, with an increase 1 to 3 min after the physical exercise. Oxidative stress markers
(8-hydroxy-20-deoxyguanosine, malondialdehyde, and carbonyl content) were also evalu-
ated, along with total antioxidant capacity. The levels of oxidative stress were decreased,
and the levels of antioxidants were increased. The results of the study show that in this
category of patients training can decrease systemic oxidative stress and it also has a positive
impact on exercise capacity and response [131].

Moderate physical activity has a positive impact on the body because it helps maintain
the health of bones, muscles and joints; helps maintain normal levels of cholesterol and
body weight; and also decreases levels of cholesterol and overweight. During this type of
effort, the level of free radicals produced is moderate and the body can adapt. The body also
tries to adapt during exhaustive physical activity but the levels of oxidants produced are
much higher so this will cause an imbalance between oxidants and antioxidants resulting
in oxidative damage (lipid oxidation, protein oxidation and DNA oxidation). This makes
body more vulnerable to fatigue, injury and disease [132].

In a study conducted by González-Bartholin et al., ten older healthy subjects were
asked to perform 30 min work-outs that included different types of exercises (moderate-
intensity concentric and eccentric cycling and high-intensity eccentric cycling) in a ran-
domized manner. These exercises included moderate-intensity concentric cycling with
50% maximum power output, moderate-intensity eccentric cycling with 50% maximum
power output and high-intensity eccentric cycling with 100% maximum power output.
After the exercises were conducted, the effects of different types of exercises were studied
by measuring VO2 and HR and the results showed that high-intensity eccentric cycling
had a greater impact on VO2 and HR. The next day, the subjects were examined again
and the researchers looked at the muscle strength loss, peak soreness, creatine kinase
activity, malondialdehyde levels and IL-6 levels. Muscle strength loss and peak soreness
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were greater in subjects that performed high-intensity eccentric cycling and the activity
of creatine kinase was high in these subjects, along with IL-6 levels. MDA levels did not
decrease after any type of exercise. This study, even though it was conducted on a small
number of participants, shows a connection between the intensity of the effort and the
impact of oxidative stress [133].

Dantas des Lucas et al. conducted a study in this field that included 11 subjects to
assess the impact that ultra-endurance exercise have on platelet oxidative metabolism,
blood oxidative stress markers and neopterin levels. The subjects were well-trained male
athletes who agreed to participate in the study and to participate in a race (90 km of
alternating off-road running, kayaking and mountain biking). Blood samples were collected
12 h before the race and 15 min after the race. The parameters measured were: lactate
dehydrogenase, creatine kinase, respiratory chain complexes I, II and IV activities, lipid
peroxidation, catalase, protein carbonylation, oxygen consumption and neopterin levels.
Fifteen minutes after the race, all parameters were much higher than 12 h before the race,
which shows that after intense physical activity oxidative stress, muscle damage and
immune system activation are increased [134].

The effects of professional training regarding redox balance were studied by Tong et al.
In this study, 10 adolescent runners were included and the effects of a 21 km running time
trial on the status of oxidants and antioxidants were evaluated twice in a year. The serum
concentrations of thiobarbituric acid-reactive substances (TBARS), reduced glutathione
(GSH), xanthine oxidase (XO), superoxide dismutase (SOD), catalase (CAT) and total
antioxidant capacity (T-AOC) were determined before and 4 h after the 21 km run. The
serum concentrations of TBARS and SOD were lower after the run, while XO, CAT, TAOC
and GSH remained the same as before. At the subsequent evaluation the levels of TBARS
and SOD were lower and XO and CAT levels were higher post-exercise. The results seem
to show that professional training in this category of individuals does not interfere with
the evolution of their antioxidant defense [135].

The autonomic nervous system seems to play an important role in the way an organism
reacts to oxidative stress because it is related to a decrease in oxidative stress induced by
physical effort. The divisions of the autonomic nervous systems include the internal organs,
skin and muscles and controls their function by producing and secreting acetylcholine,
adrenaline and noradrenaline. In this way, ANS is capable of influencing the response
of the body to stress and inflammation [136]. The adaptation of the ANS is one of the
ways in which the positive impact of exercise is achieved. The recommendations regarding
moderate-intensity exercises for most people are 30 min/day 5 days/week. For people
with diseases such as autonomic disorders, training should be carried out under expert
supervision [137].

Exercises conducted on a daily basis can cause the ANS to adapt to parasympathetic
dominance, which translates to a lower HR at rest. Nitric oxide seems to be associated with
bradycardia induced by exercise and studies have shown that the transfer of nitric oxide
synthase into the atrial wall has the same effect as the exercise-induced vagal phenotype.
HRV and muscle sympathetic nerve activity (MSNA) are useful, objective and reliable
methods used to assess the autonomic nervous system’s activity. HRV can be easily
assessed with the help of an electrocardiograph. MSNA is used to directly determine
the sympathetic nerve activity at the level of the peroneal nerve using microneurography
and this is considered the “gold standard” when assessing the intensity of sympathetic
outflow. In a review, A.J. Hautala et al. showed that regular aerobic fitness training can
cause an increased cardiac vagal modulation of the heart rate and they also showed that
normal or pathological functioning of the ANS causes individual responses to aerobic
training. Individuals with high vagal modulation at the start of the training obtain greater
improvements in their VO2 peak. The use of methods to assess and monitor the ANS can
help optimize the exercises chosen for aerobic fitness [138].
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Because studies show that in patients with obesity the activity of the sympathetic
nervous system and oxidative stress are high, Li et al. investigated the impact that exercise
had on four groups of rats with different diets. One of the groups received a high-fat diet
for 12 weeks. Rats from the group with a high-fat diet and the ones from the group that
received a regular diet were trained on a treadmill 5 days/week 60 min/day for eight
weeks. The activity of the sympathetic nervous system was assessed by measuring the
plasmatic levels of norepinephrine and oxidative stress was assessed by measuring the
plasmatic and muscular levels of malondialdehyde, superoxide anion and F2-isoprostanes.
The results showed that in the group of rats who underwent exercise training the activity
of the sympathetic nervous system and oxidative stress was lower compared to the activity
in the three other groups of rats [139].

Menopause has been identified as a risk for cardio-metabolic disorders and combined
training (resistance exercises and aerobic exercises) seem to have a positive impact on
this type of disorder. Conti et al. conducted a study with the purpose of evaluating the
impact of combined training on blood pressure. Inflammation and oxidative stress were
measured in ovariectomized rats suffering from hypertension with fructose overload. The
rats included in the study were divided into three groups with different levels of exercise
and blood pressure: sedentary but normotensive and sedentary or trained ovariectomized
hypertensive rats with fructose overload. The combined training was performed for eight
weeks with 40–60% maximal capacity output using treadmills and ladders on alternate
days. Blood pressure was determined directly and oxidative stress and inflammation levels
were determined using cardiac and renal tissues. The rats included in the third group
had increased insulin resistance, cardiac inflammation and oxidative stress parameters.
The combined training had a positive impact on atrial pressure, heart rate, sympathetic
modulation and insulin resistance. Additionally, nitric oxide bioavailability was higher,
TNF-α was reduced, high levels of IL-10 were identified in the cardiac tissue and high levels
of antioxidants were present in the cardiac and renal tissue of the rats who underwent
training. The conclusions of the study were that risk factors such as menopause can
have a negative impact on oxidative stress and metabolic, autonomic, cardiovascular
and inflammatory parameters and that combined training has a positive impact and can
attenuate this dysfunction [140].

Obesity is another factor that can increase sympathetic activity and oxidative stress. Li
et al., studied the role of exercise in decreasing sympathetic activity and oxidative stress
in obese rats. The rats included in the study were divided in four groups (regular diet
sedentary rats, regular diet exercise training rats, high-fat diet sedentary rats and high-fat
diet exercise training rats). The rats included in the second and last group underwent a
training program on a treadmill 60 min/day, 5 day/week for eight weeks. The plasma level
of norepinephrine was used to assess the activity of the sympathetic nervous system and
oxidative stress was assessed by measuring superoxide anion, F2-isoprostanen and MDA
serum concentrations. The rats with a high-fat diet presented lower levels of norepinephrine
and oxidative stress parameters, which suggests that exercise can attenuate the impact of
the sympathetic nervous system and oxidative stress in obesity [141].

Cikrikcioglu et al. performed a study on the oxidative stress and autonomic nervous
system function of patients suffering from restless leg syndrome (RLS) because the impli-
cation of oxidative stress in this disease has not been previously studied. One hundred
patients diagnosed with RLS were included in the study and divided into two groups.
Group one included 50 untreated patients with RLS and the second group consisted of
50 healthy controls or controls who suffered from mild iron deficiency. The controls had
the same ages and genders as the RLS group. Markers were used to assess oxidant and
antioxidant levels and the HRV was also determined. The results showed that total oxidant
status and arylesterase and paraoxons levels were increased while lipid hydroperoxides,
acetyl cholinesterase and butyryl cholinesterase levels were decreased in the restless leg
syndrome group. Regarding HRV, in the first group the HRV triangular index was lower
than in the control group. The authors concluded that the high level of acetyl cholinesterase
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and low levels of lipid hydroperoxides in the RLS group seemed to be related to the effort
of the organism to protect the dopaminergic activity in the CNS. The patients in this group
showed an increase in sympathetic activity and this might be a method of alleviating RLS
symptoms; however, it also causes an increase in total oxidant status [141].

Polii et al. conducted a study on individuals suffering from chronic fatigue syndrome
in order to establish whether oxidative stress is connected to pain symptoms and mod-
ification of pain after exercise. The authors also wanted to assess the possible existing
relationship between the parasympathetic activity of the vagal nerve and oxidative stress
by comparing patients diagnosed with myalgia encephalomyelitis or chronic fatigue syn-
drome and healthy sedentary people. Participants were asked to complete a submaximal
exercise test and the cardiorespiratory parameters were continuously monitored during the
test. Oxidative stress was assess using the levels of thiobarbituric acid reactive substances,
vagal activity was measured using HRV and a visual analogic scale was used to assess
the level of pain felt by patients. The level of pain before and after the test was higher for
the group that included patients suffering from ME/CFS and pain was decreased after
exercise in the healthy group. Oxidative stress levels did not suffer any modification after
exercise in either group. Levels of TBARS were correlated with the levels of pain before
and after the tests were performed, but only in patients suffering from ME/CFS. Another
correlation found was between exercise-induced modification of HRV and TBARS in the
healthy group. The conclusions of the authors were that oxidative stress is associated with
pain symptoms in patients suffering from ME/CFS and that the parasympathetic activity
changes in healthy subjects are partially correlated with oxidative stress changes [142].

Because overload training (large volume or long-term exercise) causes oxidative
distress, this will nullify the positive impact of the physical training on health outcomes.
The kinds of physical exercises recommended due to the increased levels of antioxidant
enzymes they generate are moderate exercises that can improve individuals’ physiological
and functional capabilities. During this type of exercise, MAP kinases and NF-kappa B
pathways are activated [143].

2.7. Physical Exercise and Anti-Inflammatory Effects

Skeletal muscle, the largest organ in the body, can produce myokines, firstly in the
form of a sequence of pro-inflammatory cytokines (IL-1, IL-6, IL-8, IL-12, TNF-α, IFN-γ,
VEGF and IL-1β) and then in the form of regulatory, anti-inflammatory cytokines (e.g., IL-2,
IL-4, IL-10, IL-11, IL-13 and IL- 1ra), in response to contraction [144,145]. Myokines may be
involved in mediating the health-beneficial effects of exercise and play important roles in
protection against diseases associated with low-grade inflammation, insulin resistance and
hyperlipidemia such as cardiovascular diseases, type 2 diabetes mellitus and cancer.

Regular PE, if guided correctly, can modulate neurobiological and neuroinflamma-
tory mechanisms to generate anti-inflammatory responses, which are the key factors in
improving overall health and controlling the persistent inflammation that is characteristic
of chronic diseases.

It has been demonstrated that the plasma concentration of IL-6 increases in an exponen-
tial manner during muscular exercise [146]. The peak IL-6 level is reached at the end of the
exercise or shortly thereafter [146]. IL-6 plays a fundamental role in the anti-inflammatory
process resulting from exercise, and it presents both pro- and anti-inflammatory character-
istics [147].

Mathur and Pedersen in 2008 demonstrated that IL-6 myokine and IL-6-induced acute
phase proteins cause anti-inflammatory and immunosuppressive effects by lowering the
pro-inflammatory response of the immune system [148]. In a recent study, LuzScheffer and
Latini showed that regular PE with light / moderate intensity causes an anti-inflammatory
response by stimulating the production of IL-6 and neopterin that subtly reduce the risk
of infection and chronic non-communicable diseases and generate neuroprotection [149].
IL-6 is the most studied cytokine in relation to PE which, depending on its intensity and
volume, can have a pro- and anti-inflammatory effect.
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Ostrowski et al. have shown that prolonged running increases levels of IL-6 up to
100 times in the bloodstream, and Pedersen et al. have shown that prolonged running has a
positive effect on glucose uptake [150]. When PE is carried out in moderation, IL-6 becomes
an anti-inflammatory cytokine that limits the production of IL-1b and TNF-α [151].

Alizaei Yousefabadi et al., in a systematic review of twenty randomized controlled
trials (RCTs), concluded that isolated aerobic exercises and aerobics combined with resis-
tance exercises are optimum for reducing the inflammatory markers of metabolic syndrome
(MetS). The efficacy of this regimen can be seen using two parameters. The first parameter is
the increase in the concentration of IL-10, which shows a mean difference of −0.48 pg/mL.
The second parameter is the decrease in the concentration of pro-inflammatory cytokines
in the bloodstream: TNF-α has a mean difference of −1.21 pg/mL, IL-8 shows a mean
difference of −0.31 pg/mL and CRP has a mean difference of −0.79 pg/mL [152].

Balducci et al. conducted a study on 82 patients with MetS and type 2 diabetes
mellitus that were randomized into four groups: A—sedentary group, B—intense PA, C—
high-intensity aerobics, D—aerobics with resistance training. They investigated the effect
of these different PE regimens on high-sensitivity C-reactive protein (hs-CRP) and pro-
inflammatory and anti-inflammatory cytokines IL-4 and IL-10. They concluded that in over
12 months of training, hs-CRP decreased significantly only in groups C and D. The secretion
of pro-inflammatory IL-1b, IL-6, TNF-α and IFN-γ cytokines and anti-inflammatory IL-4
and IL-10 cytokines was only inhibited in group D [153].

Dadrass et al., in a randomized, placebo-controlled, double-blind clinical trial found
that patients aged 40–65 with MetS and type 2 diabetes mellitus who underwent 12-week
endurance training with vitamin D supplementation had improved serum IL-6, CRP and
TNF-α levels. IL-6, CRP and TNF-α serum levels decreased in the PE group, but even more
so in the PE group with vitamin D supplementation (5000 IU every two weeks for three
months) [154].

Starkie et al. hypothesize that exercise-induced IL-6 works to reduce TNF-α production
induced by low-grade endotoxemia. To test this hypothesis, eight healthy men participated
in three experiments in which they (1) cycled at 75% VO2max for 3 h, (2) were infused with
recombinant human IL-6 (rhIL-6) for 3 h while they rested and then (3) rested for another
3 h. After two and a half hours, the subjects received an intravenous bolus 0.06 ng/kg
of lipopolysaccharide Escherichia coli endotoxin to generate a low-grade inflammation
that caused an increase in plasma TNF-α levels. They concluded that PE increased IL-6
and rhIL-6 and completely attenuated the endotoxin-induced TNF-α. PE and the infusion
of rhIL-6 at physiological concentrations inhibit endotoxin-induced TNF-α production in
humans, suggesting that myokin IL-6 mediates anti-inflammatory activity [155].

Rosenbaum et al., in an RCT, examined the effects of a 3- to 4-month school intervention
on the type-2 diabetes risk (insulin resistance and pro-inflammatory condition) of school-
based adolescents (8th grade). They evaluated the effects of (1) health hours, (2) nutrition
and exercise and (3) an aerobic exercise program. The following parameters were evaluated:
body fat (bioelectric impedance), insulin sensitivity, cell function, lipid concentrations, and
circulating levels of IL-6, CRP, and TNF-α. The intervention resulted in a decrease in body
fat and circulating levels of CRP and IL-6 and a decrease in insulin resistance regardless of
somatotype and intervention schedule. The adolescent lifestyle influences the circulating
levels of IL-6 and CRP, while increased PE is associated with high insulin sensitivity. They
concluded that nutrition and exercise at school are extremely beneficial and reduce type 2
diabetes risk factors [156].

Salamat et al. studied the response of pre-inflammatory cytokine factors to PE in
43 healthy overweight men (BMI = 28.56 ± 2.67). Their study investigated the concomitant
PE performance of different training patterns (endurance, resistance and endurance +
resistance (concomitant)) on pre-inflammatory cytokines in overweight young men. The
pre-inflammatory cytokines IL-6, IL-1b and TNF-α were measured after eight weeks of
training. At the end of the training, the results showed a significant difference between IL-
1b (p = 0.046) and IL-6 (p = 0.009) compared to the initial value, while TNF-α levels remained
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unchanged. IL-6 showed significant differences (p = 0.020) between the endurance and
resistance groups. IL-1b and IL-6 showed considerable differences between the endurance
and concomitant groups, demonstrating that PE had a positive effect on pre-inflammatory
cytokines [157].

Chen et al. have shown that TLR-4 regulates inflammatory reactions after regular
aerobic PE training. Long-term aerobic PE can effectively attenuate TLR-4 expression,
which also reduces the secretion of cytokines by inflammatory cells, thereby boosting
immunity [158].

Pedersen et al., demonstrated that high-intensity, long-term PE (marathon running)
suppressed immune function for a period of several hours to days, increasing the risk of
infections, as was confirmed by Goh et al. in 2019 [159,160]. Pedersen and Ullum showed
that high intensity PE had antagonistic effects compared to moderate PE. The study was
conducted on six healthy individuals who did a 25%, 50% and 75% VO2max ergometric
bike program for one hour. Blood samples were collected 2 h after the end of the PE.
After moderate PE, no immunosuppression was recorded but prolonged high intensity PE
caused the down-regulation of the immune function. They suggest that natural killer cells
are highly influenced by PE and the mechanisms behind the changes induced by intense
exertion are related to cytokines, adrenaline, noradrenaline, cortisol, stress and growth
hormones, hyperthermia and beta-endorphins. This causes high-performance athletes to
have high levels of natural killer cells at rest, while after acute high intensity PE their levels
drop dramatically, leading to immunosuppression and low resistance to pathogens [161].

Cooper et al. showed that high-intensity PE could be dangerous and is associated
with chronic musculoskeletal injury, anaphylaxis, and sudden death. High-intensity PE
generates a “dangerous” immune stress and inflammatory response that can become
harmful to health in certain circumstances. The inflammatory response is characterized by
an increase in potent inflammatory mediators’ blood concentrations with the mobilization of
an increased number of leukocytes in the central circulation. Natural killer cell, lymphocyte
and monocyte levels increase rapidly with the onset of PE, but begin to decline immediately
upon cessation. Physical overload is associated with musculoskeletal injuries and delayed-
onset muscle soreness that causes systemic increases in TNF-α and IL-1, which indicate
inflammation [162].

Tidball demonstrated that the proinflammatory response generated by PE plays a role
in the recovery process of damaged muscles and that this response is associated with a
complex situation in which inflammatory cells promote both injury and repair through the
combined actions of free radicals, growth factors and chemokines. Muscle damage produces
an inflammatory response in which neutrophils invade rapidly followed by macrophages,
which coincide with muscle repair that involves the activation and proliferation of satellite
cells followed by their differentiation. In contrast to other high-intensity PE studies that
show the destructive role of high intensity exercise, this study shows that inflammatory
cells can promote both injury and repair mechanisms [163].

Suzuki et al., documented the systemic kinetics of cytokines after PE, especially
TNF-α and IL-1b, which induce cytokines in acute phase reactions. They found that
the circulating concentration of these cytokines remains almost unchanged after exertion.
Plasma interferon (IFN)-alpha and IFN-gamma remain unchanged, while IL-2 decreases
and IL-8 increases after endurance exercises. They concluded that long-duration high-
intensity PE suppresses the production of immunomodulatory cytokines [164,165].

Rokitzki et al., evaluated TNF-α levels immediately following a marathon run and
discovered high values of TNF-α [166]. Moldoveanu et al. observed a 90% increase in
plasma TNF-α following 3 h of endurance exercise at 60 to 65% of VO2max [167].

From the studies described, it is clear that the intensity, type and duration of exercise
and the muscle mass involved in the exercise influence the secretion of cytokines into
the circulation. Thus, high-intensity and long-duration PE can be dangerous from the
point of view of the secreted inflammatory cytokines [168]. Concentric muscle contractions
in contrast to eccentric exercises are associated with higher amounts of plasma IL 6. It
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was demonstrated that muscle damage is not required to increase plasma IL-6 during
exercise [169].

Fibroblasts, myoblasts, endothelial cells and smooth muscle cells have been shown
to be capable of producing IL-6. Skeletal muscle cells are capable of producing IL-6 in
response to reactive oxygen species that are produced as a result of the oxidation of fat and
glucose.

A small net release of IL-6 from the internal jugular vein has been reported, suggesting
that the CNS may contribute to the IL-6 found in the circulation [170]. In the brain, IL-6 pre-
dominantly comes from activated astrocytes [171]. IL-6 levels in the plasma increase rapidly
during exercise, whereas the production of IL-6 in the brain increases more slowly [172].

Levels of other cytokines that are expressed in the skeletal muscle following exercise,
such as TNF-α and IL-1β, increase, but the circulating concentration of these cytokines does
not change (or only increases slightly) [172]. Conversely, the circulating concentrations of
IL-1 receptor antagonist (IL-1ra) and IL-10 increase markedly, but these cytokines are not
expressed in skeletal muscle after exercise [172].

There are studies that show that physical exercise can alter the inflammatory mode of
microglial cells. Microglia, the primary immune cells in the CNS, can be activated by the
M1 (pro-inflammatory subtype) and M2 (anti-inflammatory subtype) pathways. The M1
secretes pro-inflammatory cytokines and free radicals that are toxic to the surrounding cells.
The M2 secretes anti-inflammatory cytokines and promotes tissue healing by secreting
trophic factors.

Sung et al. demonstrated that 30 min of treadmill exercise five days a week at speeds
of up to 12 m/min could reduce microglial activation by decreasing the expression of the
inflammatory enzyme iNOS. Exercise in mice can increase levels of the growth hormone
insulin growth factor 1 (IGF-1) in the prefrontal cortex and hippocampus, which have an
anti-inflammatory effect by stimulating the M2 macrophage phenotype [173]. Physical
exercise can switch microglial cells from inflammatory M1 to anti-inflammatory M2 types.

Both adrenaline and cortisol rapidly increase during physical training and could be
related anti-inflammatory pathways. β2-adrenergic receptor stimulation of microglia in-
hibits their activation by inhibiting NF-κB [174]. The levels of β2AR on the cell membrane
of macrophages are downregulated following exercise in humans [175]. This β2AR down-
regulation occurs in over-trained subjects but not after moderate exercise. This implies that
these receptors still function normally and thus inhibit the expression of pro-inflammatory
cytokines such as IL-12 after moderate exercise [176]. Physical exercises can downregu-
late TNF and TRL4 and allow monocytes to enter an anti-inflammatory mode [177]. The
inhibition of this pro-inflammatory response can restore hippocampal neurogenesis [178].

Exercise can lead to increased levels of neurotrophic factors, especially nerve growth
factor (NGF), brain-derived neurotrophic factor (BDNF) and insulin-like growth factor
(IGF-1). BDNF plays many important roles in neuroplasticity, neuronal growth and differ-
entiation. Physical exercise has been found to normalize BDNF. It has been suggested that
higher aerobic fitness levels are associated with larger hippocampal volume and improved
neuronal health and that acute aerobic exercise can induce increased BDNF levels in the pe-
ripheral blood [179]. Other studies have shown that acute stress and cortisol administration
can lead to reduced BDNF levels [180].

Exercise can also increase endorphin levels. β-endorphins are endogenous opioid
neuropeptides that play a role in relieving pain and inducing wellbeing. In the brain,
β-endorphins are considered neurotransmitters as well as neuromodulators because they
are more efficient and stable on more distant targets than other neurotransmitters. They
are produced by pro-opiomelanocortin (POMC) cells in the hypothalamus and pituitary
gland [181].

Hawkes demonstrated that PE can contribute to the natural production of endorphins.
The phenomenon of “wellbeing” in which PE is involved is the consequence of three
mechanisms by which endorphins are stimulated: the ‘runner’s high’, addiction to exercise
and pain tolerance [182].
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Schwarz and Kindermann have shown that sustained PE increases the peripheral
concentration of β-endorphins, which is directly related to the perception of pain and
the mood of the individual. They analyzed the function of β-endorphins during PE by
investigating changes in opioid concentrations in comparison with other stress hormones
depending on the exercise intensity and duration. The results of the study showed that
peripheral β-endorphin levels during exercise are directly influenced by the effort intensity
and duration. In short term aerobic exercise, the degree of metabolic demand is a decisive
factor for the release of β-endorphins that is correlated with the concentration of lactate,
suggesting that endogenous opioids have a direct influence on acidosis tolerance and
anaerobic capacity. The levels of β-endorphins are constant during endurance exercises
because a state of equilibrium with lactate is induced and the levels of opioids increase
exponentially one hour after exercise [183].

Siswantoyo and Aman demonstrated that breathing exercises affect immunoglobulin G
(IgG) levels and glucose secretion in people aged 45–50 years old. Ten patients underwent a
seven-week PE program consisting in 21 sessions of regularly performed and programmed
exercises that combined breathing, PE and concentration. In this study, blood samples from
the ulnar vein were obtained and analyzed with an IgG ELISA and a glucometer. The results
showed a significant increase in β-endorphin, with an average increase of 922 mg/mL,
and a significant increase in IgG, with a mean rise of 33.226 ng/mL, while blood glucose
significantly decreased with an average decrease of 28.9 mg/100 mL. The authors of this
study concluded that regular breathing exercises may increase the secretion of β-endorphins
and IgG, cause a decrease in blood glucose levels and improve immunity [184].

Dietrich and McDaniel argue that “endorphin theory” is unsustainable because the
effects β-endorphins on PE are unclear due to the fact that the “exercise endorphin con-
nections” are ambiguous, leaving room for interpretation [185]. The amino acid sequence
of β-endorphin is almost identical to the sequence of the adrenocorticotrophic stress hor-
mone, which increases in PE, leading to serious detection problems. Another inconsistency
was found in the physiological and biochemical responses to endurance PE because β-
endorphin should bind tightly to the µ opioid receptor (MOR). MOR has an increased
affinity for beta-endorphins, being the primary psychoactive alkaloid in opium. The β-
endorphins and MOR are part of the endogenous opioid system that mediates the euphoric
and analgesic properties of opiates. The activation of this endogenous opioid system,
which is responsible for severe respiratory depression, gastrointestinal motility inhibition
and pinpoint pupils, is not observed in running athletes. The most serious limitation of
“endorphin theory” is the measurement of β-endorphins from the bloodstream, as it cannot
be considered an indicator of central effects due to the endorphins being too large to cross
the blood–brain barrier [186].

Anandamide (AEA), an endocannabinoid (eCB), is a fatty acid neurotransmitter and
is an endogenous binder of the same receptors involved in the effects of cannabis. AEA
participates in the body’s endocannabinoid system and mimics many of the pharmacologi-
cal effects of ∆-9-tetrahydrocannabinol (THC). Just like THC, AEA has two main molecular
targets in the form of cannabinoid CB1 and CB2 receptors [186].

Sparling et al. demonstrated that PE activates the endocannabinoid system through
a neurohumoral mechanism, resulting in exercise-induced analgesia. The study was
conducted on 24 males with an average age of 23 years, BMI 74.5 ± 7.9 kg and height
183.7 ± 6.2 cm divided into three groups. After a 5 min warm-up on the running band and
cycle ergometer, the intensity of the exercise was slowly increased to obtain a heart rate in
the range of 70–80% of the maximum heart rate of 140–160 bpm. After the desired intensity
was reached, the subjects ran and cycled for another 45 min, followed by a 50 min break
until blood was collected. The results showed that plasma AEA levels were significantly
elevated in runners p < 0.01 and cyclists p < 0.05 but low in the inactive control group. The
study shows that moderate-intensity PE activates the endocannabinoid system, suggesting
that this is a mechanism for exercise-induced analgesia [187]. This mechanism is activated
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by the dramatic increase in bloodstream levels of AEA, suggesting that AEA acts on the
peripheral sensory fibers to reduce pain [187].

Stensson et al. confirmed that AEA increases after PE in patients with fibromyalgia,
managing to control chronic pain. The aim of the study was to investigate the effects of
resistance PE on AEA and related lipid levels in fibromyalgia in a group of 37 women
suffering from this disease. The subjects came from three centers, were aged 20–65 years,
had been diagnosed with fibromyalgia and underwent a 15-week progressive resistance
training scheme. After the 15-week program, plasma AEA levels were increased, indicating
that chronic resistance PE has analgesic and pain-control effects [188]. In a systematic
review, Barbosa et al. confirmed that resistance training is a non-pharmacological method
of treatment that can alleviate the effects of fibromyalgia in adult women [189].

Marin Bosch et al. have shown that elevated AEA levels in PE stimulate hippocampal
and striatal activity and function, thereby strengthening memory for motor sequences.
Acute PE has the ability to improve memory function by increasing neuronal plasticity in the
hippocampus, which encodes representations of episodic memory. The study looked at the
impact that acute PE has on motor sequence learning and its underlying neurophysiological
mechanisms in humans. The study used a randomized cross-over design on 15 healthy
and fit males with an average age of 23.2 years who followed a moderate intensity FET
program at 70% maximal heart rate (60% of VO2max), a high-intensity FET at 80% maximal
heart rate (75% of VO2max) and one rest condition. Circulating AEA levels, functional
MRI activity, and subject behavior were determined. The results showed that PE improved
motor sequence memory significantly after high-intensity exercise and acceptably after
moderate-intensity exercise, which was correlated with increased circulating levels of
AEA and caudate nucleus and hippocampus activity [190]. Thomas et al. substantiated
the dose–response relationship in favor of high-intensity PE to strengthen procedural
memory. They found that consolidating procedural memory requires a single period of
high-intensity aerobic exercise of more than 90% VO2max. The study included 36 healthy
male subjects who were randomly divided into three groups who performed different
types of exercises. In first group were subjects who performed a single cycle of aerobic
exercise at 90% maximum power. A second group with subjects who performed a single
cycle of aerobic exercise at 45% maximum power and a third group with subjects who did
not undergo any type of exercise 20 min after learning a motor skill. The conclusions of the
study were that exercise intensity plays an important role in modulating the effects that a
single PE course has on the consolidation phase after learning motor skills [191].

An increasing number of studies support the idea that PE has a positive effect on
cognitive function. In a recent randomized controlled study, Farinha et al. observed the
beneficial effects of aquatic PE on cognitive function, body composition and functional
fitness in elderly patients. The combined PE water-based exercise group showed more
beneficial effects in terms of improving cognitive function variables than the aerobic interval
PE group and continuous aerobic PE group [192].

Pesce et al., demonstrated the role of myokine irisin in cognitive function during aging.
Peripheral or direct irisin is generated during aerobic PE. The authors emphasized that
this may be useful in the treatment of neurodegenerative diseases, as it increases cognitive
performance [193].

Muller et al., concluded that PE slows down the process of neurodegeneration in the
elderly, proposing it as a clinical tool for the control and treatment of Alzheimer’s disease,
Parkinson’s disease and dementia. Physical and mental health is closely linked to the
practice of PE and an active lifestyle. PE is a nonpharmacological therapy for the treatment
of neurodegenerative diseases [194]. PE improves the condition of patients who suffer
from neurodegenerative diseases by increasing the production of hormones, neurotrophic
factors and neurotransmitters. PE is also responsible for optimizing neuroendocrine and
physiological responses to physical and psychosocial stresses. PE promotes neuroplasticity
and neuronal survival by sensitizing the nervous system through promoting processes
such as neurogenesis, angiogenesis, synaptic plasticity and autophagy [195].
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The ANS is a vast network of nerves affecting every organ in the body and is responsi-
ble for maintaining the balance between body and mind. Health is a result of the harmonic
interchange between the SNS and PNS branches of the ANS.

Acute stress response with predominant SNS activity is important for survival, per-
formance and achieving various goals. However, when this activation becomes chronic it
can be detrimental to our health and wellbeing. Chronic stress leads to the dysregulation
of ANS, causing SNS predominance and the non-involvement of the PN. This disorder
is associated with neuroendocrine, cardiovascular, respiratory, digestive and psychiatric
diseases (Figure 2).
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Figure 2. Physiological modifications under stimulation of the hypothalamic–pituitary–adrenal axis
and sympathetic nervous system.

Physical exercise training is protective against cardiovascular diseases, obesity, metabolic
syndrome and type 2 diabetes mellitus and is also effective to improving the performance
of the autonomic nervous system.

Exercise is associated with reduced resting heart and respiratory rate and blood
pressure; improved baroreflex, cardiac and endothelial function; increased skeletal muscle
blood flow; and more effective redistribution of blood flow during exercise.

SNS is activated during PE but repeated physical training can reduce SNS activity
and improve autonomic balance. It is generally believed that reductions in sympathetic
outflow represent a major adaptation of exercise training. After exercise, slow breathing
shifts the autonomic balance to parasympathetic dominance. The salutary effects of slow
and deep breathing are mediated by an increase in tidal volume and the activation of the
Hering–Breuer reflex, an inhibitory reflex triggered by lung stretch receptors and mediated
by vagal afferents, which may increase baroreflex sensitivity [196]. In addition to stimu-
lating the PNS, slow breathing also improves pulmonary ventilation, gas exchange and
arterial oxygenation. Additionally, reduced SNS activity may be the result of a decrease in
chemoreflex activity due to the reciprocal influences of the baroreflex and chemoreflex [197].
The NTS has been proposed as an integrating center for the baroreflex, chemoreflex and
Hering-Breuer reflex and plays an important role in the effect of breathing on cardiovascular
modulation.
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The literature demonstrates a close link between oxidative stress and inflammation.
Both ANS branches are able to regulate both oxidative stress and inflammation simultane-
ously.

During exercise, an increase in respiration and oxygen uptake take place with the
purpose of directing a high quantity of O2 to the body’s vital organs. After the oxygen is
used, a lot of ROS/NRS are produced. High levels of ROS induce the activation of antiox-
idant defenses and this will cause a positive adaptation of the nervous system. Training
can decrease systemic oxidative stress and it also has a positive impact on antioxidant
defenses. A single session of overload training (in large volume or over a long time period)
can cause oxidative distress, leading to the loss of beneficial health outcomes related to
physical activity. However, if training continues the body can adapt to the exhaustive
physical activity by increasing the expression of antioxidant enzymes.

If oxidative stress is reduced or antioxidant capacity is increased with training then
less inflammatory process will occur during training. Physical exercise is an efficient
clinical tool that limits chronic inflammation using complex mechanisms to activate the
immune system, which increases the level of anti-inflammatory cytokines and limits pro-
inflammatory cytokine levels in the blood plasma and serum.

Physical activity, by enhancing the parasympathetic tone and activating the cholin-
ergic anti-inflammatory pathway, may be a therapeutic strategy for reducing chronic
inflammation and preventing many chronic diseases. If PE can produce inflammation
during and after its execution, regular physical exercise training may be considered an
anti-inflammatory therapy. Moreover, pro-inflammatory processes that occur after exercise
may be vital for long-term adaptive responses to exercise training.

The SNS’s effects on glucose and lipid metabolism are mediated by circulating glucagon,
epinephrine, direct sympathetic liver innervation, adipose tissue and skeletal muscle. The
effects of the PNS on glucose and lipid metabolism are mediated by insulin and direct
parasympathetic innervation of the liver. Generally, sympathetic stimulation produces
catabolic effects while parasympathetic stimulation produces anabolic effects.

Sympathetic stimulation leads to hepatic glucose production by activating glycogenol-
ysis in fed states and gluconeogenesis in fasted states. In addition, hormones, such as
insulin or leptin, may indicate the peripheral metabolic state, the hypothalamus being
the principal site for the integration of autonomic function in the control of appetite reg-
ulation and glucose and lipid metabolism [198]. Insulin stimulates glucose and free fatty
acid uptake, inhibits lipolysis, promotes the reesterification of fatty acids to triglycerides
and stimulatese lipogenesis [198]. Additionally, insulin increases protein synthesis, cell
proliferation and growth and enhances SNS activity. The solitary and ambiguous nuclei in
the brainstem and the dorsomedial, ventromedial, paraventricular, supraoptic and arcuate
nucleii in the hypothalamus are all sensitive to insulin levels. Intracerebroventricular
injection of insulin increases MSNA, which shows that insulin may act as a direct mediator
of sympathetic overdrive in metabolic syndrome [199].

Several studies have shown that SNS hyperactivity precedes and predicts the appear-
ance of impaired glucose metabolism and insulin resistance. On the other hand, hyper-
insulinemia can contribute to chronic sympathetic activation. Impaired parasympathetic
regulation of glucose is a risk factor for chronic hyperglycemia and insulin resistance [200].
Insulin resistance promotes ROS accumulation, DNA damage and mitochondrial and en-
dothelial dysfunction and can also exacerbate inflammatory responses. The secretion of
leptin, a hormone produced primarily by adipose tissue that acts on specific receptors in
the hypothalamus to decrease appetite, is increased by insulin, corticosteroids, TNF-alpha
and estrogens and is decreased by androgens, growth hormone, catecholamines and free
fatty acids [201]. Leptin promotes weight loss by increasing energy expenditure through
stimulation of the SNS in thermogenic brown adipose tissue and in non-thermogenic organs
(heart, kidney, adrenal medulla). A deficit of leptin can lead to obesity, insulin resistance
and glucose tolerance impairment. Increased plasma leptin levels found in obesity may
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reflect a high fat mass and partial resistance to leptin. Weight-loss via PE reduces leptin
levels and raises insulin sensitivity.

In summary, PE causes lower HPA axis, SNS, oxidative stress and inflammatory activ-
ity and increased PNS activity. In addition, PE also contributes to greater cardiovascular
and respiratory function, insulin sensitivity and neuroplasticity and higher levels of neu-
rotrophic factors, which may all contribute to the beneficial effects of regular exercise
(Figure 3).
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The promotion of PE in medicine and its influence on human health has led to the
assimilation of the notion of “Exercise is Medicine” [202]. At the moment, a current
research topic also looks at how estrogen/progestogen secretion is influenced by physical
activity [203].

Besides the promotion of physical exercise, having an antioxidant-rich diet with
healthy eating habits can prevent oxidative stress and inflammation. The beneficial
effects of endogenous antioxidants are improved by PE, but exogenous antioxidants
such as vitamins, omega 3 fatty acids, polyphenols, coenzyme Q10, alpha lipoic acid, etc.,
can also have a positive effect on athletic performance. In recent years, many studies
have been focused on the search for natural compounds that can reduce oxidative
stress and inflammation. It has been observed that people consuming Mediterranean or
Asian diets have a reduced risk of developing neurodegenerative diseases. It has been
found that these specific diets contain high amounts of different phenolic compounds
that are found in green tea, extra virgin olive oil, resveratrol, curcuminoids, fruits and
aromatic herbs, which may have a preventive effect against inflammation and oxidative
stress [204]. It has also been demonstrated that a diet poor in antioxidants can lead to
increases in oxidative stress during intensive short-term exercise. Supplementation with
multivitamins before and during a marathon has been found to prevent an increase in
lipid peroxidation [205].
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Taherkhani and colleagues demonstrated that increased levels of ROS and cytokines
in the body act as a double-edged sword. In addition to the destructive effects of oxidative
stress, they can promote processes that create various adaptations in the body, such as
increasing protein synthesis, activating insulin signaling and mitochondrial biogenesis
and positive regulation of antioxidants [206]. Additionally, they point out that the effect
of antioxidant supplements on improving oxidative stress and inflammatory cytokines is
somewhat ambiguous [205]. On the other hand, it has been shown that sulforaphane can
counteract oxidative stress and suppress inflammation by decreasing NF-kB leves [207].
Similarly, terpenoids can reduce oxidative stress by stimulating the nuclear factor erythroid-
2/heme oxygenase-1 pathway and to decreasing NF-kB levels [208]. Choi et al. reported
that the daily consumption of 1.5 L of electrolyte-reduced water was effective at reducing
measures of basal oxidative stress [209]. Cannataro et al. demonstrated that consuming a
ketogenic diet and microRNAs, particularly miR-30a-5p, are correlated with antioxidant
homeostasis [210]. Ruhee et al. investigated the efficacy of sulforaphane on macrophages
and proved that cells previously exposed to sulforaphane displayed attenuated oxidative
stress and inflammation due to reductions in nitric oxide and cytokine expression [211].
Similar antioxidant effects were observed after the administration of alpha-lipoic acid by
Andreeva-Gateva [212].

PE is considered a valuable non-pharmacological therapy, but it must be included in a
lifestyle strategy designed to enhance overall wellbeing, in which diet also plays an impor-
tant role. This combination can beneficially influence oxidative stress and inflammation
levels [213].

3. Concluding Remarks

In this review, the recent scientific literature has been carefully analyzed in order
to demonstrate the existence of a close relationship between physical training and anti-
inflammatory and antioxidant effects on the autonomic nervous system.

We know a lot about the benefits of exercise, but lack information about the correct
mode, type, length and frequency of exercise necessary to gain such benefits. The quality of
low-volume exercise performed with high intensity has become more and more notewor-
thy with many studies showcasing the comparable efficiencies of high-intensity interval
workouts and traditional training [214].

Even though there are many ways in which physical exercise can be structured, it is
important that individualized training is prescribed that takes into account the characteris-
tics of the person doing the training with the aim of achieving the optimal physiological
outcomes. Stanley et al. suggested that a monitory system should be used in which the HRV
and training logs are included in the daily routine of the person doing the exercise [215].
Their results show that the time required for complete cardiac autonomic recovery after a
single aerobic-based training session is up to 24 h for low-intensity exercise, 24–48 h for
threshold intensity exercise, and at least 48 h following high-intensity exercise [215].

The recommendations regarding moderate-intensity exercises for most people are 30
min/day 5 days/week. For people with diseases like autonomic disorders, the training
should be conducted under expert supervision. Moderate exercise is recommended to
improve physiological and functional capabilities because it increases the expression of
antioxidant enzymes. Mechanistic analyses of free radicals and antioxidants may be
useful for physiotherapists and health professionals, particularly when comparing different
exercise regimes in order to outline appropriate recommendations for physical exercise in
health guidelines.

Summary and Future Directions

The ANS is a vast network of nerves affecting every organ in the body and is responsi-
ble for maintaining the balance between the body and the mind. Health is a result of the
harmonic interchange between the SNS and PNS branches of the ANS.
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