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Abstract 

There are a number of characteristics responsible for the loss of vascular as well as metabolic integrity which is 
associated with the aging progression. These vascular and metabolic integrity losses instigate comprehensive damage 
in regional, biomarker, and functional areas. Instead, Exercise plays a dynamic role in sustaining a healthy body, 
consequently support to uphold healthy vascular and cellular integrity to maintain a healthy brain. Although the human 
brain shrinks with increasing age, reports have hinted that the brain is likewise capable of significant plasticity in 
individuals with progressive age. In this review, the prospective benefits of exercise that have the ability to modulate 
the plasticity of the aging brain, particularly the hippocampus will be discussed. This review will further elaborate on 
how these exercises modulate the plasticity of the aging hippocampus based on previous and current reports. 
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1. Introduction

The hippocampus is a formation in the brain which is slightly curved and plays an important role in the limbic system. 
The hippocampus plays a vital function in the formation, organization, and storage of novel recalls as well as linking 
particular sensations and emotions to these recalls. Studies also have shown that diverse sub-regions of the 
hippocampus play a vital function in particular categories of memory [1]. The actual portion of the hippocampus is 
intricated in the processing of unique memories. Reports of London cab drivers by Maguire EA et al. discovered that 
navigating complex measures a large city street is interconnected to the progress of the hippocampal rare region [2]. 
The hippocampus similarly plays a function in consolidating memories in sleep. Studies by Peigneux P et al. hinted that 
the more activity of the hippocampus in sleep subsequently after certain training is learning practice leads to healthier 
recall of the material the next day [3]. Impairment to the hippocampus by illness or injury be able to affect an individual's 
memories and their capability to form novel memories. Thus, impairment of the hippocampus can especially affect the 
unique memory or the capability to memorize directions, locations, and orientations. An earlier report stated that 
impairment to the hippocampus has been noticed upon post-mortem examination of the brains of people with amnesia. 
Such impairment is interrelated to complications with forming explicit memories e.g. names, dates, and events [4]. The 
precise influence of impairment can vary depending on which hippocampus has been affected. Investigation on mice 
suggests that impairment to the left hippocampus disturbs the remembrance of spoken information whereas 
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impairment to the right hippocampus affects a problem with visual information [5]. Factors that be able to affect the 
role of the hippocampus may differ. Studies recommend that age may correspondingly have a main impact on the 
implementation of the hippocampus. Magnetic resonance imaging (MRI) scans of human brains have discovered that 
the human hippocampus shrinks by approximately 13% between the ages of 30 and 80 [6]. Reports by Sherwood CC et 
al. furthermore suggest that individuals who experience such a loss measure substantial declines in memory 
functioning. Cell degeneration in the hippocampus has similarly existed interrelated to the onset of Alzheimer's disease 
[7]. An investigation by Duzel E et al. indicates that exercise might aid in protecting the hippocampus from the harmful 
effects of aging [8]. Hence, we provide a brief review, based on the current state of knowledge, we have conversed the 
possible benefits of exercise that can regulate the plasticity of the aging hippocampus. 

2. Exercise and neuroplasticity/ brain plasticity 

For many years, researchers thought that neurogenesis, i.e., the production of new neurons throughout the division of 
stem cells inside the brain, takes place only thru embryonic development and not after the brain is completely 
developed. However, in recent decades, experimental evidence by Whitman, M. C et al, and Kempermann, G et al. has 
publicized that neurogenesis happens likewise in the adult brain in two particular regions: the olfactory bulb, scrambled 
in the sensitivity of odors, and the hippocampus, mainly involved in memory consolidation [9-10]. In the hippocampus, 
multipotent undifferentiated neural stem cells, placed in the subgranular zone of the dentate gyrus, give rise to neural 
progenitor cells. These cells multiply therefore migrate into the granule cell layer then distinguish into neurons, 
astroglia, or oligodendrocytes [11].  

2.1. Effects of Exercise on astrocytes and Neuroplasticity 

Astrocytes are vital moderators of numerous aspects of synaptic transmission besides neuroplasticity. Instead, exercise 
has been exhibited to produce neuroplasticity and synaptic modifying. A preceding narrative review on the function of 
astrocytes on the outcomes of exercise on intermittent recall function by Loprinzi PD indicates that exercise can rise 
astrocytic dimension, diminish astroglia degeneration, progress astrocytic aquaporin-4 appearance, and expansion 
astrocytic transporter intensities. [12]. Another review by Tsai SF et al. implicates lactate as a minimum a supplemental 
metabolite, besides as an essential molecule tangled in plasticity associated gene expression. While brain lactate 
metabolism is distorted by mutually aging than exercise, it is essential to tackle whether lactate straightforwardly 
contributes to the outcomes of aging and exercise on recall function [13]. An investigation by Adam JL et al. showed that 
exercise amends astrocytes in an exercise then region reliant approach as dignified by GFAP plus SOX9 
immunohistochemistry besides morphological examination in male mice. [14]. Another research on exercise intervened 
astrocytes plus radial glia-like cells by Morgan ES et al. suggests that subsequently exercise, the cleaved caspase3 
appearance can aid a non-apoptotic function in these hippocampal astrocytes plus radial glia alike cells. [15]. A study 
on astrocyte modifying thru controlled exercise in Alzheimer’s disease by Irina Belaya et al. disclosed that Controlled 
bodily exercise regulates the responsive astrocyte state, that might be accompanying through astrocytic BDNF plus PSD-
95 to better cognition in 5xFAD hippocampi [16]. According to the study on astrocytes modulate brainstem by Shahriar 
S et al. signify that astrocytes regulate the pursuit of CNS circuits producing the respiratory rhythm, vitally provide 
adaptive respiratory responses in circumstances of improved metabolic needs as well as establish the exercise ability 
[17]. A study by Takashi M et al. on astrocyte glycogen originated lactate suggests that their report specifies straight 
evidence for the vigorous function of astrocytic glycogen originated lactate in the extensive exercising brain, involving 
the importance of the level of brain glycogen in durability. Glycogen upheld ATP in the brain is a probable defense 
mechanism for neurons in the fatigued brain [18]. Several added reports by multiple investigators furthermore suggest 
that exercise aids recover the modifying of astrocyte morphology or plasticity in mice than humans through different 
routes in numerous brain-related conditions [19-25]. 

2.2. Effects of Exercise on microglia and Neuroplasticity 

Microglia are a form of glial cell found in the brain and spinal cord. In the past years, it has become obvious that the 
immune system can disturb the role of the CNS. Noticing aspects that persuade neuroinflammation then examining 
latent anticipatory treatments is estimated to expose the ways of upholding usual microglial activity in the elderly brain 
[26]. It is necessary to preserve the brain cognitive function and avoid the maladaptive reactions that arise via illness 
or injury through maturity and aging [27]. A report by Elisa G. et al. suggests that exercise or CSF1R inhibition avoids 
damage of innervation in elderly mice via alteration of microglia [28]. Another report raveled that hippocampal aging 
is cooperative to pro-youth involvements. Revealing fundamental mechanisms of hippocampal aging plus rejuvenation 
will stipulate the basis for emerging clinically feasible mediations in the aged that can neutralize brain aging and 
vulnerability to age-associated neurodegenerative disease [29]. A study on elderly mice was carried out by Rachel AK 
et al recommended that wheel running could mitigate microglia division, therefore, encourage a pro-neurogenic 
phenotype in elderly mice [30]. Another study by Caroline PB et al. recommends that Low-volume high-intensity 
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interval exercise established on lactate threshold appears to be further efficient subsequently cerebral ischemia than 
exertion coordinated moderate-intensity aerobic exercise to progress aerobic fitness then grip strength besides could 
encourage cerebral plasticity [31]. Research by Sun LN et al. implied that exercise stress-induced neuronal inflammatory 
reactions in the hippocampus are accompanying HIE-induced cognitive discrepancies, that can be tangled in the 
upregulation of the JNK/p38/ERK pathway [32]. Another animal model research in clinical sceneries by Martina S et al. 
implies that the positive outcomes of exercise have been associated with better intensities of neurotrophic factors, 
raised expression of anti-inflammatory cytokines, plus condensed intensities of pro-inflammatory cytokines, and 
initiated microglia [33]. Several added studies by various investigators similarly support these investigations [34-40]. 

2.3. Effects of Exercise on autophagy and Neuroplasticity 

Autophagy is a vital portion of growth directive and the preservation of homeostasis in multicellular organisms. 
Mitophagy has been detected as selective autophagy in numerous functional processes and illnesses [41-42]. On the 
other hand, autophagy and neurogenesis play a crucial function in upholding cellular homeostasis of neurons in the 
brain. [43]. A recent report on the influence of exercise on lysosomal functions in the brain by Jun H et al found that 
exercise encouraged the nuclear translocation of TFEB in the cortex that upregulated accompanying autophagy then 
lysosome. Exercise straightforwardly triggered the autophagy or lysosome procedure through the upregulating of 
AMPKSIRT1 signaling. These outcomes indicate that running exercise stimulates a lysosomal utility in the brain across 
the AMPK-SIRT1-TFEB pathway [44]. Prior research on Bodily exercise alleviates doxorubicin persuaded brain cortex 
by Marques-Aleixo I et al have established that the amendments in mitochondrial biogenesis, dynamics and autophagy 
indicators persuaded via exercise accomplished before plus during therapy can provide to the spotted protecting brain 
cortex and cerebellum mitochondrial phenotype that is further unaffected to oxidative injury and apoptotic signaling in 
sub persistently DOX cured animals [45]. Another research on Parkinson's disease by Koo JH et al established that TE 
can lessen α-Syn intensities thru refining mitochondrial role and aggregate autophagic flux, thus ameliorating chronic 
MPTP/P persuaded motor discrepancies in mice with PD [46]. 

2.4. Effects of Exercise on mitochondria and Neuroplasticity 

Mitochondria form a broad network in numerous cells upheld by an obscure equalize amongst fission and fusion, 
mitochondrial biogenesis, and mitophagy [47-48]. A study on elderly mice by Aaron M et al suggest that exercise training 
in aged mice be able to progress brain mitochondrial role throughout outcomes on electron transport chain utility then 
mitochondrial dynamics deprived of aggregate mitochondrial biogenesis [49]. Another study on mice by Aguiar AS et al 
revealed that exercise seems to occupy mitochondrial pathways and to potentiate neuroplasticity and could be related 
to mood perfection [50]. Research by Luo L et al suggests that maintenance of cognitive function by longstanding 
exercise is related to the expansion of mitochondrial property control in the elderly hippocampus and that lysosomal 
degradation is essential for this progression. Their findings suggest that it might be efficient approaches for decelerating 
down age-associated cognitive decline [51]. Another prior research report by Teresita LB et al recommends a 
connection concerning behavioral exercise and synaptic plasticity in the section adjoining to the injury and metabolic 
link of this synaptic plasticity is an enlarged quantity of mitochondria at synaptic axon terminals [52]. Nonetheless, a 
study by Park HS et al on physical exercise and hippocampal neuroplasticity and mitochondrial function indicated that 
low-intensity exercise can support in avoiding cognitive dysfunction while chemotherapy in patients with numerous 
cancers [53]. A recent research report by Park SS et al also indicated that bodily exercise stimulated dorsal raphe 
nucleus (DRN) roles, thus lessening mood disorders. Hence, the study outcomes propose that exercise can avoid mood 
disorders triggered by early-life stress. [54]. Researches by some other academics likewise suggested the effectiveness 
of bodily exercise on mitochondrial role thus improving the neuroplasticity in different diseases [55-57]. 

2.5. Effects of Exercise on neuroinflammation and Neuroplasticity 

Exercise and its influence are satisfactorily proven in modern-day society [33]. Research on elderly rats by Gomes da 
Silva S et al. indicated that a promising outcome of physical exercise in the poise between hippocampal pro-
inflammatory and anti-inflammatory in aging [58]. Another research on mice by Liu Y et al indicated that temporary 
resistance exercise enhanced cognitive function in 3xTg mice, and deliberated favorable outcomes on 
neuroinflammation, amyloid, tau pathology, and synaptic plasticity. Resistance exercise can characterize an alternate 
exercise approach for delaying disease advancement in AD [59]. A recent study by Martha PD et al. correspondingly 
stipulates evidence concerning the function of neuroinflammation and bodily exercise in the alteration of adult 
hippocampal neurogenesis with prominence on the initiation of development from adult neural stem cells to lineage-
committed progenitors to their posterity primarily in murine models [60]. Another study by Hueston CM et al indicated 
that youth characterizes a crucial phase of the lifespan throughout which external features e.g. stress and exercise be 
able to affect hippocampal maturity and can modify the reaction to challenges e.g. neuroinflammation in later life [61]. 
Other researchers subsequently confirm the exercise benefits for neuroinflammation and neuroplasticity [62-63]. 
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3. Discussion 

For a long period, it has been presumed that brain plasticity peaks at an early age, then steadily declines with age. This 
is similarly highlighted by the countenance that is denoting that individuals who became familiar with doing things in a 
certain method will not simply unrestraint their conduct and amendment their behavior. Credits to wonderful 
developments in imaging techniques for assessment of brain structure and function, increasing evidence for enduring 
brain plasticity has been made over the previous years. Training leads to upgrading in and modification of 
implementation on motor tasks then the vigorous behavioral course is linked with transformed brain pursuit, 
happening in a related manner in youthful and elderly adults. Moreover, efficient brain modifications, training 
additionally encourages fundamental modifications, e.g. modifications in regional brain grey and white matter 
arrangements that are usually engaged throughout task implementation. [64]. Aging of the brain is an extremely 
multifaceted biological procedure linked with decreases in sensory, motor, and cognitive functions. Nevertheless, aging 
is not an illness. Aging is a usual physiological course that be able to progress without the presence of simultaneous 
illnesses. Nonetheless, with increasing age, the probability of people suffers from dementia, as a result of that 
physiological course of aging, has been assumed. Moreover, it has been recommended that at approximately 120 years 
of age, deprived of simultaneous illnesses, the people of neocortical synapses can drop to the level discovered in AD, 
with damage of intracerebral connectivity of approximately 40%. This damage can consequence in exact principal senile 
dementia without the existence of the plaques and tangles that depict AD. While this information is open to discussion 
and refers to an extremely longstanding age, which is at the upper boundary of human longevity, they yet uncover the 
bosom connection concerning age and disease [65]. For over two decades, there have been widespread researches of 
practice-centered neural plasticity investigating efficient uses of brain plasticity for cognitive and motor improvement. 
The study implies that human brains constantly endure through structural reform and functional modifications in 
reaction to stimuli or exercise. The idea of lifespan brain plasticity has been prolonged to elder adults in relation to the 
aids of cognitive exercise and physical treatment. It was presented that the idea of neural plasticity from a progressive 
viewpoint. Then, it was noticed that motor learning frequently denotes thoughtful exercise and the subsequent 
presentation improvement and adaptableness. As discussed, the adjacent interaction amongst neural plasticity, motor 
learning plus cognitive aging. Afterward, it was studied investigation on motor ability attainment in elder adults with 
or without, damages comparative to aging-associated cognitive deterioration. It was then emphasized the consequences 
of neural plasticity in abilities learning and cognitive therapy for aging people [66]. A prior review suggests that the 
plasticity of nerve cells is nearly entirely dissolved throughout aging. They have recommended that aging is a bodily 
course that happens asynchronously in diverse parts of the brain and that the degree of that course is regulated by 
environmental aspects and linked to the neuronal-synaptic molecular substrates of the respective region. They 
highpoint the outcomes after their specific laboratory on the crescendos of neurotransmitters in diverse regions of the 
brain. Precisely, they have studied first the consequences of aging on neurons, dendrites, synapses, as well as on 
molecular and efficient plasticity. Then, the consequences of environmental enhancement on the brain of early and aged 
animals. Afterward, the outcomes of an augmented environment on the age-associated fluctuations in neurogenesis and 
the extracellular absorptions of glutamate and GABA in the hippocampus, and dopamine, acetylcholine, glutamate, and 
GABA under a state of acute mild stress in the prefrontal cortex [67]. A recent study stated that aging in humans and 
animals is linked with steady and inconstant modifications in certain cognitive tasks, nevertheless the reasons and 
elucidates specific discrepancies remain uncertain. Hydration declines with aging however whether dehydration 
donates to cognitive dysfunction is not identified. The brain hydration of aging mice was resolute by colloid osmotic-
pressure titration. Dehydration raised with age or a progressive loss of brain water although appeared to level off 
subsequently. When regulated dehydration in hippocampal portions of <8-week-old mice to the intensities perceived 
in mice 40 weeks and elder, their basal synaptic responses remained augmented at all incentive voltages examined, 
although initiation of late-stage long period potentiation was decreased. Their consequences document progressive 
brain dehydration with age in congenital mice to intensities at which in vitro synaptic plasticity seems dysregulated. 
They furthermore recommended that dehydration donates to certain of the fluctuations in synaptic plasticity perceived 
with aging, maybe due to changes in neuronal excitation mechanisms [68]. Another study on mice was done by Shanshan 
Ren et al. to study the consequences and mechanisms of exercise on resisting brain aging after the phase of synaptic 
plasticity. They have discovered that in the Morris water maze examination, brain aging mice exhibited a substantial 
lengthier emission expectancy than the usual control mice. Brain aging mice and training showed a significantly shorter 
EL than brain aging mice, but no difference was found when compared with usual control mice. There was no statistical 
distinction in EL amongst the controls and exercise groups. The number of synaptosomes in brain aging mice plus 
exercise remained fewer than individuals in non-brain aging mice. The number of synaptosomes in brain aging mice 
plus exercise was more than brain aging mice. There was no statistical variance in the number of synaptosomes between 
the controls and exercise cluster. Membrane fluidity of synaptosomes: the viscosity of membrane in the brain aging 
cluster was higher than in the non-brain aging cluster and higher than the brain aging plus exercise cluster. There was 
no statistical variance in viscosity of membrane amongst brain aging cluster and non-brain aging cluster, besides 
amongst the controls and exercise cluster. The AChE activity in brain aging and brain aging plus exercise cluster were 
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higher than individuals in the control and exercise cluster. There was no statistical variance in AChE activity among the 
controls and exercise cluster. These findings suggest that exercise can efficiently safeguard in contradiction of a 
deterioration in the capability of learning and recall in brain aging mice [69]. Nonetheless, another review on brain 
plasticity and neural recovery stated that lifetime devotion to a least commended physical activity appears to be linked 
with indicators of cognitive function plus neuronal integrity in later age [70]. In our review, an overall discussion was 
made based on the current state of knowledge on how exercise regulates the plasticity of the aging hippocampus.  

4. Conclusion 

The hippocampus plays a vital role in the formation, organization and storage of novel memories. Factors that be able 
to disturb the role of the hippocampus can differ. Reports indicate that age can correspondingly have a key influence on 
the performance of the hippocampus and various mechanisms have been proposed. Therefore, in this article, we 
presented a brief review of the exercise that aids modulating the plasticity of the aging brain particularly the 
hippocampus in a multifactorial manner, consisting of astrocytes, microglia, autophagy, mitochondria and 
neuroinflammation. 
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