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Abstract: Cellular senescence leads to irreversible cell cycle arrest and changes in gene expression that influence several 
cellular processes within the central nervous system. This review comprehensively examines the impact of cellular senescence 
on various cell types like neurons, microglia, astrocytes and oligodendrocytes and how the accumulation of senescent cells leads 
to neurodegeneration. The senescence associated secretory phenotype of these cells leads to chronic neuroinflammation 
through the secretion of pro-inflammatory cytokines and chemokines. Senescence also impairs adult neurogenesis and myelin 
repair processes. With age, the numbers of senescent cells increase due to telomere shortening and mitochondrial dysfunction 
resulting oxidative stress. This causes a decrease in brain volume and loss of cognitive functions. Senescent vascular cells 
compromise the blood-brain barrier integrity exacerbating neuroinflammation. Targeting the removal of senescent cells and 
modulating their secretory phenotype offers new therapeutic avenues to mitigate neurodegeneration and age-related cognitive 
decline.   
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1. Introduction 

Neurodegeneration refers to the gradual deterioration and loss of structure and function of neurons in the central nervous system. 
It underlies several devastating neurological disorders that have a devastating impact on individuals and cause a tremendous 
economic burden. Some of the major neurodegenerative diseases include Alzheimer's disease (AD), Parkinson's disease (PD), 
amyotrophic lateral sclerosis (ALS), frontotemporal dementia (FTD), Huntington's disease (HD) and multiple sclerosis (MS). 
These disorders are characterized by selective vulnerability and progressive death of specific neuronal populations in distinct 
regions of the brain and spinal cord. [1-5] The prevalence and incidence of neurodegenerative diseases rise exponentially with 
advancing age. Age is recognized as the strongest risk factor, with most cases developing after the age of 60 years. According to 
some estimates, the number of people living with neurodegenerative diseases will double in the next 25 years owing to increased 
life expectancy and aging of the population worldwide. [6-11] Although aging is a complex biological process influenced by both 
genetic and environmental factors, cellular senescence appears to play a key role in modulating the aging process and predisposing 
to age-related diseases. [12-14] 

Cellular senescence refers to an irreversible proliferation arrest of somatic cells in response to various stresses like telomere 
shortening, oxidative stress, oncogene activation or DNA damage. It is an important tumor suppression mechanism that prevents 
uncontrolled cell division. [15-18] However, the accumulation of senescent cells interferes with tissue homeostasis and contributes 
to aging and age-related pathologies. Senescent cells develop distinct molecular and phenotypic alterations collectively referred to 
as senescence-associated secretory phenotype (SASP). The SASP involves the secretion of pro-inflammatory cytokines, 
chemokines, proteases, growth factors and extracellular vesicles by senescent cells that disrupt tissue microenvironment. Increased 
senescent cell load has been detected in various tissues during aging and in association with age-related diseases. [19-24] 
Transplantation of minimal numbers of senescent cells into young mice is sufficient to induce accelerated aging phenotypes. 
Conversely, removal of p16INK4a-positive senescent cells using genetic clearance techniques has shown to notably delay age-
related deterioration and increase healthspan in several mammalian models. This highlights the causal role of cellular senescence in 
biological aging and age-related dysfunction and diseases. [25-29] 
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In the central nervous system, the accumulation and persistence of senescent neurons, glia and neural progenitor cells with 
advancing age could have profound implications by interfering with distinct neurobiological processes like neurogenesis, 
myelination, brain plasticity and blood-brain barrier integrity. [30-34] The aim of this review is to provide a comprehensive 
assessment of the current knowledge regarding the mechanistic involvement of cellular senescence in driving neurodegeneration. 
A special focus will be given to discussing the detrimental role of SASP factors secreted by senescent glia in promoting chronic 
neuroinflammation. Potential therapeutic strategies targeting senescent cell clearance or SASP modulation will also be explored 
with their translational significance for mitigating neurodegeneration. 

2. Cellular senescence 

2.1. Cellular senescence and molecular signatures 

The major molecular signatures of cellular senescence include permanent cell cycle arrest regulated by tumor suppressor pathways 
involving p53-p21-Rb and p16INK4A-Rb. The p16INK4A-Rb pathway is considered as the major effector involved in 
establishing and maintaining senescence by inhibiting cyclin-dependent kinases CDK4 and CDK6. [35-39] Senescent cells also 
exhibit senescence-associated β-galactosidase activity at pH 6, which serves as a biomarker for senescence. Another distinctive 
feature is the senescence-associated secretory phenotype (SASP) where senescent cells secrete various pro-inflammatory cytokines, 
chemokines, growth factors, proteases and extracellular vesicles mediating paracrine senescence induction in surrounding cells. 
The SASP is dependent on several signaling pathways involving NF-κB, IL-1α and p53. [40-44] Cellular senescence is also 
associated with mitochondrial dysfunction, impaired autophagy and accumulation of damaged mitochondria leading to increased 
oxidative stress. Senescent cells also show increased lipofuscin deposition and metabolic shift towards glycolysis. These molecular 
signatures (detailed in Table 1) contribute to the establishment and maintenance of senescence phenotype. [45-49] 

Table 1. Senescence Signatures and Biomarkers for different Neural Cell Types 
 
Cell Type Senescence Signatures Key Senescence Biomarkers 

Neurons Permanent cell cycle arrest, mitochondrial dysfunction, 
increased ROS, elevated inflammatory genes 

Increased p16Ink4a, p53, nucleocytosolic 
blebbing, lipofuscin deposits 

Astrocytes Enlarged and flattened morphology, activation of p16-pRB 
pathway, SASP factors secretion 

SA-β-gal activity, elevated IL-6, CCL2, TNFα 
expression 

Microglia Impaired phagocytic ability, pro-inflammatory phenotype, 
reduced neurotrophic support 

Annexin A1 downregulation, increased CD11b 
and CD68 surface markers 

Oligodendrocytes Defective myelination, reduced migration/proliferation, 
mitochondrial defects 

Lower proliferation marker Ki67, elevated 
lipocalin 2, activated p38-MAPK pathway 

Endothelial Cells Disrupted tight junctions, abnormal morphology, higher 
MMP secretion 

Elevated p21, vWF, ICAM1 proteins, disrupted 
ZO-1 tight junction expression 

 

2.2. Role of Cellular senescence in neurodegeneration 

The accumulation and persistence of senescent cells in the aging brain can influence neurodegeneration through multiple 
mechanisms [50]: 

 Senescent neuronal cells show permanent cell cycle arrest hindering the self-renewal capacity of neurons. This leads to a 
gradual loss of neurons contributing to neurodegeneration. [51, 52] 

 Microglia and astrocyte senescence results in chronic neuroinflammation through increased secretion of pro-
inflammatory factors as part of SASP. This inflammatory environment induces bystander senescence in surrounding glial 
cells generating a vicious cycle of neuroinflammation. [53-55] 

 Oligodendrocyte senescence impairs myelin repair and remyelination processes in demyelinating conditions like multiple 
sclerosis. Persistent demyelination makes neurons vulnerable to damage and cell death.[56-58] 

 Senescent endothelial cells and pericytes disrupt the blood-brain barrier integrity through increased MMPs secretion. 
This allows infiltration of peripheral immune cells and inflammatory molecules worsening neuroinflammation. [59-62] 

 Accumulation of senescent neural progenitor cells decreases the innate regenerative capacity of the brain by impairing 
adult neurogenesis and reducing production of new neurons from progenitor cells in the hippocampus and SVZ. [63-67] 

 Mitochondrial dysfunction and increased oxidative stress in senescent cells promotes neurodegeneration by causing 
oxidative damage to lipids, proteins and DNA in neurons. [68-70] 
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Figure 1. Cellular senescence in the neurons (Image source: © Christopher Nelke, Christina B. Schroeter, Marc Pawlitzki, Sven 

G. Meuth, Tobias Ruck, Cellular senescence in neuroinflammatory disease: new therapies for old cells?, Trends in Molecular 
Medicine, Volume 28, Issue 10, 2022, Pages 850-863) 

2.3. Cellular senescence and neuroinflammation 

A hallmark of aging brain is increased neuroinflammation characterized by elevated circulating pro-inflammatory cytokines and 
chronic microglial activation. [71-74] This is thought to be mediated by SASP factors secreted by age-accumulated senescent cells 
in the brain. Some of the major SASP factors implicated in neuroinflammation include: 

 IL-6: Increased IL-6 levels are found in aged brains as well as AD patients. IL-6 can directly damage neurons and 
oligodendrocytes exacerbating neurodegeneration. [75-80] 

 IL-1β: Microglia and astrocyte secreted IL-1β induces neuronal damage and synaptic dysfunction contributing to age-
related cognitive impairments. [81-84] 

 TNF-α: Upregulated TNF-α amplifies neuroinflammatory response by activating microglia and promoting secretion of 
other pro-inflammatory mediators. [85-87] 

 CCL-2: Increased CCL-2 attracts peripheral macrophages into the brain worsening neuroinflammation and amyloidosis 
in AD. [88-90] 

 MMPs: Matrix metalloproteinases like MMP-9 secreted via SASP disrupt the blood-brain barrier integrity and promote 
neuroinflammation [91] 

3. Neurogenesis 

Neurogenesis and myelin repair are important endogenous regenerative mechanisms in the adult central nervous system. Cellular 
senescence has detrimental effects on both these processes: 

3.1. Adult Neurogenesis 

Accumulation of senescent neural stem/progenitor cells in the subventricular zone and dentate gyrus decreases the pool of 
available progenitors for adult neurogenesis. [92] 
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SASP factors secreted by senescent glial cells like IL-6 and TNF-α create a pro-inflammatory microenvironment inhibiting the 
proliferation and differentiation of neural progenitors into neurons. Mitochondrial dysfunction and oxidative stress in senescent 
progenitors induces DNA damage reducing their self-renewal capacity and survival. Microglia and astrocyte senescence leads to 
disrupted neurogenic niche due to impaired structural and functional support for neurogenesis. [93] 

3.2. Myelin Repair 

Senescent oligodendrocyte precursors have reduced proliferation and differentiation potential needed for remyelination in 
demyelinating lesions. Increased MMPs in SASP degrade myelin sheets and inhibit migration of precursor cells into lesion sites 
hindering repair. [94] Pro-inflammatory environment due to SASP deters precursor cell maturation and impairs recruitment of 
supportive cells like microglia for efficient remyelination. Mitochondrial dysfunction in senescent oligodendrocytes decreases ATP 
production required for extensive membrane wrapping during myelination. [95] 

3.3. Impact on blood-brain barrier integrity 

The blood-brain barrier (BBB) forms the interface between the peripheral blood circulation and the central nervous system. It 
maintains brain homeostasis by regulating the transport of molecules into and out of the brain parenchyma. BBB breakdown leads 
to neuroinflammation which contributes significantly to the pathogenesis of various neurological disorders. Cellular senescence of 
brain endothelial cells and pericytes compromises the integrity of BBB. Endothelial cells form the structural and functional core of 
the BBB by linking together through tight junction complexes which restrict the paracellular diffusion of solutes. Aging is 
associated with upregulation of senescence markers like p16INK4a and p21 in brain endothelial cells. [96-97] A progressive loss 
of tight junction proteins including claudin-5, occludin and ZO-1 occurs with endothelial cell senescence disrupting the barrier 
function. Senescent endothelial cells undergo morphological changes exhibiting an enlarged and flattened phenotype compared to 
their younger counterparts. This alters the proper apposition of endothelial cells compromising the integrity of tight junctions. 
[98] 

Pericytes wrapped around endothelial cells maintain their functional integrity and regulate vascular tone and blood flow within the 
brain. Aging results in accumulation of senescent contractile pericytes characterized by increased lipofuscin deposits and 
senescence-associated β-galactosidase activity. Senescent pericytes demonstrate impaired contraction-relaxation ability and 
reduced barrier-supporting capabilities through secreting pro-inflammatory mediators. The SASP of pericytes contains factors 
such as inflammatory cytokines (IL-6, IL-1β, TNF-α), metalloproteinases (MMP-2, MMP-9), and reactive oxygen species which 
cause direct disruptive effects on BBB. The increased presence and activity of MMPs, especially MMP-2 and MMP-9 are 
hallmarks of BBB breakdown under pathological conditions as well as normal aging. Studies have shown upregulation of these 
MMPs in both endothelial cells and pericytes during cellular senescence. [99] MMP-2 and MMP-9 secreted in the SASP cleave 
tight junction proteins and basal lamina components like laminin, collagen IV which are crucial for maintaining the structural and 
functional integrity of the neurovascular unit. This promotes opening of tight junctions, detachment of pericytes from the vascular 
wall and leakage of the BBB. Mitochondrial dysfunction and elevated oxidative stress are characteristic features of senescent 
endothelial cells and pericytes. This leads to production of excessive reactive oxygen species that oxidatively modify tight junction 
proteins and basal lamina components deteriorating BBB properties over time. Infiltration of peripheral monocytes and T-cells in 
the brain is also seen with aging which secrete inflammatory mediators exacerbating endothelial senescence and further BBB 
damage. Thus, senescence of the neurovascular unit contributes prominently to BBB breakdown during normal brain aging by 
secreting proteinases and pro-inflammatory factors that disrupt intercellular interactions. This facilitates transcytosis of plasma 
components into the brain extracellular fluid making neurons susceptible to damage and loss of function. Targeting cellular 
senescence mechanisms could help maintain the inherent properties of the BBB and limit age-related 
neuroinflammation.Implications of senescent cell accumulation in the brain [100-102] 

3.4. Telomere shortening and mitochondrial dysfunction in cellular senescence 

Telomeres are protective DNA-protein complexes located at the ends of eukaryotic chromosomes that prevent DNA degradation 
and instability during cell division. With each cell division, telomeres become shortened due to the end-replication problem. When 
telomeres reach a critical short length, cells enter a state of irreversible growth arrest known as replicative senescence. Telomere 
attrition has been shown to mediate cellular senescence in various brain cell types with aging and under chronic stress conditions. 
Short telomeres induce DNA damage response and p53/p21/p16 signaling driving cells into senescence. [103, 104] Accelerated 
telomere shortening also occurs in neurodegenerative disorders causing early onset of senescence in neurons and glia. 
Mitochondria play a central role in cellular senescence by generating reactive oxygen species (ROS) that damage cellular proteins, 
lipids and mitochondrial DNA. This creates a vicious cycle of mitochondrial dysfunction, ROS generation and senescence. Studies 
have reported increased mitochondrial fragmentation, impaired dynamics and electron transport chain deficiencies in senescent 
neural cells. Failure to clear damaged mitochondria through mitophagy leads to accumulation of dysfunctional mitochondria 
propagating oxidative stress and driving more cells into senescence. Thus, telomere erosion and mitochondrial dysfunction jointly 
play critical roles in the pathophysiology of neurodegeneration through induction and maintenance of cellular senescence in the 
brain. 
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4. Therapeutic strategies targeting senescent cells 

Clearance of senescent cells: Genetic ablation of p16Ink4a-positive senescent cells has been shown to alleviate aging phenotypes 
and extend healthspan in various mouse models. Drugs like senolytics specifically induce apoptosis in senescent cells by disabling 
their anti-apoptotic mechanisms. Certain natural compounds like quercetin, navitoclax and dasatinib are promising senolytic 
agents able to selectively eliminate senescent cells from various tissues including the brain, slowing aging and improving health. 
[105-110] 

4.1. Modulating SASP 

Inhibiting the NF-kB and MAPK signaling pathways which regulate SASP factor expression/secretion can suppress the 
deleterious paracrine effects of SASP. Drugs like aspirin exert neuroprotective effects through SASP modulation. Anti-
inflammatory therapies targeting specific SASP factors like IL-1β, TNFα and CCL-2 may also hold potential. [111-114] 

4.2. Mitochondria-targeted approaches 

Agents improving mitochondrial function and biogenesis, scavenging ROS and stimulating mitophagy show promise in reducing 
cellular senescence accumulation, neuroinflammation and neurodegeneration. These strategies to selectively clear senescent cells 
or temper their pro-ageing secretory activities could significantly delay neurological aging and mitigate multiple neuropathologies. 
Combination therapies may offer maximum benefits warranting further investigation. [115-118] The potential senolytic agents and 
their mechanism of action. Potential Senolytic Agents and their mechanism of action is shown in Table 2 

Table 2 Potential Senolytic Agents and their Mechanism of Action 

Agent Mechanism of Action Senescent Cell Types Cleared 

Dasatinib and 
Quercetin 

Inhibitory effects on senescence-associated secretory 
phenotype 

Fibroblasts, endothelial cells, hepatocytes, 
neural stem cells 

Navitoclax Antagonizes Bcl-xL and Bcl-2 proteins controlling 
mitochondrial apoptosis 

Lung fibroblasts, vascular smooth muscle 
cells 

Piperlongumine Induces ROS-dependent DNA damage and p53 
activation 

Mouse embryonic fibroblasts 

Fisetin Inhibits mTOR and NF-κB signaling to disrupt SASP Mouse embryonic fibroblasts 
A1331852 Disrupts anti-apoptotic protein BFL-1 Liver oval cells, endothelial cells 
FOXO4-DRI Acts via FOXO4 transcriptional factor Human mesenchymal stem cells 

5. Conclusion 

In summary, cellular senescence, characterized by permanent cell cycle arrest and SASP acquisition, emerges as a key mediator of 
neurodegeneration during aging. Accumulation of senescent cells in the brain disrupts tissue homeostasis by impairing 
neurogenesis, myelination, BBB integrity and driving chronic neuroinflammation. Telomere erosion and mitochondrial 
dysfunction causally link the biology of aging to senescence induction and maintenance in neural cells. Targeting senescence 
removal and modulation holds immense potential for delaying neurological aging and mitigating neurodegenerative disease 
progression. Further research unraveling the interactions between aging, senescence, and the neurodegenerative process will 
enable the development of novel therapeutic strategies for improved treatment and management of aging individuals.   

References 

[1] Chen W, Zheng R, Baade PD, Zhang S, Zeng H, Bray F, Jemal A, Yu XQ, He J. Cancer statistics in China, 2015. CA: a 
cancer journal for clinicians. 2016 Mar;66[2):115-32. 

[2] Freund A, Orjalo AV, Desprez PY, Campisi J. Inflammatory networks during cellular senescence: causes and 
consequences. Trends in molecular medicine. 2010 May 1;16[5):238-46. 

[3] Özcan S, Alessio N, Acar MB, Mert E, Omerli F, Peluso G, Galderisi U. Unbiased analysis of senescence associated 
secretory phenotype [SASP) to identify common components following different genotoxic stresses. Aging [Albany NY). 
2016 Jul;8[7):1316. 

[4] Flanary BE, Streit WJ. Progressive telomere shortening occurs in cultured rat microglia, but not astrocytes. Glia. 2004 
Jan;45[1):75-88. 

[5] Streit WJ. Microglia and Alzheimer's disease pathogenesis. Journal of neuroscience research. 2004 Jul 1;77[1):1-8. 



Journal of Pharma Insights and Research, 2024, 02(02), 215–225 
 

  

Quazia Ifaq et al 220 

 

[6] Flanary BE, Sammons NW, Nguyen C, Walker D, Streit WJ. Evidence that aging and amyloid promote microglial cell 
senescence. Rejuvenation research. 2007 Mar 1;10[1):61-74. 

[7] Yankner BA, Lu T, Loerch P. The aging brain. Annu. Rev. Pathol. Mech. Dis.. 2008 Feb 28;3:41-66. 

[8] Sheng H, Shao J, Morrow JD, Beauchamp RD, DuBois RN. Modulation of apoptosis and Bcl-2 expression by 
prostaglandin E2 in human colon cancer cells. Cancer research. 1998 Jan 15;58[2):362-6. 

[9] Frank MJ. Hold your horses: a dynamic computational role for the subthalamic nucleus in decision making. Neural 
networks. 2006 Oct 1;19[8):1120-36. 

[10] Cunnington AJ, Njie M, Correa S, Takem EN, Riley EM, Walther M. Prolonged neutrophil dysfunction after Plasmodium 
falciparum malaria is related to hemolysis and heme oxygenase-1 induction. The Journal of Immunology. 2012 Dec 
1;189[11):5336-46. 

[11] Triviño JJ, von Bernhardi R. The effect of aged microglia on synaptic impairment and its relevance in neurodegenerative 
diseases. Neurochemistry International. 2021 Mar 1;144:104982. 

[12] Minciullo PL, Catalano A, Mandraffino G, Casciaro M, Crucitti A, Maltese G, Morabito N, Lasco A, Gangemi S, Basile G. 
Inflammaging and anti-inflammaging: the role of cytokines in extreme longevity. Archivum immunologiae et therapiae 
experimentalis. 2016 Apr;64:111-26. 

[13] Ventura SP, e Silva FA, Quental MV, Mondal D, Freire MG, Coutinho JA. Ionic-liquid-mediated extraction and separation 
processes for bioactive compounds: past, present, and future trends. Chemical Reviews. 2017 May 24;117[10):6984-7052. 

[14] Rea IM, Gibson DS, McGilligan V, McNerlan SE, Alexander HD, Ross OA. Age and age-related diseases: role of 
inflammation triggers and cytokines. Frontiers in immunology. 2018:586. 

[15] Combrinck MI, Perry VH, Cunningham C. Peripheral infection evokes exaggerated sickness behaviour in pre-clinical 
murine prion disease. Neuroscience. 2002 Jun 12;112[1):7-11. 

[16] Albrecht P, Jackson P. Security system transformation in Sierra Leone, 1997-2007. GFN-SSR; 2009. 

[17] Von Bernhardi R. Glial cell dysregulation: a new perspective on Alzheimer disease. Neurotoxicity research. 2007 
Dec;12:215-32. 

[18] López-Otín C, Blasco MA, Partridge L, Serrano M, Kroemer G. The hallmarks of aging. Cell. 2013 Jun 6;153[6):1194-217. 

[19] McClung CA, Sidiropoulou K, Vitaterna M, Takahashi JS, White FJ, Cooper DC, Nestler EJ. Regulation of dopaminergic 
transmission and cocaine reward by the Clock gene. Proceedings of the National Academy of Sciences. 2005 Jun 
28;102[26):9377-81. 

[20] Lawless C, Wang C, Jurk D, Merz A, von Zglinicki T, Passos JF. Quantitative assessment of markers for cell senescence. 
Experimental gerontology. 2010 Oct 1;45[10):772-8. 

[21] Correia-Melo C, Passos JF. Mitochondria: are they causal players in cellular senescence?. Biochimica et Biophysica Acta 
[BBA)-Bioenergetics. 2015 Nov 1;1847[11):1373-9. 

[22] Eijffinger SC, De Haan J. The political economy of central-bank independence. 

[23] Chow HM, Herrup K. Genomic integrity and the ageing brain. Nature Reviews Neuroscience. 2015 Nov;16[11):672-84. 

[24] Sedelnikova OA, Horikawa I, Zimonjic DB, Popescu NC, Bonner WM, Barrett JC. Senescing human cells and ageing mice 
accumulate DNA lesions with unrepairable double-strand breaks. Nature cell biology. 2004 Feb 1;6[2):168-70. 

[25] Zignego AL, Macchia D, Monti M, Thiers V, Mazzetti M, Foschi M, Maggi E, Romagnani S, Gentilini P, Bréchot C. 
Infection of peripheral mononuclear blood cells by hepatitis C virus. Journal of hepatology. 1992 Jul 1;15[3):382-6. 

[26] Toussaint O, Medrano EE, von Zglinicki T. Cellular and molecular mechanisms of stress-induced premature senescence 
[SIPS) of human diploid fibroblasts and melanocytes. Experimental gerontology. 2000 Oct 1;35[8):927-45. 

[27] Colombo G, Serra S, Vacca G, Carai MA, Gessa GL. Baclofen-induced suppression of alcohol deprivation effect in 
Sardinian alcohol-preferring [sP) rats exposed to different alcohol concentrations. European journal of pharmacology. 
2006 Nov 21;550[1-3):123-6. 

[28] Brand M, Young KS, Laier C. Prefrontal control and Internet addiction: a theoretical model and review of 
neuropsychological and neuroimaging findings. Frontiers in human neuroscience. 2014:375. 

[29] Richter C, Park JW, Ames BN. Normal oxidative damage to mitochondrial and nuclear DNA is extensive. Proceedings of 
the National Academy of Sciences. 1988 Sep;85[17):6465-7. 



Journal of Pharma Insights and Research, 2024, 02(02), 215–225 
 

  

Quazia Ifaq et al 221 

 

[30] Shigenaga MK, Aboujaoude EN, Chen Q, Ames BN. [2] Assays of oxidative DNA damage biomarkers 8-oxo-2′-
deoxyguanosine and 8-oxoguanine in nuclear DNA and biological fluids by high-performance liquid chromatography with 
electrochemical detection. InMethods in enzymology 1994 Jan 1 [Vol. 234, pp. 16-33). Academic Press. 

[31] Dröge W, Schipper HM. Oxidative stress and aberrant signaling in aging and cognitive decline. Aging cell. 2007 
Jun;6[3):361-70. 

[32] Passos JF, Saretzki G, Ahmed S, Nelson G, Richter T, Peters H, Wappler I, Birket MJ, Harold G, Schaeuble K, Birch-
Machin MA. Mitochondrial dysfunction accounts for the stochastic heterogeneity in telomere-dependent senescence. 
PLoS biology. 2007 May;5[5):e110. 

[33] Ziegler DV, Wiley CD, Velarde MC. Mitochondrial effectors of cellular senescence: beyond the 1free radical theory of 
aging. Aging cell. 2015 Feb;14[1):1-7. 

[34] Liguori M, Nuzziello N, Introna A, Consiglio A, Licciulli F, D’Errico E, Scarafino A, Distaso E, Simone IL. Dysregulation 
of MicroRNAs and target genes networks in peripheral blood of patients with sporadic amyotrophic lateral sclerosis. 
Frontiers in molecular neuroscience. 2018 Aug 28;11:288. 

[35] Lee JW, Choi SP, Thiruvenkatachari R, Shim WG, Moon H. Submerged microfiltration membrane coupled with alum 
coagulation/powdered activated carbon adsorption for complete decolorization of reactive dyes. Water research. 2006 Feb 
1;40[3):435-44. 

[36] Weichhart T. mTOR as regulator of lifespan, aging, and cellular senescence: a mini-review. Gerontology. 2018 Feb 
15;64[2):127-34. 

[37] Georgakopoulou EA, Tsimaratou K, Evangelou K, Fernandez MP, Zoumpourlis V, Trougakos IP, Kletsas D, Bartek J, 
Serrano M, Gorgoulis VG. Specific lipofuscin staining as a novel biomarker to detect replicative and stress-induced 
senescence. A method applicable in cryo-preserved and archival tissues. Aging [Albany NY). 2013 Jan;5[1):37. 

[38] Höhn A, Grune T. Lipofuscin: formation, effects and role of macroautophagy. Redox biology. 2013 Jan 1;1[1):140-4. 

[39] Wu J, Zhao Y, Qi H, Zhao X, Yang T, Du Y, Zhang H, Wei Z. Identifying the key factors that affect the formation of 
humic substance during different materials composting. Bioresource technology. 2017 Nov 1;244:1193-6. 

[40] Maynard S, Fang EF, Scheibye-Knudsen M, Croteau DL, Bohr VA. DNA damage, DNA repair, aging, and 
neurodegeneration. Cold Spring Harbor perspectives in medicine. 2015 Oct;5[10). 

[41] Bonner WM, Redon CE, Dickey JS, Nakamura AJ, Sedelnikova OA, Solier S, Pommier Y. γH2AX and cancer. Nature 
Reviews Cancer. 2008 Dec;8[12):957-67. 

[42] Rodier F, Campisi J. Four faces of cellular senescence. Journal of Cell Biology. 2011 Feb 21;192[4):547-56. 

[43] Blackburn E. The role of telomere diversity in genome evolution and the role of evolution in shaping telomeres. Melania 
Jennifer D'ANGIOLO.:49. 

[44] Fisher TS, Zakian VA. Ku: a multifunctional protein involved in telomere maintenance. DNA repair. 2005 Nov 
21;4[11):1215-26. 

[45] Suram A, Kaplunov J, Patel PL, Ruan H, Cerutti A, Boccardi V, Fumagalli M, Di Micco R, Mirani N, Gurung RL, Hande 
MP. Oncogene‐induced telomere dysfunction enforces cellular senescence in human cancer precursor lesions. The EMBO 
journal. 2012 Jun 29;31[13):2839-51. 

[46] Takai H, Smogorzewska A, de Lange T. DNA damage foci at dysfunctional telomeres. Current biology. 2003 Sep 
2;13[17):1549-56. 

[47] Herbig U, Jobling WA, Chen BP, Chen DJ, Sedivy JM. Telomere shortening triggers senescence of human cells through a 
pathway involving ATM, p53, and p21CIP1, but not p16INK4a. Molecular cell. 2004 May 21;14[4):501-13. 

[48] Rodier F, Coppé JP, Patil CK, Hoeijmakers WA, Muñoz DP, Raza SR, Freund A, Campeau E, Davalos AR, Campisi J. 
Persistent DNA damage signalling triggers senescence-associated inflammatory cytokine secretion. Nature cell biology. 
2009 Aug;11[8):973-9. 

[49] Galbiati A. New approaches to study DNA double-strand breaks genome-wide and in single-cells. 

[50] Harley CB, Futcher AB, Greider CW. Telomeres shorten during ageing of human fibroblasts. Nature. 1990 May 
31;345[6274):458-60. 

[51] Greider CW, Blackburn EH. The telomere terminal transferase of Tetrahymena is a ribonucleoprotein enzyme with two 
kinds of primer specificity. Cell. 1987 Dec 24;51[6):887-98. 



Journal of Pharma Insights and Research, 2024, 02(02), 215–225 
 

  

Quazia Ifaq et al 222 

 

[52] Olovnikov AM. Telomeres, telomerase, and aging: origin of the theory. Experimental gerontology. 1996 Jul 1;31[4):443-8. 

[53] Bernadotte A, Mikhelson VM, Spivak IM. Markers of cellular senescence. Telomere shortening as a marker of cellular 
senescence. Aging [Albany NY). 2016 Jan;8[1):3. 

[54] Blasco MA, Lee HW, Hande MP, Samper E, Lansdorp PM, DePinho RA, Greider CW. Telomere shortening and tumor 
formation by mouse cells lacking telomerase RNA. Cell. 1997 Oct 3;91[1):25-34. 

[55] Chang IS, Lee CH. Membrane filtration characteristics in membrane-coupled activated sludge system—the effect of 
physiological states of activated sludge on membrane fouling. Desalination. 1998 Dec 22;120[3):221-33. 

[56] Bertioli DJ, Jenkins J, Clevenger J, Dudchenko O, Gao D, Seijo G, Leal-Bertioli SC, Ren L, Farmer AD, Pandey MK, 
Samoluk SS. The genome sequence of segmental allotetraploid peanut Arachis hypogaea. Nature genetics. 2019 
May;51[5):877-84. 

[57] Von Zglinicki T, Serra V, Lorenz M, Saretzki G, Lenzen-Groβimlighaus R, Geβner R, Risch A, Steinhagen-Thiessen E. 
Short telomeres in patients with vascular dementia: an indicator of low antioxidative capacity and a possible risk factor?. 
Laboratory investigation. 2000 Nov;80[11):1739-47. 

[58] Serra V, Von Zglinicki T, Lorenz M, Saretzki G. Extracellular superoxide dismutase is a major antioxidant in human 
fibroblasts and slows telomere shortening. Journal of Biological Chemistry. 2003 Feb 28;278[9):6824-30. 

[59] Richter T, von Zglinicki T. A continuous correlation between oxidative stress and telomere shortening in fibroblasts. 
Experimental gerontology. 2007 Nov 1;42[11):1039-42. 

[60] Fielder E, Von Zglinicki T, Jurk D. The DNA damage response in neurons: die by apoptosis or survive in a senescence-
like state?. Journal of Alzheimer's Disease. 2017 Jan 1;60[s1):S107-31. 

[61] Hewitt G, Jurk D, Marques FD, Correia-Melo C, Hardy T, Gackowska A, Anderson R, Taschuk M, Mann J, Passos JF. 
Telomeres are favoured targets of a persistent DNA damage response in ageing and stress-induced senescence. Nature 
communications. 2012 Jan;3[1):708. 

[62] Wang H, Kodavati M, Britz GW, Hegde ML. DNA damage and repair deficiency in ALS/FTD-associated 
neurodegeneration: from molecular mechanisms to therapeutic implication. Frontiers in Molecular Neuroscience. 2021 
Dec 16; 14:784361. 

[63] Bauer, J.; Strauss, S.; Schreiter-Gasser, U.; Ganter, U.; Schlegel, P.; Witt, I.; Yolk, B.; Berger, M. Interleukin-6 and alpha-2-
macroglobulin indicate an acute-phase state in Alzheimer’s disease cortices. FEBS Lett. 1991, 285, 111–114.   

[64] Huell, M.; Strauss, S.; Volk, B.; Berger, M.; Bauer, J. Interleukin-6 is present in early stages of plaque formation and is 
restricted to the brains of Alzheimer’s disease patients. Acta Neuropathol. 1995, 89, 544–551.    

[65] Kiecolt-Glaser, J.K.; Preacher, K.J.; MacCallum, R.C.; Atkinson, C.; Malarkey, W.B.; Glaser, R. Chronic stress and age-
related increases in the proinflflammatory cytokine IL-6. Proc. Natl. Acad. Sci. USA 2003, 100, 9090–9095.    

[66] Campbell, I.L.; Abraham, C.R.; Masliah, E.; Kemper, P.; Inglis, J.D.; Oldstone, M.B.; Mucke, L. Neurologic disease 
induced in transgenic mice by cerebral overexpression of interleukin 6. Proc. Natl. Acad. Sci. USA 1993, 90, 10061–10065.    

[67] Streit, W.J.; Sammons, N.W.; Kuhns, A.J.; Sparks, D.L. Dystrophic Microglia in the Aging Human Brain. Glia 2004, 45, 
208–212.    

[68] Rawji, K.S.; Mishra, M.K.; Michaels, N.J.; Rivest, S.; Stys, P.K.; Yong, V.W. Immunosenescence of microglia and 
macrophages: Impact on the ageing central nervous system. Brain 2016, 139, 653–661.    

[69] Olivieri, F.; Prattichizzo, F.; Grillari, J.; Balistreri, C.R. Cellular Senescence and Inflflammaging in Age-Related Diseases. 
Med. Inflflamm. 2018, 2018, 1–6.    

[70] Kuilman, T.; Peeper, D.S. Senescence-messaging secretome: SMS-ing cellular stress. Nat. Rev. Cancer 2009, 9, 81–94.    

[71] Campisi, J.; d’Adda di Fagagna, F. Cellular senescence: When bad things happen to good cells. Nat. Rev. Mol. Cell Biol. 
2007, 8, 729–740.    

[72] Giunta, B.; Fernandez, F.; Nikolic, W.V.; Obregon, D.; Rrapo, E.; Town, T.; Tan, J. Inflflammaging as a prodrome to 
Alzheimer’s disease. J. Neuroinflflamm. 2008, 5, 51.  Int. J. Mol. Sci. 2018, 19, 2937  

[73] Calabrese, V.; Santoro, A.; Monti, D.; Crupi, R.; Di Paola, R.; Latteri, S.; Cuzzocrea, S.; Zappia, M.; Giordano, J.; 
Calabrese, E.J.; et al. Aging and Parkinson’s Disease: Inflflammaging, neuroinflflammation and biological remodeling as 
key factors in pathogenesis. Free Radic. Biol. Med. 2018, 115, 80–91.    



Journal of Pharma Insights and Research, 2024, 02(02), 215–225 
 

  

Quazia Ifaq et al 223 

 

[74] Ming, G.; Song, H. Adult Neurogenesis in the Mammalian Brain: Signifificant Answers and Signifificant Questions. 
Neuron 2011, 70, 687–702.    

[75] Kriegstein, A.; Alvarez-Buylla, A. The Glial Nature of Embryonic and Adult Neural Stem Cells. Annu. Rev. Neurosci. 
2009, 32, 149–184.    

[76] Cipriani, S.; Ferrer, I.; Aronica, E.; Kovacs, G.G.; Verney, C.; Nardelli, J.; Khung, S.; Delezoide, A.L.; Milenkovic, I.; 
Rasika, S.; et al. Hippocampal Radial Glial Subtypes and Their Neurogenic Potential in Human Fetuses and Healthy and 
Alzheimer’s Disease Adults. Cereb Cortex 2018, 28, 2458–2478.    

[77] Yang, Z.; Jun, H.; Choi, C.-I.; Yoo, K.H.; Cho, C.H.; Hussaini, S.M.Q.; Simmons, A.J.; Kim, S.; van Deursen, J.M.; Baker, 
D.J.; et al. Age-related decline in BubR1 impairs adult hippocampal neurogenesis. Aging Cell 2017, 16, 598–601.    

[78] Hollands, C.; Tobin, M.K.; Hsu, M.; Musaraca, K.; Yu, T.-S.; Mishra, R.; Kernie, S.G.; Lazarov, O. Depletion of adult 
neurogenesis exacerbates cognitive defificits in Alzheimer’s disease by compromising hippocampal inhibition. Mol. 
Neurodegener. 2017, 12, 64.    

[79] Lee, I.-S.; Jung, K.; Kim, I.-S.; Lee, H.; Kim, M.; Yun, S.; Hwang, K.; Shin, J.E.; Park, K.I. Human neural stem cells 
alleviate Alzheimer-like pathology in a mouse model. Mol. Neurodegener. 2015, 10, 38.    

[80] Reynolds, R.; Dawson, M.; Papadopoulos, D.; Polito, A.; Di Bello, I.C.; Pham-Dinh, D.; Levine, J. The response of NG2-
expressing oligodendrocyte progenitors to demyelination in MOG-EAE and MS. J. Neurocytol. 2002, 31, 523–536.    

[81] Chang, A.; Tourtellotte, W.W.; Rudick, R.; Trapp, B.D. Premyelinating Oligodendrocytes in Chronic Lesions of Multiple 
Sclerosis. N. Engl. J. Med. 2002, 346, 165–173.    

[82] Prineas, J.W.; Barnard, R.O.; Kwon, E.E.; Sharer, L.R.; Cho, E.-S. Multiple sclerosis: Remyelination of nascent lesions. 
Ann. Neurol. 1993, 33, 137–151.    

[83] Sim, F.J.; Zhao, C.; Penderis, J.; Franklin, R.J.M. The age-related decrease in CNS remyelination effificiency is attributable 
to an impairment of both oligodendrocyte progenitor recruitment and differentiation. J. Neurosci. 2002, 22, 2451–2459.    

[84] Kornek, B.; Storch, M.K.; Weissert, R.; Wallstroem, E.; Stefferl, A.; Olsson, T.; Linington, C.; Schmidbauer, M.; Lassmann, 
H. Multiple Sclerosis and Chronic Autoimmune Encephalomyelitis. Am. J. Pathol. 2000, 157, 267–276.   

[85] Patrikios, P.; Stadelmann, C.; Kutzelnigg, A.; Rauschka, H.; Schmidbauer, M.; Laursen, H.; Sorensen, P.S.; Bruck, W.; 
Lucchinetti, C.; Lassmann, H. Remyelination is extensive in a subset of multiple sclerosis patients. Brain 2006, 129, 3165–
3172.    

[86] Purcell, M.; Kruger, A.; Tainsky, M.A. Gene expression profifiling of replicative and induced senescence. Cell Cycle 2014, 
13, 3927–3937.    

[87] De Stefano, N.; Stromillo, M.L.; Giorgio, A.; Bartolozzi, M.L.; Battaglini, M.; Baldini, M.; Portaccio, E.; Amato, M.P.; 
Sormani, M.P. Establishing pathological cut-offs of brain atrophy rates in multiple sclerosis. J. Neurol. Neurosurg. 
Psychiatry 2016, 87, 93–99.    

[88] Sarella PN, Maddali SS, Asogwa PO, Kakarparthy R. A Case Report on Complex Polytrauma with Multiple Complications. 
Journal of Clinical and Pharmaceutical Research. 2023 Apr 30:1-4.    

[89] Brown, W.R.; Thore, C.R. Review: Cerebral microvascular pathology in ageing and neurodegeneration. Neuropathol. Appl. 
Neurobiol. 2011, 37, 56–74.    

[90] Bell, R.D.; Zlokovic, B.V. Neurovascular mechanisms and blood-brain barrier disorder in Alzheimer’s disease. Acta 
Neuropathol. 2009, 118, 103–113.    

[91] Farrall, A.J.; Wardlaw, J.M. Blood-brain barrier: Ageing and microvascular disease–systematic review and meta-analysis. 
Neurobiol. Aging 2009, 30, 337–352.    

[92] van de Haar, H.J.; Burgmans, S.; Jansen, J.F.; van Osch, M.J.; van Buchem, M.A.; Muller, M.; Hofman, P.A.; Verhey, F.R.; 
Backes, W.H. Blood-Brain Barrier Leakage in Patients with Early Alzheimer Disease. Radiology 2016, 281, 527–535.  Int. 
J. Mol. Sci. 2018, 19, 2937  

[93] Ujiie, M.; Dickstein, D.L.; Carlow, D.A.; Jefferies, W.A. Blood-brain barrier permeability precedes senile plaque formation 
in an Alzheimer disease model. Microcirculation 2003, 10, 463–470.   

[94] Zipser, B.D.; Johanson, C.E.; Gonzalez, L.; Berzin, T.M.; Tavares, R.; Hulette, C.M.; Vitek, M.P.; Hovanesian, V.; Stopa, 
E.G. Microvascular injury and blood-brain barrier leakage in Alzheimer’s disease. Neurobiol. Aging 2007, 28, 977–986.    

[95] Erusalimsky, J.D. Vascular endothelial senescence: From mechanisms to pathophysiology. J. Appl. Physiol. 2009, 106, 
326–332.    



Journal of Pharma Insights and Research, 2024, 02(02), 215–225 
 

  

Quazia Ifaq et al 224 

 

[96] Yamazaki, Y.; Baker, D.J.; Tachibana, M.; Liu, C.C.; van Deursen, J.M.; Brott, T.G.; Bu, G.; Kanekiyo, T. Vascular Cell 
Senescence Contributes to Blood-Brain Barrier Breakdown. Stroke 2016, 47, 1068–1077.    

[97] Stamatanovic, S.; Martinez, G.; Hu, A.; Choi, J.; Keep, R.; Andjelkovic, A. Decline in Sirtuin-1 expression and activity plays 
a critical role in blood-brain barrier permeability in aging. Neurobiol Dis. 2018,pii: S0969-9961(18)30555-2.   

[98] Rubenstein, E. Relationship of senescence of cerebrospinal flfluid circulatory system to dementias of the aged. Lancet 
1998, 351, 283–285.   

[99] Ott, B.R.; Jones, R.N.; Daiello, L.A.; de la Monte, S.M.; Stopa, E.G.; Johanson, C.E.; Denby, C.; Grammas, P. Blood-
Cerebrospinal Fluid Barrier Gradients in Mild Cognitive Impairment and Alzheimer’s Disease: Relationship to 
Inflflammatory Cytokines and Chemokines. Front Aging Neurosci. 2018, 10, 245.    

[100] Nelson, G.; Wordsworth, J.; Wang, C.; Jurk, D.; Lawless, C.; Martin-Ruiz, C.; von Zglinicki, T. A senescent cell bystander 
effect: Senescence-induced senescence. Aging Cell 2012, 11, 345–349.    

[101] Ribezzo, F.; Shiloh, Y.; Schumacher, B. Systemic DNA damage responses in aging and diseases.  

[102] Asogwa PO, Sarella PN. Observational Studies of Prescription Pattern and Use of Antibiotics in Selected Rural Areas. Int 
J Pharm Sci and Medicine. 2023;8:21-30.    

[103] Rodier, F.; Campisi, J. Four faces of cellular senescence. J. Cell Biol. 2011, 192, 547–556.    

[104] Hoenicke, L.; Zender, L. Immune surveillance of senescent cells—Biological signifificance in cancer- and non-cancer 
pathologies. Carcinogenesis 2012, 33, 1123–1126.    

[105] Sofroniew, M.V.; Vinters, H.V. Astrocytes: Biology and pathology. Acta Neuropathol. 2010, 119, 7–35.    

[106] Pertusa, M.; García-Matas, S.; Rodríguez-Farré, E.; Sanfeliu, C.; Cristòfol, R. Astrocytes aged in vitro show a decreased 
neuroprotective capacity. J. Neurochem. 2007, 101, 794–805.    

[107] Sarella PN, Dadishetti JP, Asogwa PO, Kakarparthy R. Pharmacological and Non-pharmacological Management of 
Bipolar Disorder with Comorbid Huntington's Disease: A Case Report. Journal of Clinical and Pharmaceutical Research. 
2023 Apr 30:5-8..    

[108] Salminen, A.; Ojala, J.; Kaarniranta, K.; Haapasalo, A.; Hiltunen, M.; Soininen, H. Astrocytes in the aging brain express 
characteristics of senescence-associated secretory phenotype. Eur. J. Neurosci. 2011, 34, 3–11.    

[109] Sarella PN, Thammana PK. Potential applications of Folate-conjugated Chitosan Nanoparticles for Targeted delivery of 
Anticancer drugs.    

[110] Evans, R.J.; Wyllie, F.S.; Wynford-Thomas, D.; Kipling, D.; Jones, C.J. A P53-dependent, telomere-independent 
proliferative life span barrier in human astrocytes consistent with the molecular genetics of glioma development. Cancer 
Res. 2003, 63, 4854–4861.   

[111] Bitto, A.; Sell, C.; Crowe, E.; Lorenzini, A.; Malaguti, M.; Hrelia, S.; Torres, C. Stress-induced senescence in human and 
rodent astrocytes. Exp. Cell Res. 2010, 316, 2961–2968.    

[112] Nie, X.; Liang, L.; Xi, H.; Jiang, S.; Jiang, J.; Tang, C.; Liu, X.; Liu, S.; Wan, C.; Zhao, J.; et al.  2,3,7,8-Tetrachlorodibenzo-
p-dioxin induces premature senescence of astrocytes via WNT/β-catenin  signaling and ROS production. J. Appl. Toxicol. 
2015, 35, 851–860.    

[113] Sarella PN, Mangam VT. AI-Driven Natural Language Processing in Healthcare: Transforming Patient-Provider 
Communication. Indian Journal of Pharmacy Practice. 2024;17(1).  

[114] Chinta, S.J.; Woods, G.; Demaria, M.; Rane, A.; Zou, Y.; Mcquade, A.; Rajagopalan, S.; Limbad, C.; Madden, D.T.; 
Campisi, J.; et al. Cellular Senescence Is Induced by the Environmental Neurotoxin Paraquatand Contributes to 
Neuropathology Linked to Parkinson’s Disease. Cell Rep. 2018, 22, 930–940.    

[115] Goldman, S.M. Environmental Toxins and Parkinson’s Disease. Annu. Rev. Pharmacol. Toxicol. 2014, 54, 141–164.    

[116] Crowe, E.P.; Tuzer, F.; Gregory, B.D.; Donahue, G.; Gosai, S.J.; Cohen, J.; Leung, Y.Y.; Yetkin, E.; Nativio, R.; Wang, L.-
S.; et al. Changes in the Transcriptome of Human Astrocytes Accompanying Oxidative Stress-Induced Senescence. Front. 
Aging Neurosci. 2016, 8, 208.    

[117] Bhat, R.; Crowe, E.P.; Bitto, A.; Moh, M.; Katsetos, C.D.; Garcia, F.U.; Johnson, F.B.; Trojanowski, J.Q.; Sell, C.; Torres, 
C. Astrocyte Senescence as a Component of Alzheimer’s Disease. PLoS ONE 2012, 7, 1–10.    

[118] Hou, J.; Cui, C.; Kim, S.; Sung, C.; Choi, C. Ginsenoside F1 suppresses astrocytic senescence-associated secretory 
phenotype. Chem. Biol. Interact. 2018, 283, 75–83.  . 



Journal of Pharma Insights and Research, 2024, 02(02), 215–225 
 

  

Quazia Ifaq et al 225 

 

Author’s short biography 

Imran Rashid  

With a background in pharmacy research, my research works seamlessly integrates cutting-edge 
discoveries and ethical dilemmas, offering readers a glimpse into the dynamic world of healthcare 
innovation 

 
Arun Kalandria  

UG Scholar studying BPharmacy in RIMT university, interested in novel trends in pharmaceutical 
sciences and research 

 
Navneet Kaur  

Ms Navneet Kaur is an Associate Professor in RIMT university. She is interested in pharmaceutical 
technology and modern analytical tools 

 
Aniket Sharma 

UG Scholar studying BPharmacy in RIMT university, passionate about cellular and molecular 
pharmacology 

 
Sumarah Qadir 

UG Scholar studying BPharmacy in RIMT university. Aspire to become a clinical pharmacist and take 
part in clinical trials involving drug design and research 

 
Ranjit Singh  

UG Scholar studying BPharmacy in RIMT university, interested in latest research in method 
developments and validation of newly FDA approved drugs 

 
Quazia Ifaq  

As a pharmacist-turned-researcher, Im interested in pharmaceutical research, blending scientific 
accuracy with recent advances 

 

 


	1. Introduction
	2. Cellular senescence
	2.1. Cellular senescence and molecular signatures
	2.2. Role of Cellular senescence in neurodegeneration
	2.3. Cellular senescence and neuroinflammation

	3. Neurogenesis
	3.1. Adult Neurogenesis
	3.2. Myelin Repair
	3.3. Impact on blood-brain barrier integrity
	3.4. Telomere shortening and mitochondrial dysfunction in cellular senescence

	4. Therapeutic strategies targeting senescent cells
	4.1. Modulating SASP
	4.2. Mitochondria-targeted approaches

	5. Conclusion
	References
	Author’s short biography

