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Abstract

Centrioles, once thought to be simple
structural components of the cell, have
emerged as critical players in the aging
process. This article reviews the existing
theories linking centrioles to organismal
aging, focusing on their roles in genomic
stability, stem cell function, ciliary signaling,
oxidative stress, and replicative Hayflick
limit. Explored the evidence from model
organisms, human studies, and clinical
implications, highlighting the potential of
centriole-targeted therapies to delay aging
and prevent age-related diseases. By
integrating findings from cellular biology,
genetics, and clinical research, this article
provides a comprehensive overview of the
current understanding of centrioles in aging
and outlines future directions for research

and therapeutic  development.  The
Centriolar Theory of Aging of the Organism
is presented, which sees the accumulation
of old, unrepairable centrioles in the
organism as the main cause of the aging
phenomenon. The biological meaning of this
theory is explained by the Centriolar Theory
of Differentiation, which links differentiation
with centrioles. Thus, aging of the organism
is not a separately programmed process or
a separately stochastic process - both of
these processes contribute. Aging of the
organism is the result of the accumulation of
old, unrepairable centrioles (stochastically
accumulating defects) by the organism due
to the implementation of differentiation
programs (in the processes of development
and then self-restoration).

Keywords: centrioles, aging, genomic
instability, senescence, oxidative stress,
stem cell dysfunction, biogerontology
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Introduction

Aging is a complex biological process
characterized by the progressive decline of
cellular and organismal functions, leading to
increased vulnerability to disease and
death. While the molecular mechanisms
underlying aging are multifaceted, recent
research has highlighted the role of
centrioles—microtubule-based  organelles
involved in cell division, signaling, and
cellular organization—in the aging process.
Centrioles are essential for the formation of
centrosomes, which organize the mitotic
spindle during cell division, and for the
assembly of primary cilia, which act as
sensory organelles in many cell types.
Dysfunction in centrioles has been linked to
a variety of age-related pathologies,
including cancer, neurodegeneration, and
tissue atrophy (Bettencourt-Dias & Glover,
2007; Nigg & Raff, 2009).

This article reviews the existing theories that
link centrioles to organismal aging, focusing
on their roles in genomic stability, stem cell
function, ciliary signaling, cellular
senescence, and oxidative stress. We also
discuss evidence from model organisms,
human studies, and clinical implications, as
well as potential therapeutic interventions
targeting centrioles to promote healthy

aging.

Theories Linking
Centrioles to Aging

Centrosome Amplification and
Genomic Instability

Mechanism: Centriole overduplication leads
to centrosome amplification, causing mitotic
errors and  aneuploidy. Centrosome
amplification occurs when cells accumulate
more than the typical two centrosomes,

often due to defects in the regulation of
centriole duplication. This can result in the
formation of multipolar spindles during
mitosis, leading to unequal chromosome
segregation and aneuploidy—a condition
characterized by an abnormal number of
chromosomes (Nigg & Holland, 2018).
Aneuploidy is a key driver of genomic
instability, which is a hallmark of both aging
and cancer (Gordon et al., 2012).

Evidence: Increased centrosome
abnormalities have been observed in aged
human cells and tissues, particularly in
cancer cells. For example, studies have
shown that aged fibroblasts and epithelial
cells exhibit higher frequencies of
centrosome amplification compared to
younger cells (Prosser & Morrison, 2015). In
cancer, centrosome amplification is a
common feature of many tumor types,
including breast, prostate, and lung cancers,
and is associated with poor prognosis
(Ganem et al., 2009). Additionally, research
using mouse models has demonstrated that
centrosome  amplification can  drive
tumorigenesis by promoting chromosomal
instability (Levine et al., 2017).

Implications: Genomic instability is a
hallmark of aging and cancer, and
centrosome amplification may contribute to
both processes. In aging, the accumulation
of centrosome abnormalities over time can
lead to increased mitotic errors, cellular
senescence, and tissue dysfunction
(Lépez-Otin et al.,, 2013). In cancer,
centrosome amplification is a key
contributor to tumor progression and
metastasis, as it promotes chromosomal
instability and genetic heterogeneity
(Godinho & Pellman, 2014). Understanding
the mechanisms underlying centrosome
amplification and its role in genomic
instability could provide new insights into
the biology of aging and cancer, as well as
potential therapeutic targets for age-related
diseases and malignancies.
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Stem Cell Dysfunction

Mechanism: Centriole defects impair
asymmetric division in stem cells, leading to
stem cell depletion. Stem cells rely on
asymmetric cell division to maintain tissue
homeostasis, a process in which one
daughter cell retains stem cell properties
while the other differentiates into a
specialized cell type. Centrioles play a
critical role in ensuring the fidelity of this
process by organizing the mitotic spindle
and ensuring proper segregation of cell fate
determinants (Knoblich, 2010). Defects in
centriole function, such as structural
abnormalities or mislocalization, can disrupt
asymmetric  division, leading to an
imbalance between stem cell self-renewal
and differentiation. Over time, this
imbalance results in stem cell depletion,
reduced tissue regeneration, and
accelerated aging (Gonczy, 2015).

Evidence: Studies in Drosophila and
mammalian models have shown that
centriole dysfunction is associated with
impaired stem cell division and tissue
regeneration. For example, in Drosophila,
mutations in centriolar proteins such as
SAS-4 disrupt centrosome function, leading
to defective asymmetric division in neural
stem cells and subsequent depletion of the
stem cell pool (Basto et al., 2008). Similarly,
in mammalian systems, centriole
dysfunction in hematopoietic stem cells
(HSCs) has been linked to impaired
regenerative capacity and aging-related
phenotypes (Yamashita et al., 2007).
Additionally, research in mouse models has
demonstrated that centriole defects in
intestinal stem cells lead to disrupted tissue
homeostasis and accelerated aging
(Pineault et al., 2019).

Implications: Reduced tissue regeneration
and repair capacity contribute to the aging
phenotype. Stem cell dysfunction is a key
driver of age-related tissue degeneration, as
it impairs the body’s ability to replace

damaged or senescent cells (Rando &
Chang, 2012). This decline in regenerative
capacity is observed in multiple tissues,
including the skin, blood, and nervous
system, and is associated with increased
susceptibility to age-related diseases such
as anemia, neurodegeneration, and
impaired wound healing (Oh et al., 2014).
Understanding the role of centrioles in stem
cell maintenance and function could provide
new strategies for enhancing tissue
regeneration and delaying the onset of
age-related pathologies.

Ciliary Dysfunction

Mechanism: Defective centrioles impair
primary cilia, disrupting signaling pathways.
Primary cilia are  microtubule-based
organelles that extend from the cell surface
and function as sensory antennae, detecting
extracellular signals and transducing them
into intracellular responses. Centrioles
serve as the basal bodies for primary cilia,
anchoring them to the cell membrane and
ensuring their structural integrity (Satir &
Christensen, 2007). When centrioles are
defective, cilia formation or function is
compromised, leading to disruptions in
critical signaling pathways such as
Hedgehog, Wnt, and PDGFa, which are
essential for cell proliferation, differentiation,
and tissue homeostasis (Anvarian et al.,
2019).

Evidence: Age-related ciliary dysfunction
has been documented in renal, neural, and
retinal tissues. In the kidneys, ciliary defects
are associated with polycystic kidney
disease (PKD), a condition characterized by
the formation of fluid-filled cysts that impair
renal function (Fliegauf et al., 2007). In the
nervous system, ciliary dysfunction has
been linked to neurodegenerative diseases
such as Alzheimer’s and Parkinson’s, where
impaired cilia-mediated signaling
contributes to neuronal loss and cognitive
decline (Hilgendorf et al., 2016). In the
retina, ciliary defects are implicated in
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age-related macular degeneration (AMD)
and retinitis pigmentosa, leading to
progressive vision loss (Wheway et al.,
2018).

Implications: Ciliary dysfunction contributes
to age-related diseases such as polycystic
kidney disease and neurodegeneration. The
loss of ciliary function disrupts cellular
communication and homeostasis, leading to
tissue degeneration and disease
progression (Goetz & Anderson, 2010). For
example, in PKD, defective cilia fail to sense
fluid flow in renal tubules, resulting in
abnormal cell proliferation and cyst
formation (Harris & Torres, 2009). In
neurodegenerative  diseases, impaired
ciliary signaling disrupts neuronal
maintenance and repair, accelerating
disease onset and severity
(Guemez-Gamboa et al., 2014).
Understanding the role of centrioles in
ciliary function and dysfunction could
provide new therapeutic targets for treating
age-related diseases and improving tissue
repair.

Cellular Senescence

Mechanism: Centriole abnormalities trigger
cellular senescence through mitotic errors
or DNA damage responses. Cellular
senescence is a state of permanent cell
cycle arrest that is induced by various
stressors, including DNA damage, oxidative
stress, and mitotic errors. Centrioles play a
critical role in  ensuring accurate
chromosome  segregation during cell
division, and defects in centriole structure or
function can lead to mitotic errors such as
multipolar spindle formation, chromosome
missegregation, and aneuploidy (Nigg &
Holland, 2018). These errors can activate
the DNA damage response (DDR) pathway,
leading to the wupregulation of tumor
suppressors such as p53 and p16INK4a,
which enforce cell cycle arrest and induce
senescence (Funk et al., 2012). Additionally,
centriole abnormalities can  disrupt

centrosome function, further contributing to
genomic instability and  senescence
(Prosser & Morrison, 2015).

Evidence: Senescent cells with centrosome
defects have been identified in aged
tissues. Studies have shown that aged
tissues, such as skin, liver, and lung, exhibit
an increased prevalence of senescent cells
with centrosome abnormalities (Rodier et
al.,, 2011). For example, in aged human
fibroblasts, centrosome amplification and
structural defects are frequently observed,
and these cells often display markers of
senescence, such as
senescence-associated B-galactosidase
(SA-B-gal) activity and elevated expression
of p16INK4a (Funk et al., 2012). Similarly, in
mouse models of aging, centrosome
dysfunction has been linked to the
accumulation of senescent cells in various
tissues, contributing to age-related tissue
degeneration (Pineault et al., 2019).

Implications: The senescence-associated
secretory phenotype (SASP) contributes to
chronic inflammation and tissue
degeneration. Senescent cells secrete a
variety of pro-inflammatory cytokines,
chemokines, and proteases, collectively
known as the SASP, which can disrupt
tissue architecture and promote chronic
inflammation  (Campisi, 2013). This
low-grade, systemic inflammation, often
referred to as "inflammaging," is a hallmark
of aging and is implicated in the
pathogenesis of numerous age-related
diseases, including cancer, cardiovascular
disease, and neurodegenerative disorders
(Lopez-Otin et al.,, 2013). Centriole
dysfunction and the resulting cellular
senescence may thus play a key role in
driving inflammaging and age-related tissue
dysfunction. Targeting senescent cells or
modulating the SASP could provide new
therapeutic strategies for mitigating the
effects of aging and preventing age-related
diseases.
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Oxidative Stress and
Centriole Damage

Mechanism: Reactive oxygen species
(ROS) damage centriolar proteins and
microtubules. ROS are highly reactive
molecules generated as byproducts of
cellular ~ metabolism, particularly in
mitochondria. While ROS play important
roles in cellular signaling, excessive ROS
levels can cause oxidative damage to
cellular components, including proteins,
lipids, and DNA (Schieber & Chandel,
2014). Centrioles, which are composed of
microtubules and associated proteins, are
particularly vulnerable to oxidative damage
due to their structural complexity and critical
role in cell division and cilia formation. ROS
can modify centriolar proteins, disrupt
microtubule dynamics, and impair
centrosome function, leading to defects in
mitosis, ciliogenesis, and cellular
organization (Funk et al., 2012).

Evidence: Increased oxidative damage to
centrosomes has been observed in aged
cells. Studies have shown that aged cells
exhibit higher levels of oxidative stress
markers, such as protein carbonylation and
lipid peroxidation, which correlate with
centrosome abnormalities (Funk et al,
2012). For example, in aged fibroblasts,
oxidative damage to centrosomal proteins
has been linked to centrosome amplification
and mitotic defects (Prosser & Morrison,
2015). Additionally, experimental induction
of oxidative stress in cultured cells results in
centrosome fragmentation and impaired
cilia formation, further supporting the role of
ROS in centriole dysfunction (Pihan, 2013).

Implications:  Cumulative damage to
centrioles leads to impaired cell division and
ciliary function. Oxidative damage to
centrioles can disrupt their ability to
organize the mitotic spindle, resulting in
chromosome missegregation, aneuploidy,
and genomic instability (Finkel & Holbrook,
2000). These defects contribute to cellular

senescence, tissue degeneration, and
increased cancer risk.  Furthermore,
oxidative damage to centrioles can impair
the formation and function of primary cilia,
disrupting critical signaling pathways such
as Hedgehog and Wnt, which are essential
for tissue development and homeostasis
(Anvarian et al.,, 2019). Over time, the
accumulation of oxidative damage to
centrioles and centrosomes may play a
significant role in the decline of cellular and
tissue function observed during aging.

Centrosome Aging
Hypothesis
Mechanism:  Cumulative damage to

centrosomes limits replicative potential
(Hayflick limit). The centrosome aging
hypothesis proposes that centrosomes, like
other cellular components, accumulate
damage over time, leading to a decline in
their function and contributing to the finite
replicative capacity of cells, known as the
Hayflick limit (Hayflick & Moorhead, 1961).
Centrosomes are essential for organizing
the mitotic spindle and ensuring accurate
chromosome  segregation during cell
division. Over time, oxidative stress, DNA
damage, and protein misfolding can impair
centrosome function, leading to mitotic
errors, genomic instability, and eventual cell
cycle arrest (Nigg & Holland, 2018). This
progressive decline in centrosome function
is thought to play a key role in cellular aging
and the loss of tissue regenerative capacity.

Evidence: Reduced centrosome function
has been observed in senescent cells.
Studies have shown that senescent cells,
which have reached their replicative limit,
often exhibit centrosome abnormalities such
as fragmentation, overduplication, and
mislocalization (Hinchcliffe & Sluder, 2001).
For example, in aged human fibroblasts,
centrosome dysfunction is associated with
increased levels of p16INK4a, a marker of
cellular senescence, and reduced ability to

© Under CC BY-NC-ND 4.0 International License | Longevity Horizon, 1(3). ISSN: 088-4063



https://creativecommons.org/licenses/by-nc-nd/4.0/
https://longevity.ge/index.php/longhoriz

form functional mitotic spindles (Funk et al.,
2012). Additionally, experiments in model
organisms, such as Drosophila and mice,
have demonstrated that centrosome defects
accelerate aging phenotypes, including
tissue atrophy and reduced lifespan (Basto
et al., 2008; Pineault et al., 2019).

Implications: Centrosome  dysfunction
contributes to tissue atrophy and aging. As
centrosomes play a critical role in cell
division and tissue homeostasis, their
decline in function can lead to impaired
tissue regeneration and repair. This is
particularly evident in tissues with high
turnover rates, such as the skin, blood, and
intestinal epithelium, where centrosome
dysfunction can result in stem cell depletion
and reduced regenerative capacity (Rando
& Chang, 2012). Furthermore, centrosome
abnormalities can promote the accumulation
of senescent cells, which secrete
pro-inflammatory factors that contribute to
chronic inflammation and tissue
degeneration, a hallmark of aging (Campisi,
2013). Understanding the role of
centrosome aging in cellular and organismal
aging could provide new insights into the
mechanisms of aging and potential
strategies for promoting healthy aging.

Evolutionary and Maintenance
Theories

Mechanism: Lack of selective pressure on
centriole maintenance post-reproduction.
Evolutionary theories of aging suggest that
the force of natural selection declines with
age, as ftraits that affect survival and
reproduction late in life have less impact on
an organism's fitness (Medawar, 1952).
Centrioles, which are essential for cell
division, cilia formation, and cellular
organization, are subject to this principle.
Early in life, centriole function is critical for
development, growth, and reproduction, and
thus is under strong selective pressure.
However, after reproductive age, the

maintenance of centriole function becomes
less critical for evolutionary fitness, leading
to a gradual decline in the mechanisms that
repair and maintain centrioles (Kirkwood &
Austad, 2000). This lack of selective
pressure allows for the accumulation of
centriole damage and dysfunction in later
life.

Evidence:  Antagonistic  pleiotropy in
centriole-related genes. Antagonistic
pleiotropy is a concept in evolutionary
biology where genes that confer benefits
early in life may have detrimental effects
later in life (Williams, 1957). For example,
genes that promote rapid cell division and
tissue growth during development may also
contribute to genomic instability and cellular
senescence in later life. Studies have
identified centriole-related genes, such as
PLK4 and CEP152, that are essential for
centriole duplication and function during
development but may contribute to
centrosome amplification and mitotic errors
in aging cells (Nigg & Holland, 2018). This
trade-off between early-life benefits and
late-life costs supports the idea that
centriole dysfunction in aging is a byproduct
of evolutionary processes.

Implications: Late-life centriole dysfunction
is a byproduct of evolution. The decline in
centriole function with age contributes to the
aging phenotype by impairing cell division,
cilia formation, and tissue homeostasis. This
decline is not actively selected against
because it occurs after the reproductive
period, when the force of natural selection is
weak (Kirkwood & Austad, 2000). As a
result, centriole dysfunction becomes a
hallmark of aging, leading to increased
genomic instability, cellular senescence,
and tissue degeneration. Understanding the
evolutionary basis of centriole aging
provides insights into why aging occurs and
highlights the challenges of developing
interventions to delay or reverse age-related
decline.
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Centriolar Theory of
Organismal Aging

Mechanism: In cells, processes for
detecting and repairing defects are
constantly active, ensuring the maintenance
of cellular integrity. These mechanisms
encompass a wide range of cellular
components, including molecules,
structures, organelles, and organoids.
Moreover, during asymmetric divisions of
human stem cells, new molecules,
structures, organelles, and organoids are
selectively segregated into the valuable
sibling stem cell, while old molecules,
structures, organelles, and organoids are
preferentially directed into the expendable
sibling cell, which embarks on the path of
differentiation. However, centrioles stand as
a remarkable exception. Unlike other
cellular structures, damaged centrioles are
not subject to repair. Even minor structural
changes in centrioles can lead to severe
consequences for the tissue. These
consequences include cell cycle exit,
resulting in cellular senescence, or
uncontrolled division leading to tumorigenic
transformation (Bettencourt-Dias & Glover,
2007; Nigg & Stearns, 2011). It is easy to
imagine what happens over time in an
organism filed with  non-repairable
centrioles.

Evidence: Research has shown that
centrioles retain their structure throughout
the cell cycle, yet over time, they
accumulate  damage. This  damage
accumulates every second, contributing to
cellular dysfunction and, as a result, the
aging of the organism (Piel, Nordberg,
Euteneuer, & Bornens, 2001).

Disruptions in centriole function are
associated with chromosomal instability—a
hallmark of cancer. The loss of centriole
integrity can lead to the formation of an
abnormal mitotic spindle, resulting in
aneuploidy and tumorigenic transformation

of cells (Ganem, Godinho, & Pellman,
2009).

Experimental interference with centriole
structure can trigger cellular senescence—a
state of permanent cell cycle arrest. This
underscores the critical role of centrioles in
maintaining the proliferative capacity of cells
(Mikule, Pitluk, & Buster, 2007).

Consequences: The inability to repair
centrioles has serious implications for tissue
homeostasis and organismal aging. Over
time, accumulated centriole damage can
lead to:

e Enhanced cellular senescence,
which contributes to tissue
degeneration and the aging process.

e |Increased cancer risk due to
chromosomal instability caused by
defective centrioles.

e Reduced regenerative potential of
tissues, as cells with damaged
centrioles exit the mitotic cycle.

Many terminally differentiated cells eliminate
the centriole, effectively reducing their
entropy to nearly zero. Unicellular
organisms and plant cells function well
without centrioles. However, they lack true
tissues and irreversible differentiation. It is
likely that non-repairable centrioles, which
accumulate entropy and thereby drive
organismal aging, are primarily necessary
for complex processes of irreversible
differentiation. Organismal aging appears to
be the price paid for irreversible
differentiation.
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Centriolar Theory of
Differentiation and
Proliferative Cellular
Aging

Mechanism: During embryogenesis of
multicellular animals, as zygotic progeny
cells lose their totipotency, it is hypothesized
that two distinct sets of irreversible
differentiation inducers form based on
nuclear and mitochondrial DNA. These sets
of inducers double with each subsequent
cell division. The irreversible differentiation
inducer sets associate with centrioles
(except in  species with  unlimited
regeneration). Each pair of inducer sets is
linked to one of the centrioles. During cell
division, these sets double and bind to
newly formed corresponding centrioles in
parallel with centriole duplication.

During asymmetric divisions, one
irreversible differentiation inducer separates
from the inducer set. There are two systems
of asymmetric division:

1. Old (maternal) centrioles accumulate
in sibling cells that are undergoing
differentiation.

2. Old (maternal) centrioles accumulate
in sibling stem cells.

The choice of system depends on whether
the irreversible differentiation inducer
detaches from the old or young centriole. In
the first system, the inducer detaches from
the set attached to the old centriole, leaving
the old centriole in the non-stem sibling cell.
In the second system, the inducer detaches
from the set attached to the young centriole,
leaving the old centriole in the stem cell. It is
likely that organisms can alternate between
these two systems of asymmetric division.
Studies have shown that centrioles exhibit
age-dependent asymmetry during stem cell
division. In Drosophila germline stem cells,

the maternal centriole is preferentially
retained in the stem cell, while the daughter
centriole is passed on to the differentiating
cell. This asymmetry plays a critical role in
maintaining the identity and function of stem
cells (Yamashita et al., 2007).

The centriole serves as a structure for
transporting, distributing, and releasing
irreversible differentiation inducers. It is
clear that any crude interference with such a
structure would disrupt the finely tuned
mechanism of differentiation. Therefore,
centrioles are not repaired and are neither
removed nor inactivated before terminal
differentiation.

Evidence: Research indicates that centriole
dysfunction accumulates with age, leading
to impaired cell division and tissue
homeostasis. For instance, in mammals,
aging centrioles exhibit structural defects
that disrupt mitotic spindle formation,
promoting cellular senescence and tissue
degeneration (Piel et al.,, 2001). In neural
progenitor cells, asymmetric centriole
inheritance is observed, where the maternal
centriole is retained in the progenitor cell
while the daughter centriole is passed to the
differentiating cell. This process ensures the
maintenance of the progenitor cell pool
while  allowing  simultaneous tissue
differentiation (Wang et al., 2009). Centriole
defects are linked to chromosomal instability
and cancer development.

Dysfunctional centrioles can lead to
improper chromosome segregation,
resulting in aneuploidy and tumorigenic
transformation. This highlights  the
importance of centriole structural integrity in
preventing oncogenic processes (Ganem et
al., 2009). In stem cells, the accumulation of
aging centrioles is associated with a decline
in regenerative capacity. For example, in
aging hematopoietic stem cells, centriole
dysfunction leads to reduced proliferation
and differentiation potential, impairing tissue
repair (Loncarek & Bettencourt-Dias, 2018).
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Picture 1.
hypothetical

Asymmetric  distribution of
inducers  of irreversible

differentiation. A possible scenario in
asymmetric division systems is shown,
where an old centriole selectively enters the

descendant stem cell.
G1

The upper left part shows a pluripotent
blast in the G1 phase, in which the de novo
assembled centrioles are numbered "1" and
"2". For ease of perception, only two
inducers of irreversible differentiation are
shown quantitatively. Each de novo
assembled centriole has a corresponding
set of inducers attached to it - for ease of
perception, only two inducers in each set
are taken. Inducers in/fon centriole 1 are
marked in blue and yellow. Inducers in/on
centriole 2 are marked in red and green.
When a progenitor cell divides, descendant
cells receive different centrioles with
corresponding (different) inducers. The sets
of inducers are duplicated in the daughter
cells together with the centrioles. During an
asymmetric division, one inducer is split off
from the set of inducers. Depending on the
system of asymmetric divisions, it is either
from the new or from the old centriole. Once
released, the irreversible differentiation
inducer switches off the active gene network
and switches on another gene network
corresponding to this specific irreversible
differentiation inducer.

Picture 2.

The upper left shows a multipotent cell in
G1 phase in which the gene network was
switched as a result of a previous
asymmetric division, which irreversibly
switched off the totipotency gene network
and determined the fate of subsequent
daughter cell differentiations. This occurred
due to the fact that one inducer detached
from centriole 3 and now only red inducer is
infonto centriole 3. And infon centriole 1
there is a complete set (both green and
red). Subsequent asymmetric division
results in subsequent detachment of the
inducer from centriole 5 and centriole 6.
One daughter cell (centriole 1 and centriole
5) is identical in the set of inducers to the
ancestor cell centriole 1 and centriole 3).
The release of the green inducer once again
involves the gene network, characterizing
the cell- progenitor. In this way a pool of
stem cells of appropriate potency is
maintained. Price ago- accumulation of old
irreparable  centrioles. The  second
cell-descendant (centriole 3 and centriole 6)
has from cell- ancestor corresponding
centriole 3 red inducer. Its detachment from
the newer centriole 6 will cause the
incorporation of a corresponding gene
network different from that of the progenitor
cell - irreversible differentiation will occur.
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Picture 2.

The upper left part shows a unipotent cell in
the G1 phase. Centriole 3 has only one
differentiation inducer. And centriole 6 has
no differentiation inducers. During
asymmetric division, one descendant cell,
containing an older centriole 3 with one
inducer, produces a daughter centriole 7,
containing an inducer identical to the
ancestor cell, which splits off from centriole
7. The second descendant cell does not
have a differentiation inducer and therefore
does not split off any inducers - as a result,
neither it nor its descendants differentiate.
In some  generations, programmed
apoptosis will be activated.

Experimental studies demonstrate that
disruption of centriole structure or function
can induce cellular senescence or
apoptosis. For example, laser ablation of
centrioles in cultured cells results in cell
cycle arrest, emphasizing the critical role of
centrioles in maintaining cellular viability
(Mikule et al., 2007).

Consequences: Organismal aging is the
price of being a multicellular organism with
true tissues composed of irreversibly
differentiated, highly specialized cells. In
both differentiation systems, aging is driven
by the accumulation of non-repairable old
centrioles.

e First system: The oldest centrioles
accumulate in terminally
differentiated cells, directly impairing
the organism’s function.

e Second system: The oldest
centrioles accumulate in stem cells,
leading to a decline in regeneration
rates and a gradual accumulation of
increasingly aged centrioles (due to
delayed replacement) in all cells.
This

e impairs the function of non-stem
cells by extending their lifespan,
ultimately disrupting the organism’s
functionality.

Most likely, both asymmetric division
systems—and consequently, both systems
of  accumulating non-repairable  old
centrioles—coexist within organisms,
ensuring the inheritance of both old and
new centrioles. However, regardless of
where old centrioles accumulate, their
inability to be repaired leads to the
relentless rise of entropy and the
accumulation of defects. As a result, cells,
tissues, and ultimately the entire organism
inevitably age.

Evidence from Model
Organisms

C. elegans

Role of SAS-4 and other centriolar proteins
in lifespan regulation: In the nematode
Caenorhabditis elegans, centriolar proteins
such as SAS-4 play a critical role in
regulating lifespan. Studies have shown that
mutations in SAS-4 and other
centriole-associated genes disrupt normal
cell division and cilia formation, leading to
reduced lifespan and accelerated aging
phenotypes (Kirkwood et al., 2005). These
findings highlight the importance of centriole
integrity in  maintaining cellular and
organismal homeostasis.
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Centriole dysfunction and its impact on
germline stem cells: Centriole dysfunction in
C. elegans has been shown to impair the
division and maintenance of germline stem
cells, leading to reduced fertility and
premature aging (Pelletier et al., 2006). For
example, mutations in centriole duplication
genes result in defective spindle formation
and chromosome missegregation, which
compromise the regenerative capacity of
germline stem cells and contribute to
age-related decline.

Drosophila

Centrosome loss in intestinal stem cells and
its effect on tissue homeostasis: In
Drosophila melanogaster, the loss of
centrosomes in intestinal stem cells disrupts
tissue homeostasis and accelerates aging.
Studies have demonstrated that centrosome
loss leads to defective asymmetric cell
division, resulting in stem cell depletion and
impaired tissue regeneration (Basto

et al., 2008). This disruption in stem cell
function contributes to the decline in tissue
integrity and organismal lifespan.

Centriole defects in Drosophila have been
linked to a shortened lifespan. For instance,
mutations in centriole-associated genes
such as DSAS-4 result in abnormal
centrosome function, mitotic errors, and
increased cellular senescence (Yamashita
et al., 2007). These findings underscore the
role of centrioles in maintaining cellular and
organismal health.

Mice

Centriole dysfunction in aged tissues and its
contribution to age-related diseases: In
mice, centriole dysfunction has been
observed in aged tissues and is associated
with the development of age-related
diseases. For example, aged mice exhibit
increased centrosome abnormalities in
tissues such as the liver, kidney, and brain,

which correlate with impaired tissue function
and increased susceptibility to diseases
such as cancer and neurodegeneration
(Prosser & Morrison, 2015). These
observations  suggest that centriole
dysfunction is a key contributor to the aging
process.

Genetic models of centriole-associated
aging in mice have provided valuable
insights into the role of centrioles in aging.
For instance, mutations in centriole
duplication genes such as PLK4 and
CEP152 result in centrosome amplification,
mitotic errors, and accelerated aging
phenotypes (Nigg & Raff, 2009). These
models have helped elucidate the molecular
mechanisms linking centriole dysfunction to
age-related tissue degeneration.

Human Studies and
Clinical Implications

Centriole  Dysfunction in
Age-Related Diseases

Centrosome amplification, a hallmark of
many cancers, is driven by centriole
overduplication and dysfunction. This leads
to mitotic errors, chromosomal instability,
and aneuploidy, which are key drivers of
tumor progression and metastasis (Ganem
et al.,, 2009). For example, in breast and
prostate cancers, centrosome amplification
is associated with aggressive tumor
behavior and poor prognosis.
Understanding the role of centrioles in
cancer biology provides potential targets for
therapeutic interventions aimed at
stabilizing  centrosome  function and
reducing genomic instability.

Ciliary dysfunction in Alzheimer’'s and
Parkinson’s diseases: Primary cilia, which
are anchored by centrioles, play critical
roles in neuronal signaling and
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maintenance. Dysfunction of cilia has been
implicated in neurodegenerative diseases
such as Alzheimer’s and Parkinson’s. For
instance, defective cilia disrupt Hedgehog
and Wnt signaling pathways, which are
essential for neuronal survival and function
(Goetz & Anderson, 2010). This disruption
contributes to the progressive loss of
neurons and cognitive decline observed in
these diseases.

Renal and Cardiovascular Diseases: Role of
primary cilia in tissue homeostasis: Primary
cilia are essential for maintaining tissue
homeostasis in renal and cardiovascular
systems. In the kidneys, cilia act as
mechanosensors, detecting fluid flow and
regulating cell proliferation and
differentiation. Dysfunction of cilia, often due
to centriole defects, is a key feature of
polycystic kidney disease (PKD), a condition
characterized by the formation of fluid-filled
cysts that impair renal function (Fliegauf et
al., 2007). Similarly, in the cardiovascular
system, ciliary dysfunction contributes to
hypertension and atherosclerosis,
highlighting the importance of centriole
integrity in maintaining tissue health.

Biomarkers of Centriole Aging

Centrosome  abnormalities, such as
overduplication, fragmentation, and
mislocalization, have been proposed as
biomarkers of cellular aging. These
abnormalities are frequently observed in
aged tissues and are associated with
increased cellular senescence and tissue
dysfunction (Hinchcliffe & Sluder, 2001). For
example, centrosome amplification in skin
fibroblasts and epithelial cells correlates
with  age-related decline in tissue
regenerative capacity.

Advances in imaging and molecular
techniques have enabled the development
of diagnostic tools for detecting centriole
dysfunction. For instance, high-resolution

microscopy and immunofluorescence
staining can be used to Vvisualize
centrosome  abnormalities in  patient
samples (Funk et al., 2012). Additionally,
molecular markers such as p16INK4a and
SA-B-gal, which are associated with cellular
senescence, can be used to assess
centriole-related aging phenotypes. These
tools have the potential to improve early
diagnosis and monitoring of age-related
diseases.

Therapeutic
Interventions

Centrioles have emerged as promising
targets for interventions aimed at delaying
aging and preventing age-related diseases.
By addressing centriole dysfunction, it may
be possible to mitigate the cellular and
tissue-level declines associated with aging.
For example, stabilizing centrosome
function could reduce mitotic errors,
genomic instability, and cellular
senescence, all of which contribute to aging
and age-related pathologies (Kirkwood,
2005). Additionally, restoring ciliary function
could improve signaling pathways critical for
tissue homeostasis, offering potential
benefits for diseases such as
neurodegeneration, polycystic kidney
disease, and cardiovascular disorders.

Several strategies are being explored to
target centrioles and centrosomes for
therapeutic purposes. Small molecule
inhibitors, such as those targeting Polo-like
kinase 4 (PLK4), have shown promise in
reducing centrosome amplification and
restoring normal cell division in cancer cells
(Nigg & Raff, 2009). Similarly, gene
therapies aimed at correcting mutations in
centriole-associated genes, such as
CEP152 and SAS-6, could help restore
centriole function and improve tissue
regeneration. For example,
CRISPR-Cas9-based gene editing has been
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used to correct centriole defects in
experimental models, demonstrating the
potential for precision medicine approaches
in treating centriole-related disorders
(Doudna & Charpentier, 2014).

Furthermore, antioxidant therapies that
reduce oxidative stress could help protect
centrioles from damage, thereby preserving
their function and delaying age-related
decline (Finkel & Holbrook, 2000). For
instance, compounds such as
N-acetylcysteine (NAC) and coenzyme Q10
have been shown to reduce oxidative
damage to centrosomes and improve
cellular function in aged tissues. These
approaches highlight the potential for
centriole-targeted therapies to promote
healthy aging and prevent age-related
diseases.

Future Directions

Hypothesis

Hypothesis 1: Aging Due to
Increased Proportion of Aged
Centrioles

The presence of old centrioles in the body
correlates with elevated markers of
age-related cellular dysfunction, reduced
regenerative capacity, and accelerated
aging rates. Aged centrioles lose structural
integrity, impairing their role in microtubule
organization and cell division.

Hypothesis 2: Rejuvenation via
Increased Proportion of New
Centrioles

New centrioles correlate with reduced aging
markers, enhanced regeneration, and
slower aging. Fresh centrioles improve
cytoskeletal dynamics and ensure accurate
mitotic spindle formation, critical for
maintaining genomic stability.

Hypothesis 3:
Disorganization

Cytoskeletal

Dysfunctional aged centrioles disrupt
microtubule networks, impairing intracellular
transport, organelle migration, and cell
shape maintenance. This exacerbates
oxidative stress and reduces cellular
resilience 41115. For example, centrioles
regulate actin filaments and microtubules
essential for cellular architecture 15.

Hypothesis 4:
Impairment

Autophagy

Aged centrioles may fail to participate in
phagophore cup formation, leading to
accumulation of damaged organelles and
proteins—a  hallmark of age-related
pathologies like neurodegeneration. New
centrioles enhance autophagy, improving
cellular clearance.

Hypothesis 5:
Alterations

Epigenetic

Age-related replication errors in centrioles
(e.g., during S-phase duplication) disrupt
gene expression linked to the cell cycle and
DNA repair. Maternal centrioles carry
additional proteins (e.g., tubulins) that
influence transcriptional regulation, creating
a feedback loop that accelerates aging.

Hypothesis 6: Loss of Cell Polarity
and Migration

Aged centrioles impair cellular polarity,
critical for tissue regeneration (e.g., in
epithelial or stem cells). This reduces
wound healing efficiency and tissue
renewal. New centrioles restore microtubule
organization, enhancing cell migration.

Hypothesis 7: Signaling Pathway
Disruption

Centrioles  modulate  pathways like
Wnt/Notch, regulating proliferation and
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differentiation. Aged centrioles activate
pro-inflammatory pathways (e.g., NF-kB),
promoting chronic inflammation—a key
aging driver. New centrioles suppress
senescence-associated secretory
phenotype (SASP).

Hypothesis 8: Genomic Instability

Defective centrioles cause mitotic errors
(e.g., aneuploidy), accelerating organismal
aging, particularly in highly proliferative
tissues (e.g., skin, gut). New centrioles
reduce genomic instability risks.

Hypothesis 9: Mitochondrial

Interaction

Aged centrioles disrupt mitochondrial
transport along microtubules, reducing
energy metabolism efficiency and
increasing reactive oxygen species (ROS).
New centrioles improve mitochondrial
distribution, supporting metabolic health.

Hypothesis 10: Role in
Intercellular Communication

Centrioles influence cilia formation, which
mediates signaling (e.g., Hedgehog). Aged
centrioles impair ciliary function, reducing
cellular responsiveness. New centrioles
restore cilia, enhancing tissue coordination.

Hypothesis 11: Post-Translational
Modifications

Aged (maternal) centrioles accumulate
modifications (e.9., acetylation,
polyglutamylation) and distinct proteins.
Suppression of centriolar deacetylases
(e.g., HDAC6) may mimic age-related
changes by hyperacetylating tubulin.

Unanswered Questions

While significant progress has been made in
understanding the role of centrioles in
aging, establishing direct causal links

between centriole dysfunction and aging in
humans remains a critical challenge. Most
studies have relied on model organisms or
in vitro systems, and further research is
needed to determine whether centriole
dysfunction is a primary driver of aging or a
secondary consequence of other aging
processes (Lopez-Otin et al., 2013).
Longitudinal studies in human populations,
combined with advanced genetic and
molecular analyses, could help clarify the
role of centrioles in human aging.

Centrioles are traditionally studied in the
context of cell division, but their roles in
non-dividing cells and post-mitotic tissues,
such as neurons and muscle cells, are less
well understood. In these cells, centrioles
are essential for the formation and function
of primary cilia, which play critical roles in
sensory and signaling processes (Kirkwood
& Austad, 2000). Investigating how centriole
dysfunction contributes to age-related
declines in post-mitotic tissues could
provide new insights into the biology of
aging and age-related diseases.

Emerging Technologies

Advances in imaging technologies, such as
super-resolution microscopy and live-cell
imaging, have revolutionized the study of
centriole dynamics. These techniques allow
researchers to visualize centriole structure
and function in real time, providing
unprecedented insights into how centrioles
change with age (Hinchcliffe & Sluder,
2001). For example, super-resolution
microscopy has revealed age-related
changes in centrosome architecture and
microtubule organization, shedding light on
the mechanisms underlying centriole
dysfunction.

CRISPR-Cas9 gene editing has emerged as
a powerful tool for studying centriole
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function and its role in aging. By creating
targeted mutations in centriole-associated
genes, researchers can investigate the
effects of centriole dysfunction on cellular
and organismal aging (Doudna &
Charpentier, 2014). Additionally,
CRISPR-based approaches hold promise
for developing gene therapies to correct
centriole defects and restore normal cellular
function in age-related diseases.

Translational Research

Translating basic research on centrioles into
clinical applications is a key goal for the
future. Potential therapeutic strategies
include small molecule inhibitors to stabilize
centrosome function, gene therapies to
correct centriole defects, and antioxidant
treatments to protect centrioles from
oxidative damage (Campisi, 2013). These
approaches could help delay aging and
prevent age-related diseases by maintaining
centriole integrity and function.

Centriole research should be integrated into
broader studies of aging to better
understand how centriole dysfunction
interacts with other hallmarks of aging, such
as genomic instabilityy, mitochondrial
dysfunction, and cellular senescence
(Kirkwood, 2005). This integrative approach
could provide a more comprehensive
understanding of the aging process and
identify new targets for interventions to
promote healthy aging.

Conclusion

Centrioles, once considered mere structural
components of the cell, are now recognized
as key players in the aging process. Their
roles in maintaining genomic stability, stem
cell function, and cellular signaling make
them critical to understanding the biology of
aging. Centrioles ensure  accurate
chromosome  segregation during cell
division, support the regenerative capacity

of stem cells, and facilitate the formation
and function of primary cilia, which are
essential for cellular communication and
homeostasis (Nigg & Holland, 2018; Goetz
& Anderson, 2010). Dysfunction in these
processes contributes to the hallmarks of
aging, including genomic instability, tissue
degeneration, and chronic inflammation
(L6pez-Otin et al., 2013).

By elucidating the mechanisms linking
centrioles to aging, we can develop novel
interventions to promote healthy aging and
prevent age-related diseases. For example,
targeting centriole dysfunction through small
molecule inhibitors, gene therapies, or
antioxidant treatments could help restore
cellular function and delay the onset of
age-related pathologies (Kirkwood, 2005;
Nigg & Raff, 2009). Additionally,
understanding the  evolutionary and
maintenance theories of centriole aging
provides insights into why centriole
dysfunction occurs and how it can be
mitigated.

Future research should focus on translating
these findings into clinical applications,
offering hope for extending healthspan and
improving quality of life in an aging
population.  This includes developing
biomarkers for early detection of centriole
dysfunction, advancing therapeutic
strategies to stabilize centriole function, and
integrating centriole research into broader
studies of aging (Campisi, 2013; Hinchcliffe
& Sluder, 2001). By bridging the gap
between basic science and clinical practice,
we can unlock the potential of
centriole-targeted therapies to enhance
healthy aging and address the growing
burden of age-related diseases.

References:

1. Basto, R., Lau, J., Vinogradova, T., Gardiol, A.,
Woods, C. G., Khodjakov, A., & Raff, J. W.
(2008). Flies without centrioles. Cell, 125(7),

© Under CC BY-NC-ND 4.0 International License | Longevity Horizon, 1(3). ISSN: 088-4063

15


https://creativecommons.org/licenses/by-nc-nd/4.0/
https://longevity.ge/index.php/longhoriz

10.

1.

12.

13.

14.

1375-1386.

s 0.1016/1.cell.2008.04.037
Bettencourt-Dias, M., & Glover, D. M. (2007).
Centrosome biogenesis and function:
Centrosomics brings new understanding. Nature
Reviews Molecular Cell Biology, 8(6), 451-463.
https://doi.org/10.1038/nrm2180
Campisi, J. (2013). Aging, cellular senescence,
and cancer. Annual Review of Physiology, 75,
685-705.

83653

Chichinadze, K. N., & Tkemaladze, D. V. (2008).
Centrosomal hypothesis of cellular aging and
differentiation.  Advances in  Gerontology=
Uspekhi Gerontologii, 21(3), 367-371.
Chichinadze, K., Lazarashvili, A., & Tkemaladze,
J. (2013). RNA in centrosomes: structure and
possible  functions.  Protoplasma, 250(1),
397-405.

Chichinadze, K., Tkemaladze, D., & Lazarashvili,
A. (2012). New class of RNA and centrosomal
hypothesis of cell aging. Advances in
Gerontology= Uspekhi Gerontologii, 25(1), 23-28.
Chichinadze, K., Tkemaladze, J., & Lazarashvili,
A. (2012). A new class of RNAs and the
centrosomal hypothesis of cell aging. Advances
in Gerontology, 2(4), 287-291.

Chichinadze, K., Tkemaladze, J., & Lazarashvili,
A. (2012). Discovery of centrosomal RNA and
centrosomal hypothesis of cellular ageing and
differentiation. Nucleosides, Nucleotides and
Nucleic Acids, 31(3), 172-183.

Doudna, J. A., & Charpentier, E. (2014). The new
frontier ~ of genome  engineering  with
CRISPR-Cas9. Science, 346(6213), 1258096.
https://doi.org/10.1126/science. 1258096

Finkel, T., & Holbrook, N. J. (2000). Oxidants,
oxidative stress and the biology of ageing.
Nature, 408(6809), 239-247.
https://doi.org/10.1038/35041687

Fliegauf, M., Benzing, T., & Omran, H. (2007).
When cilia go bad: Cilia defects and ciliopathies.
Nature Reviews Molecular Cell Biology, 8(11),
880-893. https://doi.org/10.1038/nrm2278

Funk, L. C., Zasadil, L. M., & Weaver, B. A.
(2012). Living in CIN: Mitotic infidelity and its
consequences for tumor promotion and
suppression.  Developmental  Cell, 23(6),
1047-1058.
https://doi.org/10.1016/j.devcel.2012.10.012
Ganem, N. J., Godinho, S. A., & Pellman, D.
(2009). A mechanism linking extra centrosomes
to chromosomal instability. Nature, 460(7252),
278-282. https://doi.org/10.1038/nature08136
Godinho, S. A., & Pellman, D. (2014). Causes
and consequences of centrosome abnormalities
in cancer. Philosophical Transactions of the
Royal Society B: Biological Sciences, 369(1650),
20130467. https://doi.org/10.1098/rstb.2013.0467

15.

16.

17.

18.

19.

20.

21.

22.

23.

24,

25.

26.

Goetz, S. C., & Anderson, K. V. (2010). The
primary cilium: A signalling centre during

vertebrate  development. Nature Reviews
Genetics, 11(5), 331-344.
https://doi.org/10.1038/nrg2774Génczy, P.

(2015). Centrosomes and cancer: Revisiting a
long-standing relationship. Nature Reviews
Cancer, 15(11), 639-652.
https://doi.org/10.1038/nrc3995

Gordon, D. J., Resio, B., & Pellman, D. (2012).
Causes and consequences of aneuploidy in
cancer. Nature Reviews Genetics, 13(3),
189-203. https://doi.org/10.1038/nrg3123
Guemez-Gamboa, A., Coufal, N. G., & Gleeson,
J. G. (2014). Primary cilia in the developing and
mature  brain.  Neuron, 82(3), 511-521.
https://doi.org/10.1016/j.neuron.2014.04.024
Harris, P. C., & Torres, V. E. (2009). Polycystic
kidney disease. Annual Review of Medicine, 60,
321-337.
https://doi.org/10.1146/annurev.med.60.101707.1
25712

Hayflick, L., & Moorhead, P. S. (1961). The serial
cultivation of human diploid cell strains.
Experimental Cell Research, 25(3), 585-621.
https://doi.org/10.1016/0014-4827(61)90192-6
Hilgendorf, K. I., Johnson, C. T., & Jackson, P. K.
(2016). The primary cilium as a cellular receiver:
Organizing ciliary GPCR signaling. Current

Opinion in  Cell Biology, 39, 84-92.
https://doi.org/10.1016/j.ceb.2016.02.008
Hinchcliffe, E. H., & Sluder, G. (2001).

Centrosome duplication: Three kinases come up
a winner. Current Biology, 11(17), R698-R701.
https://doi.org/10.1016/S0960-9822(01)00454-8
Jaba, T. (2022). Dasatinib and quercetin:
short-term simultaneous administration yields
senolytic effect in humans. Issues and
Developments in Medicine and Medical Research
Vol. 2, 22-31.

Kipshidze, M., & Tkemaladze, J. (2023).
Comparative Analysis of drugs that improve the
Quality of Life and Life Expectancy. Junior
Researchers, 1(1), 184-193. doi:
https://doi.org/10.52340/2023.01.01.19

Kipshidze, M., & Tkemaladze, J. (2023). The
planaria Schmidtea mediterranea as a model
system for the study of stem cell biology. Junior
Researchers, 1(1), 194-218. doi:
https://doi.org/10.52340/2023.01.01.20

Kipshidze, M., & Tkemaladze, J. (2024).
Abastumani Resort: Balneological Heritage and
Modern Potential. Junior Researchers, 2(2),
126-134. doi:
https://doi.org/10.52340/jr.2024.02.02.12
Kipshidze, M., & Tkemaladze, J. (2024).
Balneology in Georgia: traditions and modern
situation. Junior Researchers, 2(2), 78-97. doi:
https://doi.org/10.52340/jr.2024.02.02.09

© Under CC BY-NC-ND 4.0 International License | Longevity Horizon, 1(3). ISSN: 088-4063

16


https://doi.org/10.1016/j.cell.2008.04.037
https://doi.org/10.1038/nrm2180
https://doi.org/10.1146/annurev-physiol-030212-183653
https://doi.org/10.1146/annurev-physiol-030212-183653
https://doi.org/10.1126/science.1258096
https://doi.org/10.1038/35041687
https://doi.org/10.1038/nrm2278
https://doi.org/10.1016/j.devcel.2012.10.012
https://doi.org/10.1038/nature08136
https://doi.org/10.1098/rstb.2013.0467
https://doi.org/10.1038/nrg2774
https://doi.org/10.1038/nrc3995
https://doi.org/10.1038/nrg3123
https://doi.org/10.1016/j.neuron.2014.04.024
https://doi.org/10.1146/annurev.med.60.101707.125712
https://doi.org/10.1146/annurev.med.60.101707.125712
https://doi.org/10.1016/0014-4827(61)90192-6
https://doi.org/10.1016/j.ceb.2016.02.008
https://doi.org/10.1016/S0960-9822(01)00454-8
https://doi.org/10.52340/2023.01.01.19
https://doi.org/10.52340/2023.01.01.20
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://longevity.ge/index.php/longhoriz

27.

28.

20.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

Kipshidze, M., & Tkemaladze, J. (2024).
Microelementoses - history and current status.
Junior Researchers, 2(2), 108-125. doi:
https://doi.org/10.52340/jr.2024.02.02.11
Kirkwood, T. B. (2005). Understanding the odd
science of aging. Cell, 120(4), 437-447.
https://doi.org/10.1016/j.cell.2005.01.027
Knoblich, J. A. (2010). Asymmetric cell division:
Recent developments and their implications for
tumour biology. Nature Reviews Molecular Cell
Biology, 11(12), 849-860.
https://doi.org/10.1038/nrm3010

Levine, M. S., Bakker, B., Boeckx, B., Moyett, J.,
Lu, J., Vitre, B., ... & Pellman, D. (2017).
Centrosome amplification is sufficient to promote
spontaneous  tumorigenesis in  mammals.
Developmental Cell, 40(3), 313-322.
https://doi.org/10.1016/j.devcel.2016.12.022
Lezhava, T., Monaselidze, J., Jokhadze, T.,
Kakauridze, N., Khodeli, N., Rogava, M.,
Tkemaladze, J., ... & Gaiozishvili, M. (2011).
Gerontology research in Georgia. Biogerontology,
12, 87-91. doi: 10.1007/s10522-010-9283-6.
Epub 2010 May 18. PMID: 20480236; PMCID:
PMC3063552

Lépez-Otin, C., Blasco, M. A., Partridge, L.,
Serrano, M., & Kroemer, G. (2013). The
hallmarks of aging. Cell, 153(6), 1194-1217.
https://doi.org/10.1016/j.cell.2013.05.039
Matsaberidze, M., Prangishvili, A., Gasitashvili,
Z., Chichinadze, K., & Tkemaladze, J. (2017). TO
TOPOLOGY OF ANTI-TERRORIST AND
ANTI-CRIMINAL TECHNOLOGY FOR
EDUCATIONAL PROGRAMS. International
Journal of Terrorism & Political Hot Spots, 12.
Mikule, K., Pitluk, H., & Buster, D. (2007).
Centrosome amplification and the development
of cancer. Oncogene, 26(44), 6285-6296.
https://doi.org/10.1038/sj.onc.1210456

Nigg, E. A., & Holland, A. J. (2018). Once and
only once: Mechanisms of centriole duplication
and their deregulation in disease. Nature
Reviews Molecular Cell Biology, 19(5), 297-312.
https://doi.org/10.1038/nrm.2017.127

Nigg, E. A., & Raff, J. W. (2009). Centrioles,
centrosomes, and cilia in health and disease.
Cell, 139(4), 663-678.

https://doi.ora/10.1016/j.cell.2009.10.036
Nigg, E. A., & Stearns, T. (2011). The centrosome

cycle: Centriole biogenesis, duplication and
inherent asymmetries. Nature Cell Biology,
13(10), 1154-1160.
h : i.org/10.1 ncb234

Oh, J., Lee, Y. D., & Wagers, A. J. (2014). Stem
cell aging: Mechanisms, regulators and
therapeutic opportunities. Nature Medicine, 20(8),
870-880. https://doi.org/10.1038/nm.3651

Piel, M., Nordberg, J., Euteneuer, U., & Bornens,
M. (2001). Centrosome-dependent exit of
cytokinesis in animal cells. Science, 291(5508),

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

1550-1553.

s 0.1126/5ci 157330
Pihan, G. A. (2013). Centrosome dysfunction
contributes to chromosome instability,
chromoanagenesis, and genome reprogramming
in cancer. Frontiers in Oncology, 3, 277.
https://doi.org/10.3389/fonc.2013.00277
Pineault, K. M., Wellik, D. M., & Swanson, S. A.
(2019). Centriole dysfunction in stem cells:
Implications for aging and disease. Stem Cell
Reports, 12(3), 525-538.

o 0.1016]] 2019.01.012
Prangishvili, A., Gasitashvili, Z., Matsaberidze,
M.,  Chkhartishvili, L., Chichinadze, K.,
Tkemaladze, J., ... & Azmaiparashvili, Z. (2019).
SYSTEM COMPONENTS OF HEALTH AND
INNOVATION FOR THE ORGANIZATION OF
NANO-BIOMEDIC ECOSYSTEM
TECHNOLOGICAL PLATFORM. Current Politics
and Economics of Russia, Eastern and Central
Europe, 34(2/3), 299-305.
Prosser, S. L., & Morrison, C. G. (2015). Centrin2
regulates CP110 removal in primary cilium
formation. Journal of Cell Biology, 208(6),
693-701. https://doi.org/10.1083/jcb.201411070
Rando, T. A, & Chang, H. Y. (2012). Aging,
rejuvenation, and epigenetic reprogramming:
Resetting the aging clock. Cell, 148(1-2), 46-57.
https://doi.org/10.1016/j.cell.2012.01.003
Rodier, F., Coppé, J. P, Patil, C. K., Hoeijmakers,
W. A., Mufioz, D. P, Raza, S. R., ... & Campisi, J.
(2011). Persistent DNA damage signalling
triggers  senescence-associated inflammatory
cytokine secretion. Nature Cell Biology, 11(8),
973-979. https://doi.org/10.1038/ncb2304
Satir, P., & Christensen, S. T. (2007). Overview of
structure and function of mammalian cilia. Annual
Review of Physiology, 69, 377-400.
https://doi.org/10.1146/annurev.physiol.69.04070
5.141236
Schieber, M., & Chandel, N. S. (2014). ROS
function in redox signaling and oxidative stress.
Current Biology, 24(10), R453-R462.
https://doi.org/10.1016/j.cub.2014.03.034
Tkemaladze J. (2024). Editorial: Molecular
mechanism of ageing and therapeutic advances
through targeting glycative and oxidative stress.
Front Pharmacol. 2024 Mar 6;14:1324446. doi:
10.3389/fphar.2023.1324446. PMID: 38510429;
PMCID: PMC10953819.
Tkemaladze, J. (2023). Cross-senolytic effects of
dasatinib and quercetin in humans. Georgian
Scientists, 5(3), 138-152. doi:
https://doi.org/10.52340/2023.05.03.15
Tkemaladze, J. (2023). |Is the selective
accumulation of oldest centrioles in stem cells the
main cause of organism ageing?. Georgian
Scientists, 5(3), 216-235. doi:
https://doi.org/10.52340/2023.05.03.22

© Under CC BY-NC-ND 4.0 International License | Longevity Horizon, 1(3). ISSN: 088-4063

17


https://doi.org/10.1016/j.cell.2005.01.027
https://doi.org/10.1038/nrm3010
https://doi.org/10.1016/j.devcel.2016.12.022
https://doi.org/10.1016/j.cell.2013.05.039
https://doi.org/10.1038/sj.onc.1210456
https://doi.org/10.1038/nrm.2017.127
https://doi.org/10.1016/j.cell.2009.10.036
https://doi.org/10.1038/ncb2345
https://doi.org/10.1038/nm.3651
https://doi.org/10.1126/science.1057330
https://doi.org/10.3389/fonc.2013.00277
https://doi.org/10.1016/j.stemcr.2019.01.012
https://doi.org/10.1083/jcb.201411070
https://doi.org/10.1016/j.cell.2012.01.003
https://doi.org/10.1038/ncb2304
https://doi.org/10.1146/annurev.physiol.69.040705.141236
https://doi.org/10.1146/annurev.physiol.69.040705.141236
https://doi.org/10.1016/j.cub.2014.03.034
https://doi.org/10.52340/2023.05.03.15
https://doi.org/10.52340/2023.05.03.22
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://longevity.ge/index.php/longhoriz

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

Tkemaladze, J. (2023). Long-Term Differences
between Regenerations of Head and Tail
Fragments in Schmidtea Mediterranea Ciw4.
Available at SSRN 4257823.

Tkemaladze, J. (2023). Reduction, proliferation,
and differentiation defects of stem cells over time:
a consequence of selective accumulation of old
centrioles in the stem cells?. Molecular Biology
Reports, 50(3), 2751-2761.

Tkemaladze, J. (2023). Structure and possible
functions of centriolar RNA with reference to the
centriolar hypothesis of differentiation and
replicative senescence. Junior Researchers, 1(1),
156-170. doi:
https://doi.org/10.52340/2023.01.01.17
Tkemaladze, J. (2023). The centriolar hypothesis
of differentiation and replicative senescence.
Junior Researchers, 1(1), 123-141. doi:
https://doi.org/10.52340/2023.01.01.15
Tkemaladze, J. (2024). Absence of centrioles
and regenerative potential of planaria. Georgian
Scientists, 6(4), 59-75. doi:
https://doi.org/10.52340/9s.2024.06.04.08
Tkemaladze, J. (2024). Cell center and the
problem of accumulation of oldest centrioles in
stem cells. Georgian Scientists, 6(2), 304-322.
doi: https://doi.org/10.52340/9s.2024.06.02.32
Tkemaladze, J. (2024). Elimination of centrioles.
Georgian  Scientists, 6(4), 291-307. doi:
https://doi.org/10.52340/gs.2024.06.04.25
Tkemaladze, J. (2024). Main causes of
intelligence  decrease and prospects for
treatment. Georgian Scientists, 6(2), 425-432.
doi: htt .2024.
Tkemaladze, J. (2024). The rate of stem cell
division decreases with age. Georgian Scientists,
6(4), 228-242. doi:
https://doi.org/10.52340/gs.2024.06.04.21
Tkemaladze, J. (2025). A Universal Approach to
Curing All Diseases: From Theoretical
Foundations to the Prospects of Applying Modern
Biotechnologies in Future Medicine. doi:
http://dx.doi.org/10.13140/RG.2.2.24481.11
Tkemaladze, J. (2025). Strategic Importance of
the Caucasian Bridge and Global Power
Rivalries. doi:
http://dx.doi.org/10.13140/RG.2.2.19153.03680
Tkemaladze, J. (2025). The Epistemological
Reconfiguration and Transubstantial
Reinterpretation  of  Eucharistic  Practices
Established by the Divine Figure of Jesus Christ
in Relation to Theological Paradigms. doi:
http://dx.doi.org/10.13140/RG.2.2.28347.737
Tkemaladze, J. (2025). Transforming the psyche

with  phoneme frequencies "Habere aliam
linguam est possidere secundam animam"
Charlemagne. doi:

http://dx.doi.org/10.13140/RG.2.2.16105.61286
Tkemaladze, J. (2025). Anatomy, Biogenesis,
and Role in Cell Biology of Centrioles. Longevity

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

Horizon, 1(2). doi:
https://doi.org/10.5281/zenodo.14742232
Tkemaladze, J. (2025). Asymmetry in the

Inheritance of Centrosomes / Centrioles and lts
Consequences. Longevity Horizon, 1(2).  doi:
https://doi.org/10.5281/zenodo.14837352

Tkemaladze, J. (2025). Concept to The Alive
Language. Longevity Horizon, 1(1). doi:
https://doi.org/10.5281/zenodo.14688792

Tkemaladze, J. (2025). Concept to The
Caucasian Bridge. Longevity Horizon, 1(1). doi:

https://doi.org/10.5281/zenodo.14689276
Tkemaladze, J. (2025). Concept to The Curing All
Diseases. Longevity Horizon, 1(1). doi:

https://doi.org/10.5281/zenodo.14676208
Tkemaladze, J. (2025). Concept to The Eternal

Youth. Longevity Horizon, 1(1). doi:
https://doi.org/10.5281/zenodo.14681902
Tkemaladze, J. (2025). Concept to The Food
Security.  Longevity  Horizon, 1(1). doi:
https://doi.org/10.5281/zenodo.14642407
Tkemaladze, J. (2025). Concept to the Living

Space. Longevity ~ Horizon, 1(1). doi:
https://doi.org/10.5281/zenodo.14 1

Tkemaladze, J. (2025). Concept to The Restoring
Dogmas. Longevity Horizon, 1(1). doi:

https://doi.org/10.5281/zenodo.14708980
Tkemaladze, J. (2025). Differentiation of Somatic

Cells in Multicellular Organisms. Longevity
Horizon, 1(2). doi:
https://doi.org/10.5281/10.5281/zenodo.1477892
L

Tkemaladze, J. (2025). Replicative Hayflick Limit.
Longevity Horizon, 1(2). doi:
https://doi.org/10.5281/zenodo.14752664
Tkemaladze, J. (2025). Molecular Insights and
Radical Longevity from Ancient Elixirs to Mars
Colonies. Longevity Horizon, 1(2). DOI:
https://doi.org/10.5281/zenodo0.14895222
Tkemaladze, J. (2025). Solutions to the Living
Space Problem to Overcome the Fear of
Resurrection from the Dead. doi:
http://dx.doi.org/10.13140/RG.2.2.34655.577
Tkemaladze, J. (2025). The Concept of
Data-Driven Automated Governance. Georgian
Scientists, 6(4), 399-410. doi:
https://doi.ora/10.52340/gs.2024.06.04.38
Tkemaladze, J. (2025). Achieving Perpetual
Vitality Through Innovation. doi:
http://dx.doi.org/10.13140/RG.2.2.31113.35685
Tkemaladze, J. (2025).Systemic Resilience and
Sustainable Nutritional Paradigms in
Anthropogenic Ecosystems. doi:
http://dx.doi.org/10.13140/RG.2.2.18943.32169/1
Tkemaladze, J. V., & Chichinadze, K. N. (2005).
Centriolar mechanisms of differentiation and

replicative aging of higher animal cells.
Biochemistry (Moscow), 70, 1288-1303.
Tkemaladze, J., & Apkhazava, D. (2019).

Dasatinib and quercetin: short-term simultaneous

© Under CC BY-NC-ND 4.0 International License | Longevity Horizon, 1(3). ISSN: 088-4063

18


https://doi.org/10.52340/2023.01.01.17
https://doi.org/10.52340/2023.01.01.15
https://doi.org/10.52340/gs.2024.06.04.08
https://doi.org/10.52340/gs.2024.06.02.32
https://doi.org/10.52340/gs.2024.06.04.25
https://doi.org/10.52340/gs.2024.06.02.44
https://doi.org/10.52340/gs.2024.06.04.21
http://dx.doi.org/10.13140/RG.2.2.24481.11366
http://dx.doi.org/10.13140/RG.2.2.19153.03680
http://dx.doi.org/10.13140/RG.2.2.28347.73769
http://dx.doi.org/10.13140/RG.2.2.16105.61286
https://doi.org/10.5281/zenodo.14742232
https://doi.org/10.5281/zenodo.14837352
https://doi.org/10.5281/zenodo.14688792
https://doi.org/10.5281/zenodo.14689276
https://doi.org/10.5281/zenodo.14676208
https://doi.org/10.5281/zenodo.14681902
https://doi.org/10.5281/zenodo.14642407
https://doi.org/10.5281/zenodo.14635991
https://doi.org/10.5281/zenodo.14708980
https://doi.org/10.5281/10.5281/zenodo.14778927
https://doi.org/10.5281/10.5281/zenodo.14778927
https://doi.org/10.5281/zenodo.14752664
https://doi.org/10.5281/zenodo.14895222
http://dx.doi.org/10.13140/RG.2.2.34655.57768
https://doi.org/10.52340/gs.2024.06.04.38
http://dx.doi.org/10.13140/RG.2.2.31113.35685
http://dx.doi.org/10.13140/RG.2.2.18943.32169/1
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://longevity.ge/index.php/longhoriz

83.

84.

85.

86.

87.

88.

89.

90.

91.

administration improves physical
human. J Biomedical Sci, 8(3), 3.
Tkemaladze, J., & Chichinadze, K. (2005).
Potential role of centrioles in determining the
morphogenetic status of animal somatic cells.
Cell biology international, 29(5), 370-374.
Tkemaladze, J., & Chichinadze, K. (2010).
Centriole, differentiation, and senescence.
Rejuvenation research, 13(2-3), 339-342.
Tkemaladze, J., & Samanishvili, T. (2024).
Mineral ice cream improves recovery of muscle
functions after exercise. Georgian Scientists,
6(2), 36-50. doi:
https://doi.org/10.5234 .2024.06.02.04
Tkemaladze, J., Tavartkiladze, A., & Chichinadze,
K. (2012). Programming and Implementation of

capacity in

Age-Related Changes. In  Senescence.
IntechOpen.

Tkemaladze, Jaba and Kipshidze, Mariam,
Regeneration Potential of the Schmidtea

Mediterranea CIW4 Planarian. Available at
SSRN:  hitps://ssrn.com/abstract=4633202 or
http://dx.doi.org/10.2139/ssrn.4633202

Wheway, G., Nazlamova, L., & Hancock, J. T.
(2018). Signaling through the primary cilium.
Frontiers in Cell and Developmental Biology, 6, 8.
https://doi.org/10.3389/fcell.2018.00008

Yamashita, Y. M., Mahowald, A. P., Perlin, J. R.,
& Fuller, M. T. (2007). Asymmetric inheritance of
mother versus daughter centrosome in stem cell

division. Science, 315(5811), 518-521.
) . 0.1126/sci 3689

Mpanrmweunu, A. W., Tacutawsunu, 3. A,

Mauabepugsze, M. W., YuumHapse, K. H,

Tkemanagse, . B., & Asmannapawsunu, 3. A.
(2017). K TOnomormv aHTUTEPPOPUCTUHECKUX U
AHTUKPUMUHATbHbIX TEXHOMNOrnm ansi
obpasoBartenbHbIX  nporpamMM. B HayyHOoMm
1M3gaHuM npencTaBneHbl Martepuans Oecaton
MeXayHapoaHoM Hay4YHO-TEXHUYECKOMN
KOHe-peHumm «YnpaBneHue passuTnem
KpynHoMacwTabHelx cuctem (MLSD’2016)» no
cnepyoLWwum HanpaeBne-HUAM:® Mpobnemel
ynpaBneHuss pasBUTUEM  KpynHOMacLUTabHbIX
cuctem, Bknodas THK, TlocxonamH-trm  um
loc-kopnopaumu., 284.

Mpanrmwennn, A. W., Tacutawswmnn, 3. A,
Mauabepugze, M. W., Yxaptmwsunu, J1. C.,
UuumHagse, K. H., & Tkemanagse, [. B. (2017). &
Asmannapawsunu, 3A (2017). CwucTtemHble

92.

93.

94.

95.

96.

97.

98.

99.

COCTaBnAwLME 30pPaBOOXPAHEHNS U MHHOBALMI

ansa opraHusauum €BPONencKon
HaHO-GMoMeaULIMHCKOM €KOCUCTEMHOM
TexXHorormyeckon nnargopmbl.  YnpasneHue

passuTneM KpynHomacwTabHbix cuctem MLSD,
365-368.

Tkemanagse, . (2025). AHatomus, GuoreHes u
ponb B KneTtodHon Guonorun ueHTpuonen. doi:
http://dx.doi.org/10.13140/RG.2.2.27441.70245/1
Tkemanagse, [HO. (2025). Acummetpus B
HacnegoBaHWM LEHTPOCOM / LieHTpuonen u ee
nocneacTeus. doi:

http://dx.doi.org/10.13140/RG.2.2.34917.31206

Tkemanagse, [. (2025). [OuddepeHumauus
COMaTUYECKNX KINETOK MHOTOKIETOUHBIX
XUBOTHbIX. doi:

http://dx.doi.org/10.13140/RG.2.2.23348.97929/1
Tkemanagse, [. (2025). PennukaTtvBHbIn Jlumnt

Xendnvka. doi:
http://dx.doi.org/10.13140/RG.2.2.25803.30249
Tkemanagase, 0. (2025). AnUMUHaums
LieHTpronen: MexaHnam OGHyneHns AHTponumn B
KneTtke. doi:
http://dx.doi.org/10.13140/RG.2.2.12890.66248/1
Tkemanagse, O. B., & YnuuHaase, K. H. (2005).
LleHTpronspHble MEeXaHU3Mbl
AndepeHUnpoBKN U pennmMKaTUBHOIO CTapeHns
KNETOK BbICLUMX >XMUBOTHbIX. Buoxumus, 70(11),
1566-1584.

Tkemanagse, [., Uomauna, I, & Xopxonuanu, U.
(2001). CospgaHue MNCKYCCTBEHHbIX
camoafanTupyloLmuxcsa CUCTEM Ha  OCHOBE
Teopun TporHo3a. WCKYCCTBEHHbIN WHTENMEKT.
YOK 004.89. WckycctBeHHbIn wHTennekt. YOK
004.89.

UuumHapgze, K. H., & Tkemanagse, . B. (2008).
LleHTpocoMHas runoTesa KrneTo4HOro CTapeHus u
anddpepeHumaumn. Yenexu repoHtonoruu, 21(3),
367-371.Anvarian, Z., Mykytyn, K.,
Mukhopadhyay, S., Pedersen, L. B. &
Christensen, S. T. (2019). Cellular signalling by
primary cilia in development, organ function and

disease. Nature Reviews Nephrology, 15(4),

199-219.

https://doi.org/10.1038/s41581-019-0116-9
100.YunynnHapse, K., Tkemanapse, a., &

Nasapaweunu, A. (2012). HOBbI/ KNACC PHK
N LUEHTPOCOMHAA TUMNOTE3A CTAPEHUA
KNETOK. Ycnexu repoHTtonoruu, 25(1), 23-28

© Under CC BY-NC-ND 4.0 International License | Longevity Horizon, 1(3). ISSN: 088-4063

19


https://doi.org/10.52340/gs.2024.06.02.04
https://ssrn.com/abstract=4633202
https://dx.doi.org/10.2139/ssrn.4633202
https://doi.org/10.3389/fcell.2018.00008
https://doi.org/10.1126/science.1136890
http://dx.doi.org/10.13140/RG.2.2.27441.70245/1
http://dx.doi.org/10.13140/RG.2.2.34917.31206
http://dx.doi.org/10.13140/RG.2.2.23348.97929/1
http://dx.doi.org/10.13140/RG.2.2.25803.30249
http://dx.doi.org/10.13140/RG.2.2.12890.66248/1
https://doi.org/10.1038/s41581-019-0116-9
https://creativecommons.org/licenses/by-nc-nd/4.0/
https://longevity.ge/index.php/longhoriz

	The Centriolar Theory of Differentiation Explains the Biological Meaning of the Centriolar Theory of Organismal Aging 
	Abstract 
	Introduction 
	Theories Linking Centrioles to Aging 
	Centrosome Amplification and Genomic Instability 
	Stem Cell Dysfunction 
	Ciliary Dysfunction 
	Cellular Senescence 
	Oxidative Stress and Centriole Damage 
	Centrosome Aging Hypothesis 
	Evolutionary and Maintenance Theories 

	Centriolar Theory of Organismal Aging 
	Centriolar Theory of Differentiation and Proliferative Cellular Aging 
	Picture 1. Asymmetric distribution of hypothetical inducers of irreversible differentiation. A possible scenario in asymmetric division systems is shown, where an old centriole selectively enters the descendant stem cell. 
	Picture 2.  
	Picture 2.  

	Evidence from Model Organisms 
	C. elegans 
	Drosophila 
	Mice 

	Human Studies and Clinical Implications 
	Centriole Dysfunction in Age-Related Diseases 
	Biomarkers of Centriole Aging 

	Therapeutic Interventions 
	Future Directions 
	Hypothesis 
	Hypothesis 1: Aging Due to Increased Proportion of Aged Centrioles 
	Hypothesis 2: Rejuvenation via Increased Proportion of New Centrioles 
	Hypothesis 3: Cytoskeletal Disorganization 
	Hypothesis 4: Autophagy Impairment 
	Hypothesis 5: Epigenetic Alterations 
	Hypothesis 6: Loss of Cell Polarity and Migration 
	Hypothesis 7: Signaling Pathway Disruption 
	Hypothesis 8: Genomic Instability 
	Hypothesis 9: Mitochondrial Interaction 
	Hypothesis 10: Role in Intercellular Communication 
	Hypothesis 11: Post-Translational Modifications 

	Unanswered Questions 
	Emerging Technologies 
	Translational Research 

	Conclusion 
	References: 

