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Abstract: Melanocytes reside within the basal epidermis of human skin, and function to protect
the skin from ultraviolet light through the production of melanin. Prolonged exposure of the skin
to UV light can induce irreparable DNA damage and drive cells into senescence, a sustained cell
cycle arrest that prevents the propagation of this damage. Senescent cells can also be detrimental
and contribute to skin ageing phenotypes through their senescence-associated secretory phenotype.
Senescent cells can act in both an autocrine and paracrine manner to produce widespread tissue
inflammation and skin ageing. Recently, melanocytes have been identified as the main senescent cell
population within the epidermis and have been linked to a variety of skin ageing phenotypes, such
as epidermal thinning and the presence of wrinkles. However, the literature surrounding melanocyte
senescence is limited and tends to focus on the role of senescence in the prevention of melanoma.
Therefore, this review aims to explore the current understanding of the contribution of senescent
melanocytes to human skin ageing.
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1. Introduction
1.1. Melanocyte Cell Biology

The term ‘melano-’ is derived from the Greek word ‘mélās’, which means black [1].
This denotes the ability of melanocytes to produce melanin, a pigment responsible for the
colours of skin, eyes, and hair. Melanocytes are derived from neural crest cells and differen-
tiate into melanoblasts, which move dorsolaterally to the ectoderm where they undergo
differentiation into melanocytes [2]. Melanocytes are associated with a variety of pigmenta-
tion disorders, such as albinism, vitiligo, melasma, and senile lentigo, the effects of which
can be seen prominently within the skin (reviewed by Yamaguchi et al., 2014 [3]). In the
skin, melanocytes reside in the basal epidermis at a reported ratio of 1:5 to 1:10 with basal
keratinocytes [4,5]. Melanocytes are highly dendritic, and thus can transfer their melanin
to as many as 36 neighbouring keratinocytes [6]. Subsequently, melanin forms a supranu-
clear cap, surrounding the keratinocyte nucleus and protecting it from UV-induced DNA
damage. This is particularly important for basal stem cells, to prevent both carcinogenesis
and apoptosis, and to maintain a healthy stem cell pool for skin homeostasis [7].

Upon UV exposure, keratinocytes release alpha-melanocyte stimulating hormone
(α-MSH), which acts through the G-protein coupled melanocortin-1 receptor present on
the surface of melanocytes to stimulate the downstream transcription of microphthalmia-
associated transcription factor (MITF) [8,9]. MITF is a transcription factor which stimulates
the synthesis of tyrosinase, tyrosinase related protein 1 (TYRP1) and pre-melanosome
protein PMEL (also known as PMEL-17, gp100, ME20, silver, HMB-45). These proteins are
involved in the regulation of melanin synthesis, packaging, and transport, which has been
extensively reviewed by Wasmeier et al., 2008 [8], and D’Alba et al., 2019 [10]. Interest-
ingly, fibroblasts can also initiate melanogenesis after UV exposure, by upregulation of the
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cytokine growth differentiation factor 15 (GDF15), which in turn promotes β-catenin sig-
nalling, subsequent nuclear translocation of β-catenin, and upregulation of its downstream
target MITF [11].

Melanin exists in two forms: brown/black eumelanin and yellow/red pheomelanin,
and the ratio of these determines skin colour [10]. Both types of melanin are derived
from tyrosine, which can be converted to L-DOPA and dopaquinone with the enzyme
tyrosinase (Figure 1) [5]. Melanin is synthesised and packaged within melanosomes,
which are early endosomal vesicles containing PMEL beta sheet scaffolds for melanin
deposition, alongside tyrosinase and tyrosinase-related enzymes which are required for
melanin synthesis (Figure 1) [8,10,12]. Mature melanosomes use microtubular transport to
migrate to the distal portion of melanocyte dendrites. Here, the melanosomes can bind to
cortical actin through Rab-27a/melanophillin/myosin VA complexing, to aid the transfer of
melanosomes to neighbouring keratinocytes [8,13]. The mechanism of melanosome transfer
to keratinocytes is unknown, but within the field four distinct transfer mechanisms have
been proposed; cytophagocytosis, membrane fusion, shed vesicles, and exo/phagocytosis.
This has been extensively reviewed in Moreiras et al., 2021 [14].
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release of mitogenic factors α-MSH, endothelins 1 and 3, and basic fibroblast growth fac-
tor, melanocytes can resume the cell cycle [16,17]. In culture, mitogens, such as the phorbol 
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Figure 1. Eumelanin and pheomelanin production. Adapted from Cichorek et al., 2013 [5]. Tyrosine
is converted to levodopa (L-DOPA) and dopaquinone by the enzyme tyrosinase. Here, the pathway
diverges dependent on the presence of cysteine to form either brown/black eumelanins or yellow/red
phenomelanins. During eumelanin production, dopachrome can be converted to 5,6-dihydroxyindole-
2-carboxylic acid (DHICA) melanin, facilitated by the presence of tyrosinase-related proteins 1 and
2 (TRP1 and TRP2). To form pheomelanin, cysteinylDOPA is oxidised.

Melanocytes are intermittently mitotic cells, meaning they spend most of their life
in a state of quiescence [15]. Upon signalling from neighbouring keratinocytes, such as
the release of mitogenic factors α-MSH, endothelins 1 and 3, and basic fibroblast growth
factor, melanocytes can resume the cell cycle [16,17]. In culture, mitogens, such as the
phorbol ester phorbol-12-myristate-13-acetate (PMA), increase the proliferative capacity of
melanocytes, allowing for a higher number of experimental cell stocks [18]. Interestingly,
exosomes derived from keratinocytes are also capable of promoting melanocyte prolifera-
tion, tyrosinase activity, and melanin synthesis, while fibroblast-derived exosomes were
unable to generate these consequences [19].
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Melanocytes are perhaps best studied for their role in melanoma, described as the
“deadliest form of skin cancer”, accounting for more than 80% of deaths from skin can-
cers [20,21]. Approximately half of melanomas exhibit a mutation in the serine/threonine
kinase BRAF, most often a specific change of ‘T’ to ‘A’ nucleotide at codon 600 (V600E) [22].
Interestingly, mutations of BRAF V600E are commonly associated with the presence of
benign melanocytic naevi or moles. These naevi have been reported to be positive for the
senescence markers p16 and senescence associated beta galactosidase (SA-β-gal), suggest-
ing senescence is a protective mechanism against melanoma development [23,24]. The links
between melanoma and senescence have been extensively reviewed by Bennet, 2003 [25].

1.2. Senescence

Senescence was first reported by Leonard Hayflick in 1961, who found that human
diploid fibroblasts in culture had a finite number of population doublings [26]. Subse-
quently, this has been attributed to telomere shortening with successive replications and
has been termed replicative senescence (RS). Alongside RS, many other triggers can in-
duce senescence, including oxidative stress, mitochondrial dysfunction, DNA damage
caused by UV light exposure, and the activation of oncogenes (known as oncogene-induced
senescence, or OIS) [27]. The presence of senescence markers is context dependent and
there is no single marker of senescence. Commonly used markers include, but are not
limited to cyclin-dependent kinase inhibitors p16 and p21, tumour suppressor protein
p53, the presence of SA-β-gal, loss of the nuclear envelope protein Lamin B1, extracellular
secretion of the Alarmin protein high mobility group box 1 (HMGB1), markers of DNA
damage, including γH2AX and 53BP1, the presence of a senescence associated secretory
phenotype (SASP), and morphological changes, such as an increased cell and nuclear area,
and a decreased cell number due to proliferative arrest (measured by decreased Ki-67, or
decreased incorporation of bromodeoxyuridine (BrdU) in DNA) [28–31]. This prolifera-
tive arrest prevents propagation of damaged cells, including inhibiting the formation of
tumours. However, senescent cells are ‘double-edged’, as the development of a SASP can
lead to paracrine senescence spread, widespread tissue inflammation and disease, and
paradoxically can promote tumorigenesis [32]. Senescent cells accumulate with age and are
linked to a variety of age-related diseases such as glaucoma, diabetes, pulmonary fibrosis,
and cancers [33,34]. To combat this detrimental role for senescence, senolytic and senostatic
drugs have been developed. The former selectively clear senescent cells, and this selective
clearance has been found to improve both lifespan and healthspan in mice, with a reduction
of age-related diseases such as sarcopenia, cataracts, and skin-related changes including
increased dermal adipose tissue thickness, and improved coat condition. [35–37]. Senes-
cent cells are also associated with human skin ageing phenotypes, for example epidermal
thinning, wrinkles, melasma, and senile lentigo (colloquially known as age spots or liver
spots) [11,38–48]. There is increasing evidence to suggest that senescent melanocytes play
a significant role in aged skin. Therefore, this review will focus primarily on the current
understanding of senescent melanocytes within human skin ageing.

2. Human Skin Ageing

Human skin has a myriad of roles, including protecting the body from pathogens,
maintaining water content through the presence of lipids and filaggrins, controlling pH,
and regulating body temperature through sweat glands [49]. The inner dermis consists
of an extracellular matrix (ECM) rich with collagens (primarily collagen I and III), elastin,
fibronectin and vitronectin (Figure 2) [50]. This ECM is responsible for aiding in tissue
stability and repair and is commonly disrupted in aged skin. For example, solar elastosis
is a condition described by accumulation of dysfunctional elastin fibres with increased
levels of sun exposure, leading to accumulation of fine wrinkles [38]. Collagen synthesis,
deposition, and turnover are also disrupted with age, including a reduction in pro-collagen
I synthesis, a disordered collagen matrix with short, thin collagen fibrils, and increased
matrix metalloproteinases (MMPs) for collagen degradation [51–53]. The dermis is home
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to papillary and reticular fibroblasts, with papillary fibroblasts believed to contribute more
to skin ageing, perhaps due to their increased proliferative capacity [54].
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Figure 2. The structure of young versus old skin. (A) Human skin is divided into an epidermis,
dermis, and subcutaneous adipose tissue. The epidermis contains stratified layers of keratinocytes,
and melanocytes within the basal layer. The dermis is further divided into a fibroblast-rich papillary
layer, and an ECM-rich reticular layer containing collagens and elastin. (B) With age, the epidermis
may become thinner (intrinsic ageing) or thicker (extrinsic ageing), the stratum corneum barrier
becomes dysfunctional, and there is the presence of senescent melanocytes within the basal layer.
The dermal matrix becomes disorganised, with a loss of collagen and changes in elastin content, and
an accumulation of senescent fibroblasts. There is also a loss of adipose tissue.

The epidermis consists of five distinct layers of keratinocytes: the stratum basale,
stratum spinosum, stratum granulosum, stratum lucidium, and stratum corneum [55].
Keratinocytes migrate along a calcium gradient until they reach the outer stratum corneum
and become anucleated, terminally differentiated cells. Here, they aggregate with lipids
to form a barrier to prevent excessive water loss [56]. Within aged skin, there is impaired
terminal keratinocyte differentiation and reduced lipid formation, which can cause dry
skin [57]. Although the basal stem cell population remains consistent with age, epidermal
thinning is a key phenotype of skin ageing [39]. Grove et al., detected a faster loss of dansyl
chloride dye from the stratum corneum of young volunteers compared to older volunteers,
suggesting a decreased epidermal turnover and loss of keratinocyte proliferation with
age [58]. Interestingly, there is also a loss of melanocytes with age, which could contribute
to this epidermal thinning. However, the small number of melanocytes present in healthy
human skin mean that this is unlikely. Gilchrest et al., reported a two-fold increase in
melanocyte density in sun-exposed skin biopsies from donors, suggesting an intrinsic pro-
tective mechanism against UV. However, comparing the density from donors aged 28–80,
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the group discovered an age-related decline of around 6–8% in melanocyte numbers in
both sun protected and sun exposed skin biopsies [59].

Skin ageing can occur through both intrinsic factors, such as genetic changes, replica-
tive exhaustion, and hormonal disruption, and extrinsic factors. These include solar
radiation, air pollution, tobacco smoking, poor nutrition, and miscellaneous (stress, lack of
sleep, and high temperatures) [40]. Interestingly, intrinsic and extrinsic changes can lead to
different phenotypes, and a combination of these determines overall skin ageing patterns.
For example, intrinsic ageing leads to epidermal thinning, elastin loss, and a disrupted der-
mal epidermal junction (DEJ), whereas extrinsic ageing is characterised by deep wrinkles,
solar lentigo (age spots), and thinning or thickening of the epidermis [42,43]. Experiments
which aim to uncover differences between intrinsic and extrinsic ageing rely on the use of
skin biopsies from either sun exposed or sun protected areas, as one of the main drivers of
extrinsic skin ageing is exposure to UV light. This light exists in three wavelengths: UVA
(320–400 nm), UVB (290–320 nm), and UVC (100–280 nm). However, UVC is unable to
pass through the ozone layer due to its short wavelength [60]. Both UVA and UVB are
considered phototoxic, because of their production of Reactive Oxygen Species (ROS) and
the resulting oxidative stress. However, UVB is more potent and can directly induce DNA
damage by the formation of cyclobutane pyrimidine dimers (CPDs) [60,61]. The role of UV
in DNA damage has recently been reviewed by Chen et al., 2021, who discuss UV-induced
ROS formation and its subsequent impact on skin ageing [62]. Furthermore, DNA damage
is a common trigger for cellular senescence, particularly within sun exposed skin [27,43].

3. Senescence and Human Skin Ageing

Cellular senescence has been associated with organismal ageing in a variety of species,
including Drosophila, rodents, primates, and humans [36,37,63–67]. Skin biopsies from older
baboons showed an exponential increase in colocalised DNA damage markers, γH2AX
and 53BP1, with increasing age, particularly within the telomeres (now known as telomere-
associated foci or TAFs) [64]. An increased senescent cell burden has also been detected in
rodents, with higher expression of the Ink4a/Arf locus (p16/Arf) detected in aged mice [68].
Seminal research from the Van Deursen group detected that selective clearance of p16-
positive cells in aged rodents improved several age-related diseases, and increased rodent
lifespan [36,37]. This work highlights the importance of senescence research to better
understand and treat ageing across species. In humans, senescence was first detected
within the skin, where skin biopsies from older donors had increased dermal SA-β-gal
staining compared to younger donors, suggesting an increased senescent fibroblast burden
with age [66]. Interestingly, p16-positive, non-proliferative senescent fibroblasts increase
with age in human skin, suggesting that senescent triggers are present in the dermis [67].
Fibroblasts are undoubtedly the most thoroughly studied cell type within senescence
research, due to their availability and relatively simple culture conditions. Senescent
fibroblasts have also shown to contribute to a variety of skin ageing phenotypes through
the secretion of a distinct, trigger-dependent SASP [41,69–73]. Alongside cell autonomous
effects, the SASP can act in a paracrine manner to induce senescence in neighbouring
cells [74,75]. Through this, senescent fibroblasts can trigger impaired keratinocyte barrier
function and epidermal thinning, highlighting crosstalk between different cell types within
the skin [75].

More recently, senescent cells have been discovered in the epidermis. The existence of
senescent keratinocytes in vivo is controversial, due to their rapid turnover (reviewed in
Low et al.) [48]. Sun-protected upper-inner arm skin was collected from subjects aged 46 to
81 years, who were offspring of nonagenarians from the Leiden Longevity Study [76,77].
Controls were taken from their partners, who were environmentally and age-matched. The
nonagenarian’s offspring had lower p16-positive cells in both the dermis and the epider-
mis compared to their age-matched partners. Interestingly, the number of p16-positive
epidermal cells was positively correlated with cardiovascular disease (CVD), but the
number of p16-positive dermal fibroblasts was not. More recently, the group has iden-
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tified that these p16-positive epidermal cells are melanocytes, and that the number of
p16-positive melanocytes correlates with chronological and perceived age, while the num-
ber of p16-positive fibroblasts does not [78]. P16-positive melanocytes were also associated
with changes in papillary dermal elastic fibres, with an increased number and length of
the fibres [78]. This work has been recapitulated by Victorelli et al., who also found an
increase in p16-positive melanocytes in the sun-protected epidermis with age [79]. Again,
all p16-positive cells were also positive for the melanocyte markers S100 and Melan-A. This
emerging evidence highlights the crucial need to understand the mechanisms of melanocyte
senescence, and further explore their impact on ageing skin in vivo.

4. Melanocyte Senescence
4.1. Mechanisms

The mechanisms of melanocyte senescence have been extensively explored in the
context of melanoma, particularly BRAF V600E OIS within naevi (moles) [22,25,80,81].
Although the focus of this review is on the contribution of senescent melanocytes to
skin ageing, mechanistic insights can be gained from melanoma research. For example,
knockdown of the known senescence biomarker LMNB1, a gene that encodes the nuclear
lamina scaffold protein Lamin B1, induces senescence in human melanoma cells [82]. In
addition, the Melanoma Inhibitory Activity (MIA) protein has been found to be expressed
in BRAF V600E mutant melanocytes, suggesting a potential role for MIA in melanocyte
OIS [83]. However, lentiviral transduction of human melanocytes with MIA did not
induce senescence, suggesting MIA may be a downstream effector of senescence. This was
confirmed with siRNA knockdown of MIA in senescent melanocytes, which decreased the
number of SA-β-gal positive melanocytes, and decreased p21 mRNA expression, indicating
that MIA is required for the maintenance of BRAF V600E OIS [83].

Perhaps most well explored in the context of melanocyte senescence is the role of
the tumour suppressor protein p16INK4a (p16). Encoded by the CDKN2A gene, which is
situated on the short arm of chromosome 9, p16 acts by inhibiting cyclin dependent kinases
4 and/or 6, preventing phosphorylation of the retinoblastoma protein (Rb) and halting the
cell cycle in G1 [84]. Mutations of CDKN2A (p16) are an established cause of melanoma,
with Bartkova et al., reporting mutations in the p16/Rb pathway in all 22 human melanoma
cell lines tested. This suggests that wild type p16 may act as a melanoma tumour suppressor
through the induction of senescence. Gray-Schopfer et al., investigated the role of p16
in senescence of three normal human melanocyte primary cell cultures. Using hTERT
(telomerase reverse transcriptase) retrovirus to prevent telomere shortening, the group
found that melanocyte immortalisation could only take place with an additional disruption
to p16, again suggesting p16 is able to defend melanocytes from melanoma. This was
further evidenced by the presence of p16 in all naevi sampled by the group, which were
also positive for other senescent markers such as SA-β-gal, and the presence of senescence-
associated heterochromatin foci (SAHF). Interestingly, immunofluorescent (IF) staining
revealed that only one naevus presented low levels of p53, and no naevi stained positively
for p21. This suggests that the mechanism of senescence in naevi was mediated by the
p16/Rb pathway but not the p21/p53 pathway.

Intriguingly, p16-deficient melanocytes can engage senescence via p14Arf (Arf), a
protein also encoded on the CDKN2A gene via an alternative reading frame [85]. Arf
is an established senescence inducer, through sequestering p53-inhibitor mouse double
minute 2 (MDM2). Subsequently, p53 can act as a transcription factor for p21cip1 (p21),
which inhibits cyclin-dependent kinase 2 and Rb phosphorylation, inhibiting cell cycle
progression [86]. Ha et al., used a cutaneous malignant melanoma mouse model, Hep-
atocyte Growth Factor/Scatter Factor (HGF/SF) mice, and cross bred these mice with a
deficiency for Arf (Arf−/−), p16 (Ink4a−/−), or both [87]. The mean onset age of melanoma
from Ink4a−/− or Arf−/− mice was significantly lower than their wildtype counterparts,
suggesting that both proteins play a role in protecting against melanoma. Losing only
one Arf allele (Arf+/−) did not significantly alter melanoma incidence, but Ink4a+/− did
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induce a younger onset. The group also cross-bred the mice with TP53−/− mice, but these
mice died of other cancers before succumbing to any melanoma. To overcome this, the
group generated an HGF/SF to C57BL/6 crossover, allowing mice deficient in p53 to
live longer to fully assess the incidences of melanoma. Interestingly, after 129 days, no
melanoma developed in the TP53−/− mouse. The group hypothesised that Arf is acting
independently of p53 as a potent tumour suppressor and senescence inducer in these
mice. This was confirmed when melanocytes isolated from Arf−/− mice did not reach
senescence in culture over three months, whereas melanocytes isolated from wild type mice
underwent replicative senescence after four weeks. The growth of Ink4a-Arf−/− cells with
a subsequent p53 knockdown was not significantly different from that of Ink4a-ArF−/− cells
with intact p53, again highlighting that p53 does not play a significant role in replicative
melanocyte senescence or growth.

Conversely, other groups have found that p16-deficient melanocytes are capable of en-
gaging senescence through the p21/p53 pathway. Sviderskaya et al., isolated melanocytes
from two p16-null patients, which grew in vitro for approximately 44 population dou-
blings [88]. This is 34 more population doublings than wild type adult melanocytes
cultured previously in the same medium, suggesting p16 induced an earlier cell cycle arrest
in the wild type melanocytes. Upon reaching growth arrest, the p16 null melanocytes
expressed increased p21 and p53 proteins, suggesting delayed engagement of the p21/p53
pathway to induce senescence. Elevated levels of p21 and p53 were only observed in
melanocytes which were lacking p16, and not in wild type cells, perhaps due to temporal
differences in engagement of the pathways [88,89]. This work suggests that p16 is the
primary driver of replicative melanocyte senescence, but that p53/p21 can initiate a de-
layed response. More recently, it has been suggested that p21 could induce melanocyte
senescence independently of p53. For example, H2O2 treatment of primary human foreskin
melanocytes induced an upregulation of p21, but no change in total cell protein levels
of p16 or p53, as seen by Western blotting and IF [90]. When p21 was knocked down in
the melanocytes by siRNA, the number of senescent cells was reduced, quantified by a
reduction in SA-β-gal, and an increase in proliferation assessed by EdU incorporation
into newly synthesised DNA. Using RNA sequencing of these senescent melanocytes, the
group found 750 differentially expressed genes (DEGs) between H2O2-treated and control
cells [90]. With Kyoto Encyclopedia of Genes and Genomes (KEGG) pathway analysis,
Hou et al., identified mitogen activated protein kinase (MAPK) pathways as differentially
regulated within the senescent melanocytes. Upon validation, the group discovered an
increase in ROS-mediated phosphorylation of ERK1/2 map kinases, which are involved
in the cell cycle transition from G1 to S phase. Dendrite formation and adhesion was
also impaired in H2O2-treated cells, suggesting they may exhibit impaired melanosome
transfer [90].

Interestingly, melanin is considered to be a main driver of melanocyte senescence,
perhaps due to the pro-oxidative nature of melanin formation [91]. Jenkins and Grossman
investigated this by inhibiting the oxidation of L-tyrosine to dopaquinone, the first step
in melanin synthesis (Figure 1). Inhibition with phenylthiourea (PTU) caused a reduction
in ROS levels in both wild type melanocytes and in melanocytes with p16 depletion
by siRNA, despite their increased basal ROS. When exposed to UV, melanin itself is
able to cause single strand breaks and ROS within melanocytes, which could lead to
senescence induction through oxidative stress and DNA damage [92]. This is supported by
San Juan et al., who found that lentiviral overexpression of MYC protooncogene in neonatal
melanocytes induced an initial melanocyte differentiation, and subsequent senescence
after 15 days [93]. This process correlated with increased levels of intracellular melanin,
and increased expression of the DNA damage marker γH2AX. Furthermore, senescent
melanocytes contain increased amounts of melanin, and the activation of alpha-melanocyte
stimulating hormone (which initiates cAMP controlled melanogenesis) causes senescence
induction in both Black and Caucasian skin [94]. Melanocyte senescence has recently
been investigated as a driver of pigmentation disorders (reviewed in Kim et al., 2022) [47].
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However, the role of senescent melanocytes themselves in pigmentary disorders appears
to be limited, with melanin induction occurring in a paracrine manner, particularly from
senescent fibroblasts which are known to induce senile lentigo and melasma [44–46].

4.2. UV-Induced Melanocyte Senescence

The protective role of melanocytes against UV light is somewhat counteracted by
UV-induced melanocyte senescence. However, melanocytes are more resistant to UV
rays, generally requiring a higher dose than fibroblasts to induce a stable senescence re-
sponse [95]. Unsurprisingly, the mechanism of UV-induced melanocyte senescence is
unique compared to both replicative senescence and OIS. Barker et al., discovered that after
human melanocytes were irradiated with a single dose of UVB, there was an increase in p53
expression after 4 h [96]. Interestingly, in lightly pigmented melanocytes, p53 expression
continued to increase up to 48 h after UV irradiation, but heavily pigmented melanocytes
began to lose their p53 expression after 24 h. The lightly pigmented melanocytes also con-
tained more CPDs, highlighting that lightly pigmented melanocytes are more susceptible
to damage. Subsequently, the group detected a sustained increase in p21 expression over
48 h, and a decrease in phosphorylated Rb, but did not investigate whether there were
changes in p16 expression [97].

The role of p53 in UV-induced melanocyte senescence has also been recapitulated by
other groups. For example, Choi et al., investigated the effects of two repeated doses of
UVB on neonatal human melanocytes, detecting induction of senescence by measuring
an increased area of cell bodies, decreased cell proliferation, and increased SA-β-gal activ-
ity [98]. Interestingly, UVB-induced senescent melanocytes also exhibited a higher melanin
content after maintaining the cells for four weeks, which was not seen in late-passage
melanocytes. Through droplet digital PCR, the group found an increased abundance of
CDKN1A (p21) and TP53 in the UVB treated cells compared to controls, again suggesting
that this trigger induces senescence by the p53/p21 pathway. This was also seen at a protein
level via immunoblotting, with p53 increasing up to 48 h and then decreasing, although
not returning to control levels [98]. Intriguingly, p16 was also increased at the protein level
2 weeks post-UVB irradiation, perhaps suggesting a role for p16 in maintaining the senes-
cent phenotype. However, p16 levels were not reported at any earlier timepoints. Inhibiting
p53 with pifithrin-α (PFTα) two weeks after UVB exposure reduced both tyrosinase and
melanin content, suggesting a potential role for p53 in pigmentation. Murase et al., have
also reported the involvement of p53 in hyperpigmentation, discovering an increase in
TP53 mRNA by RT-PCR in hyperpigmented skin spots from epidermal punch biopsies [99].

Zhang et al., discovered an earlier role for p16 in UV-induced melanocyte senescence,
detecting an increase in p16 protein six hours after a single dose of UVB [100]. The group
also found an increase in p21 and p53, and a higher expression of SASP factors, such as IL-6
and IL-8, as well as an increased number of γH2AX foci, increased SA-β-gal activity, and
an increased number of CPDs. When melanocytes were treated with UVB twice per week
for two weeks, the expression of p53, p21, and p16 remained high. However, these were
lost during the subsequent two weeks without UVB exposure, despite the cells maintaining
a significantly higher expression of SA-β-gal at this time. Intriguingly, upregulation of
interferon stimulatory genes, including MX Dynamin like GTPase 1 (MX1) and signal
transducer and activator of transcription 1 (STAT1), was sustained at this 28-day timepoint
in lightly pigmented melanocytes, but lost in darkly pigmented melanocytes, potentially
providing additional protection to the lightly pigmented melanocytes against further UV
insults. Interferon gamma signalling is known to induce the extracellular release of the
senescence marker HMGB1, a high mobility group protein which is involved in chromatin
remodelling. HMGB1 subsequently binds to receptor for advanced glycation endprod-
ucts (RAGE), which can trigger further inflammation through the NFκB pathway [101].
Zhang et al., discovered that melanocytes upregulate RAGE expression three hours after
a single UVB dose and upregulate HMGB1 after 24 h [100]. The extracellular secretion
of HMGB1 may act in both an autocrine and a paracrine manner to deepen senescence
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within the tissue and protect the cells from propagating damaged DNA. Other groups have
discovered a role for HMGB1 following different triggers of senescence associated with
DNA damage. For example, H2O2-treated melanocytes showed nuclear to cytoplasmic
translocation and subsequent extracellular release of HMGB1 [102]. HMGB1 can also be
released from keratinocytes upon UV stimulation, acting as a DNA damage ‘warning
signal’, and upregulating melanosome transfer and melanocyte dendricity [103].

Although informative, a single UV dose does not recapitulate melanocyte UV exposure
in vivo. For this reason, Martic et al., treated melanocytes twice daily for four consecutive
days with 0.125 J/cm2 of UVB. The group were able to induce senescence, and observed the
characteristic increased cell size, cessation of the cell cycle, increased levels of p53 and p21,
increased melanogenesis, and increased SA-β-gal staining. The group also investigated
the presence of Lamin B1, and found that following a transient increase, the levels of
nuclear Lamin B1 were downregulated following UVB treatment. Furthermore, proteasome
impairment was detected using a GFP-degron expressing reporter cell line which should
be degraded with a functional proteasome. This highlighted that UVB-induced senescent
melanocytes exhibit another hallmark of cellular ageing [104]. Martic et al., also investigated
the paracrine impact of UV-induced senescent fibroblasts on melanocytes, by using a three-
day transwell co-culture system [95]. The group discovered that melanocytes cultured
with senescent fibroblasts had increased melanogenesis but did not see any change in
melanocyte proliferation or cell area. The group did not report any investigations into
the expression of p16. The paracrine effect of UVB-induced senescence has also been
investigated in other contexts. For example, Victorelli et al., explored the paracrine effect of
UVA + UVB senescent melanocytes on neighbouring keratinocytes, using a ‘melanoderm’,
an LSE containing melanocytes and stratified keratinocytes [79]. Keratinocytes grown in
melanoderms with UV-induced senescent melanocytes exhibited a greater number of TAFs,
an established marker of DNA damage-induced senescence [105]. The keratinocytes also
had reduced proliferation (measured by decreased Ki-67), an increased p16 expression, and
the melanoderms had a reduced epidermal thickness. Investigation of paracrine cross-talk
within skin cell populations in the epidermis provides important insight into the role of
senescent melanocytes in vivo.

4.3. Evidence That Senescent Melanocytes Impact Human Skin Ageing In Vivo

To date, there are very few publications which link melanocyte senescence to human
skin ageing in vivo. However, seminal research within the Leiden Longevity Study showed
that melanocytes were the main epidermal senescent cell population in vivo (discussed
within Section 3) [76–79]. In 2019, Victorelli et al., further explored the impact of senes-
cent melanocytes within human skin [79]. Alongside finding an increased number of
p16-positive melanocytes in older skin biopsies, the group discovered a significant decrease
of HMGB1 expression with age, but no change in expression of p21. This is perhaps unsur-
prising, as these skin biopsies were taken from sun-protected areas and are not exposed
to UV. When investigating DNA damage, the group saw an increase in the number of
γH2AX foci in melanocytes with age, and importantly an increase in TAFs, suggesting
telomere-specific damage. Using telomere Q-fish, the group were able to identify that
the telomeres within older skin biopsies are not significantly shorter than their younger
counterparts. Furthermore, slightly shorter telomeres did not correlate with an increasing
number of γH2AX foci. This suggests that telomere shortening may not be a key driver of
melanocyte senescence in vivo.

Following this work, Victorelli et al., investigated whether senescent melanocytes
could have a paracrine effect on neighbouring cells, contributing to the overall phenotypic
changes of skin ageing [79]. They discovered that within human skin biopsies, the ker-
atinocytes surrounding melanocytes with TAFs had more TAFs themselves, suggesting
that the senescent melanocytes were able to induce a secondary DNA damage response in
nearby cells. This was also recapitulated within melanoderms, in vitro models containing
UVA + B induced senescent melanocytes and stratified keratinocytes. Melanoderms con-
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taining senescent melanocytes also had fewer keratinocytes, and a decreased expression
of the proliferation marker Ki-67 in keratinocytes (see Section 4.2). Consequently, melano-
derms with senescent melanocytes had a thinner epidermis, a key phenotype of skin ageing.
This suggests that senescent melanocytes may be fundamental drivers of skin ageing.

To uncover the mechanism of melanocyte-driven paracrine senescence, the group
used a cytokine array to investigate the SASP of senescent melanocytes and found a
significant increase in the secretion of interferon gamma-induced protein 10 (IP-10) [79].
IP-10 is a chemokine which is involved in the immune response, by binding to its receptor
CXCR3. Interestingly, the group found an increase in the expression of CXCR3 by IF in
the basal epidermis of older donor skin. As a proof of concept, the group added SASP
conditioned medium from senescent melanocytes to human dermal fibroblasts (HDFs) in
culture and found a three-fold increase in fibroblast TAFs. When these HDFs were treated
with AMG487, a direct inhibitor of CXCR3, the number of TAFs was rescued to control
levels. Directly adding recombinant IP-10 to HDFs also induced TAFs, and the group
detected a significant increase in mitochondrial ROS using mitoSOX. This suggests that
increased IP-10 secretion and increased binding to CXCR3 within neighbouring basal cells
could induce a paracrine DNA damage response via increased ROS. Finally, Victorelli et al.,
wanted to investigate the therapeutic potential of senolytic drugs, which selectively kill
senescent cells. Within the melanoderm, treatment with the Bcl-2 and Bcl-xL inhibitor
ABT-737 cleared senescent melanocytes. Importantly, the addition of the senolytic rescued
epidermal atrophy, and reduced the number of TAFs within keratinocytes. This provides
substantial evidence that senescent melanocytes may significantly contribute to human
skin ageing, and emphasises the requirement for further research to tackle skin ageing.

5. Conclusions

Due to the paucity of research surrounding melanocyte senescence and skin ageing, it
is difficult to draw definitive conclusions about the role of melanocytes within aged skin.
However, recent evidence suggests that melanocytes are the main senescent cell population
within the epidermis of aged skin, highlighting an urgent need for research focus within
this area. Although information may be drawn from oncogene-induced senescence in
the context of melanoma, and that these senescent cells undoubtedly contribute to ageing
phenotypes through their secretome, the heterogeneous nature of senescence means that
this information may be of limited use when considering other triggers, such as DNA
damage-induced, paracrine, or replicative melanocyte senescence. It is currently unclear
as to which trigger is most prevalent in human skin with age, and the small number
of melanocytes which exist in human skin provide limited statistical power to answer
this question. Furthermore, a greater understanding of each trigger could provide novel
biomarkers that could aid this understanding. In summary, there is strong emerging
evidence that senescent melanocytes exist within aged skin in vivo and contribute to
skin ageing phenotypes. Continued research will provide elucidation of the mechanisms
involved and allow for tailored senotherapeutics to improve aged skin.
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I Alergol. 2021, 38, 931–936. [CrossRef] [PubMed]
63. Ito, T.; Igaki, T. Dissecting cellular senescence and SASP in Drosophila. Inflamm. Regen. 2016, 36, 25. [CrossRef]
64. Herbig, U.; Ferreira, M.; Condel, L.; Carey, D.; Sedivy, J.M. Cellular senescence in aging primates. Science 2006, 311, 1257.

[CrossRef] [PubMed]
65. Liu, Y.; Sanoff, H.K.; Cho, H.; Burd, C.E.; Torrice, C.; Ibrahim, J.G.; Thomas, N.E.; Sharpless, N.E. Expression of p16INK4a in

peripheral blood T-cells is a biomarker of human aging. Aging Cell 2009, 8, 439–448. [CrossRef]
66. Dimri, G.P.; Lee, X.; Basile, G.; Acosta, M.; Scott, G.; Roskelley, C.; Medrano, E.E.; Linskens, M.; Rubelj, I.; Pereira-Smith, O.; et al.

A biomarker that identifies senescent human cells in culture and in aging skin in vivo. Proc. Natl. Acad. Sci. USA 1995, 92,
9363–9367. [CrossRef]

67. Ressler, S.; Bartkova, J.; Niederegger, H.; Bartek, J.; Scharffetter-Kochanek, K.; Jansen-Durr, P.; Wlaschek, M. p16INK4A is a robust
in vivo biomarker of cellular aging in human skin. Aging Cell 2006, 5, 379–389. [CrossRef]

68. Krishnamurthy, J.; Torrice, C.; Ramsey, M.R.; Kovalev, G.I.; Al-Regaiey, K.; Su, L.; Sharpless, N.E. Ink4a/Arf expression is a
biomarker of aging. J. Clin. Investig. 2004, 114, 1299–1307. [CrossRef]

69. Fitsiou, E.; Pulido, T.; Campisi, J.; Alimirah, F.; Demaria, M. Cellular senescence and the senescence-associated secretory
phenotype as drivers of skin photoaging. J. Investig. Dermatol. 2021, 141, 1119–1126. [CrossRef]

70. Ogata, Y.; Yamada, T.; Hasegawa, S.; Sanada, A.; Iwata, Y.; Arima, M.; Nakata, S.; Sugiura, K.; Akamatsu, H. SASP-induced
macrophage dysfunction may contribute to accelerated senescent fibroblast accumulation in the dermis. Exp. Dermatol. 2021,
30, 84–91. [CrossRef]

71. Lupa, D.M.W.; Kalfalah, F.; Safferling, K.; Boukamp, P.; Poschmann, G.; Volpi, E.; Götz-Rösch, C.; Bernerd, F.; Haag, L.;
Huebenthal, U.; et al. Characterization of skin aging–associated secreted proteins (SAASP) produced by dermal fibroblasts
isolated from intrinsically aged human skin. J. Investig. Dermatol. 2015, 135, 1954–1968. [CrossRef]

72. Özcan, S.; Alessio, N.; Acar, M.B.; 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 2016, 8, 1316. [CrossRef]
[PubMed]

73. Basisty, N.; Kale, A.; Jeon, O.H.; Kuehnemann, C.; Payne, T.; Rao, C.; Holtz, A.; Shah, S.; Sharma, V.; Ferrucci, L.; et al. A proteomic
atlas of senescence-associated secretomes for aging biomarker development. PLoS Biol. 2020, 18, e3000599. [CrossRef] [PubMed]

74. Teo, Y.V.; Rattanavirotkul, N.; Olova, N.; Salzano, A.; Quintanilla, A.; Tarrats, N.; Kiourtis, C.; Müller, M.; Green, T.;
Adams, P.D.; et al. Notch signaling mediates secondary senescence. Cell Rep. 2019, 27, 997–1007. [CrossRef] [PubMed]

75. Weinmüllner, R.; Zbiral, B.; Becirovic, A.; Stelzer, E.M.; Nagelreiter, F.; Schosserer, M.; Lämmermann, I.; Liendl, L.; Lang, M.;
Terlecki-Zaniewicz, L.; et al. Organotypic human skin culture models constructed with senescent fibroblasts show hallmarks of
skin aging. NPJ Aging Mech. Dis. 2020, 6, 4. [CrossRef] [PubMed]

76. Waaijer, M.E.C.; Parish, W.E.; Strongitharm, B.H.; Van Heemst, D.; Slagboom, P.E.; De Craen, A.J.M.; Sedivy, J.M.; Westendorp,
R.G.J.; Gunn, D.A.; Maier, A.B. The number of p16INK4a positive cells in human skin reflects biological age. Aging Cell 2012, 11,
722–725. [CrossRef]

77. Schoenmaker, M.; De Craen, A.J.M.; Meijer, P.H.E.M.D.; Beekman, M.; Blauw, G.J.; Slagboom, P.; Westendorp, R.G.J. Evidence
of genetic enrichment for exceptional survival using a family approach: The Leiden Longevity Study. Eur. J. Hum. Genet. 2006,
14, 79–84. [CrossRef]

78. Waaijer, M.E.C.; Gunn, D.A.; Adams, P.D.; Pawlikowski, J.S.; Griffiths, C.E.M.; van Heemst, D.; Slagboom, P.E.; Westendorp, R.G.J.;
Maier, A.B. P16INK4a positive cells in human skin are indicative of local elastic fiber morphology, facial wrinkling, and perceived
age. J. Gerontol. Ser. A Biomed. Sci. Med. Sci. 2016, 71, 1022–1028. [CrossRef]

79. Victorelli, S.; Lagnado, A.; Halim, J.; Moore, W.; Talbot, D.; Barrett, K.; Chapman, J.; Birch, J.; Ogrodnik, M.; Meves, A.; et al.
Senescent human melanocytes drive skin ageing via paracrine telomere dysfunction. EMBO J. 2019, 38, e101982. [CrossRef]

80. Bennett, D.C.; Medrano, E.E. Molecular regulation of melanocyte senescence. Pigment Cell Res. 2022, 15, 242–250. [CrossRef]
81. Zimmermann, T.; Pommer, M.; Kluge, V.; Chiheb, C.; Muehlich, S.; Bosserhoff, A.-K. Detection of Cellular Senescence in Human

Primary Melanocytes and Malignant Melanoma Cells In Vitro. Cells 2022, 11, 1489. [CrossRef] [PubMed]
82. Lämmerhirt, L.; Kappelmann-Fenzl, M.; Fischer, S.; Pommer, M.; Zimmermann, T.; Kluge, V.; Matthies, A.; Kuphal, S.;

Bosserhoff, A.K. Knockdown of Lamin B1 and the Corresponding Lamin B Receptor Leads to Changes in Heterochromatin State
and Senescence Induction in Malignant Melanoma. Cells 2022, 11, 2154. [CrossRef] [PubMed]

83. Feuerer, L.; Lamm, S.; Henz, I.; Kappelmann-Fenzl, M.; Haferkamp, S.; Meierjohann, S.; Hellerbrand, C.; Kuphal, S.;
Bosserhoff, A.K. Role of melanoma inhibitory activity in melanocyte senescence. Pigment Cell Melanoma Res. 2019, 32, 777–791.
[CrossRef] [PubMed]

84. McHugh, D.; Gil, J. Senescence and aging: Causes, consequences, and therapeutic avenues. J. Cell Biol. 1995, 217, 65–77. [CrossRef]

http://doi.org/10.1111/1523-1747.ep12581580
http://doi.org/10.4161/derm.23652
http://doi.org/10.1016/S0300-483X(03)00150-1
http://www.ncbi.nlm.nih.gov/pubmed/12821280
http://doi.org/10.5114/ada.2021.112275
http://www.ncbi.nlm.nih.gov/pubmed/35125996
http://doi.org/10.1186/s41232-016-0031-4
http://doi.org/10.1126/science.1122446
http://www.ncbi.nlm.nih.gov/pubmed/16456035
http://doi.org/10.1111/j.1474-9726.2009.00489.x
http://doi.org/10.1073/pnas.92.20.9363
http://doi.org/10.1111/j.1474-9726.2006.00231.x
http://doi.org/10.1172/JCI22475
http://doi.org/10.1016/j.jid.2020.09.031
http://doi.org/10.1111/exd.14205
http://doi.org/10.1038/jid.2015.120
http://doi.org/10.18632/aging.100971
http://www.ncbi.nlm.nih.gov/pubmed/27288264
http://doi.org/10.1371/journal.pbio.3000599
http://www.ncbi.nlm.nih.gov/pubmed/31945054
http://doi.org/10.1016/j.celrep.2019.03.104
http://www.ncbi.nlm.nih.gov/pubmed/31018144
http://doi.org/10.1038/s41514-020-0042-x
http://www.ncbi.nlm.nih.gov/pubmed/32194977
http://doi.org/10.1111/j.1474-9726.2012.00837.x
http://doi.org/10.1038/sj.ejhg.5201508
http://doi.org/10.1093/gerona/glv114
http://doi.org/10.15252/embj.2019101982
http://doi.org/10.1034/j.1600-0749.2002.02036.x
http://doi.org/10.3390/cells11091489
http://www.ncbi.nlm.nih.gov/pubmed/35563794
http://doi.org/10.3390/cells11142154
http://www.ncbi.nlm.nih.gov/pubmed/35883595
http://doi.org/10.1111/pcmr.12801
http://www.ncbi.nlm.nih.gov/pubmed/31172672
http://doi.org/10.1083/jcb.201708092


Biomedicines 2022, 10, 3111 14 of 14

85. Ouelle, D.E.; Zindy, F.; Ashmun, R.A.; Sherr, C.J. Alternative reading frames of the INK4a tumor suppressor gene encode two
unrelated proteins capable of inducing cell cycle arrest. Cell 1995, 83, 993–1000. [CrossRef]

86. Ko, A.; Han, S.Y.; Song, J. Dynamics of ARF regulation that control senescence and cancer. BMB Rep. 2016, 49, 598–606. [CrossRef]
87. Ha, L.; Ichikawa, T.; Anver, M.; Dickins, R.; Lowe, S.; Sharpless, N.E.; Krimpenfort, P.; DePinho, R.A.; Bennett, D.C.;

Sviderskaya, E.V.; et al. ARF functions as a melanoma tumor suppressor by inducing p53-independent senescence. Proc. Natl.
Acad. Sci. USA 2007, 104, 10968–10973. [CrossRef]

88. Sviderskaya, E.V. p16Ink4a in melanocyte senescence and differentiation. J. Natl. Cancer Inst. 2002, 94, 446–454. [CrossRef]
89. Ross, A.D.M.; Cook, M.G.; Chong, H.; Hossain, M.; Pandha, H.S.; Bennett, D.C. Senescence evasion in melanoma progression:

Uncoupling of DNA-damage signaling from p53 activation and p21 expression. Pigment Cell Melanoma Res. 2013, 26, 226–235.
[CrossRef]

90. Hou, X.; Shi, J.; Sun, L.; Song, L.; Zhao, W.; Xiong, X.; Lu, Y. The involvement of ERK1/2 and p38 MAPK in the premature
senescence of melanocytes induced by H2O2 through a p53-independent p21 pathway. J. Dermatol. Sci. 2022, 105, 88–97.
[CrossRef]

91. Jenkins, N.C.; Grossman, D. Role of melanin in melanocyte dysregulation of reactive oxygen species. Biomed. Res. Int. 2013, 2013,
9087972. [CrossRef] [PubMed]

92. Brenner, M.; Hearing, V.J. The protective role of melanin against UV damage in human skin. Photochem. Photobiol. 2008, 84,
539–549. [CrossRef] [PubMed]

93. San Juan, L.; Cagigal, M.L.; Fernandez-Flores, A.; Mayorga, M.; Gandarillas, A. Protooncogene MYC drives human melanocyte
melanogenesis and senescence. Cancer Gene Ther. 2022, 29, 1160–1167. [CrossRef] [PubMed]

94. Bandyopadhyay, D.; Medrano, E.E. Melanin accumulation accelerates melanocyte senescence by a mechanism involving
p16INK4a/CDK4/pRB and E2F1. Ann. N. Y. Acad. Sci. 2000, 908, 71–84. [CrossRef]

95. Martic, I.; Wedel, S.; Jansen-Dürr, P.; Cavinato, M. A new model to investigate UVB-induced cellular senescence and pigmentation
in melanocytes. Mech. Ageing Dev. 2020, 190, 111322. [CrossRef]

96. Barker, D.; Dixon, K.; Medrano, E.E.; Smalara, D.; Im, S.; Mitchell, D.; Babcock, G.; Abdel-Malek, Z.A. Comparison of the
responses of human melanocytes with different melanin contents to ultraviolet B irradiation. Cancer Res. 1995, 55, 4041–4046.

97. Medrano, E.E.; Im, S.; Yang, F.; Abdel-Malek, Z.A. Ultraviolet B light induces G1 arrest in human melanocytes by prolonged
inhibition of retinoblastoma protein phosphorylation associated with long-term expression of the p21Waf-1/SDI-1/Cip-1 protein.
Cancer Res. 1995, 55, 4047–4052.

98. Choi, S.-Y.; Bin, B.-H.; Kim, W.; Lee, E.; Lee, T.R.; Cho, E.-G. Exposure of human melanocytes to UVB twice and subsequent
incubation leads to cellular senescence and senescence-associated pigmentation through the prolonged p53 expression. J. Dermatol.
Sci. 2018, 90, 303–312. [CrossRef]

99. Murase, D.; Hachiya, A.; Amano, Y.; Ohuchi, A.; Kitahara, T.; Takema, Y. The essential role of p53 in hyperpigmentation of the
skin via regulation of paracrine melanogenic cytokine receptor signaling. J. Biol. Chem. 2009, 284, 4343–4353. [CrossRef]

100. Zhang, K.; Anumanthan, G.; Scheaffer, S.; Cornelius, L.A. HMGB1/RAGE mediates UVB-induced secretory inflammatory
response and resistance to apoptosis in human melanocytes. J. Investig. Dermatol. 2019, 139, 202–212. [CrossRef]

101. Luan, Z.-G.; Zhang, H.; Yang, P.-T.; Ma, X.-C.; Zhang, C.; Guo, R.-X. HMGB1 activates nuclear factor-κB signaling by RAGE
and increases the production of TNF-α in human umbilical vein endothelial cells. Immunobiology 2010, 215, 956–962. [CrossRef]
[PubMed]

102. Mou, K.; Liu, W.; Miao, Y.; Cao, F.; Li, P. HMGB 1 deficiency reduces H2O2-induced oxidative damage in human melanocytes via
the Nrf2 pathway. J. Cell Mol. Med. 2018, 22, 6148–6156. [CrossRef] [PubMed]

103. Wang, J.; Jarrold, B.; Zhao, W.; Deng, G.; Moulton, L.; Laughlin, T.; Hakozaki, T. The combination of sucrose dilaurate and sucrose
laurate suppresses HMGB1: An enhancer of melanocyte dendricity and melanosome transfer to keratinocytes. J. Eur. Acad.
Dermatol. Venereol. 2022, 36, 3–11. [CrossRef] [PubMed]

104. López-Otín, C.; Blasco, M.A.; Partridge, L.; Serrano, M.; Kroemer, G. The hallmarks of aging. Cell 2012, 153, 1194–1217. [CrossRef]
105. Hewitt, G.; Jurk, D.; Marques, F.M.; Correia-Melo, C.; Hardy, T.L.D.; Gackowska, A.; Anderson, R.; Taschuk, M.; Mann, J.;

Passos, J.F. Telomeres are favoured targets of a persistent DNA damage response in ageing and stress-induced senescence. Nat.
Commun. 2012, 3, 708. [CrossRef]

http://doi.org/10.1016/0092-8674(95)90214-7
http://doi.org/10.5483/BMBRep.2016.49.11.120
http://doi.org/10.1073/pnas.0611638104
http://doi.org/10.1093/jnci/94.6.446
http://doi.org/10.1111/pcmr.12060
http://doi.org/10.1016/j.jdermsci.2022.01.002
http://doi.org/10.1155/2013/908797
http://www.ncbi.nlm.nih.gov/pubmed/23555101
http://doi.org/10.1111/j.1751-1097.2007.00226.x
http://www.ncbi.nlm.nih.gov/pubmed/18435612
http://doi.org/10.1038/s41417-021-00424-3
http://www.ncbi.nlm.nih.gov/pubmed/35022520
http://doi.org/10.1111/j.1749-6632.2000.tb06637.x
http://doi.org/10.1016/j.mad.2020.111322
http://doi.org/10.1016/j.jdermsci.2018.02.016
http://doi.org/10.1074/jbc.M805570200
http://doi.org/10.1016/j.jid.2018.05.035
http://doi.org/10.1016/j.imbio.2009.11.001
http://www.ncbi.nlm.nih.gov/pubmed/20163887
http://doi.org/10.1111/jcmm.13895
http://www.ncbi.nlm.nih.gov/pubmed/30338917
http://doi.org/10.1111/jdv.17846
http://www.ncbi.nlm.nih.gov/pubmed/35014730
http://doi.org/10.1016/j.cell.2013.05.039
http://doi.org/10.1038/ncomms1708

	Introduction 
	Melanocyte Cell Biology 
	Senescence 

	Human Skin Ageing 
	Senescence and Human Skin Ageing 
	Melanocyte Senescence 
	Mechanisms 
	UV-Induced Melanocyte Senescence 
	Evidence That Senescent Melanocytes Impact Human Skin Ageing In Vivo 

	Conclusions 
	References

