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Abstract: The p53 protein has been extensively studied for its capacity to prevent proliferation of cells
with a damaged genome. Surprisingly, however, our recent analysis of mice expressing a hyperactive
mutant p53 that lacks the C-terminal domain revealed that increased p53 activity may alter genome
maintenance. We showed that p53 downregulates genes essential for telomere metabolism, DNA
repair, and centromere structure and that a sustained p53 activity leads to phenotypic traits associated
with dyskeratosis congenita and Fanconi anemia. This downregulation is largely conserved in human
cells, which suggests that our findings could be relevant to better understand processes involved in
bone marrow failure as well as aging and tumor suppression.
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1. Introduction

First identified in complex with the SV40 tumor-virus oncoprotein [1–4], p53 was initially
described as an oncogene [4,5]. However, further investigations in the 1980s reclassified the protein as
a major tumor suppressor. The TP53 gene is mutated in about half of human cancers [6–8] and the
inheritance of a mutant TP53 allele can lead to the Li-Fraumeni syndrome of cancer predisposition
characterized by the development of sarcomas and other cancers before 45 years of age [9]. Moreover,
p53−/− mice, knocked out for the Trp53 gene, develop cancers (mainly lymphomas and sarcomas)
with 100% penetrance [10–13].

Understanding p53 regulation and functions has been a major research aim since the discovery
of this protein. p53 is now known to be post-translationally modified, stabilized, and activated
in response to cellular stress such as DNA damage [14,15], oncogene expression [16], or ribosome
dysfunctions [17–19] and to activate the transcription of an important number of direct target genes
mainly implicated in cell cycle arrest (CDKN1A/p21) [20], DNA repair (DDB2, XPC, GADD45A) [21–23],
apoptosis (BAX, BBC3/PUMA, NOXA) [24], and senescence (CDKN1A/p21, PAI1, PML) [25,26]. p53 is
also able to enhance metabolic changes and antioxidant responses [27–29]. By maintaining genome
integrity and preventing the proliferation of cells with damaged DNA, p53 acts as “the guardian of the
genome” and prevents tumorigenesis [30].

p53 is a protein of 393 residues (in humans) composed of five proposed domains among which
the core DNA binding domain (residues 100–300) is essential for the specific binding of p53 to
response elements in the promoters of its target genes. The missense mutations most frequently
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found in human cancers (known as hot-spot mutations) are localized within this core domain [31].
These mutations mainly act by disrupting p53 capacity to bind DNA or by altering the folding
of the domain. Therefore, this prevents p53 from performing its transcription factor activity [32].
Additionally, p53 can bind DNA in a non-sequence specific manner through its C-terminal domain
(residues 363–393) [33]. The lysine-rich C-terminal domain is also recognized as a regulatory domain,
which regulates p53 activity and stability through multiple post-translational modifications. However,
its impact remained controversial for many years due to contradictory data obtained from in vitro
approaches or studies relying on the transfection of p53 expression vectors (see References [34–36] for
recent reviews and discussion).

In recent years, mouse models with targeted p53 mutations were found to be more reliable than
transfection approaches when studying p53 regulation [31]. Moreover, such mouse models can reveal
unsuspected functions of p53. In this review, we discuss the insights gained from our recent analyses of
mice expressing p53∆31, which is a mutant protein that lacks the C-terminal domain [36]. This mouse
model exhibited increased p53 activity, which demonstrates that the p53 C-terminus plays a negative
regulatory role on the protein. Surprisingly, it also revealed that increased p53 activity may alter
the genome through the downregulation of genes involved in telomere maintenance, DNA repair,
and centromere structure, and lead to the development of phenotypic traits associated with bone
marrow failure syndromes.

2. Removing the p53 C-Terminal Domain Leads to p53 Activation

The mouse model p53∆31 expresses a mutant p53 protein truncated of its last 31 amino
acids, which corresponded to the entire C-terminal domain. This mutation removes many sites
of p53 post-translational modifications among which lysine residues that can be ubiquitinated or
acetylated to impact p53 stability and activity. The mutant p53∆31 appeared more stable than the
wild-type counterpart and could be further stabilized in response to stress. Although the truncated
protein did not bind DNA more efficiently, its increased stability likely contributed to an overall increase
in activity, which was demonstrated by the increased transactivation of well-known p53 target genes
(Cdkn1a/p21, Mdm2, Bbc3/Puma . . . ) in mouse embryonic fibroblasts (MEFs) unstressed or in response
to DNA damage, as well as the premature senescence of MEFs or the increased apoptosis of thymocytes.
Furthermore, the p53∆31/∆31 homozygous mice exhibited traits previously reported in several mouse
models with increased p53 activity [37–41] such as short stature, skin hyperpigmentation, cerebellar
hypoplasia, testicular atrophy, heart hypertrophy, and an aplastic anemia generally lethal two to six
weeks after birth [36]. This mouse model, therefore, provided evidence that deleting the p53 C-terminal
domain leads to p53 activation in many different cell types and tissues such as fibroblasts, thymocytes,
keratinocytes, testis, cerebellum, and bone marrow. Another mouse p53 mutant, truncated of the
last 24 amino acids and referred to as p53∆CTD, was later reported [42]. Consistent with our findings,
p53∆CTD/∆CTD mice were smaller than their littermates, suffered from hematopoietic failure and
cerebellum hypoplasia, and had an increased p53 activity observed in their bone marrow, thymus,
and spleen. A decreased p53 activity was detected in their liver, which suggested tissue-specific effects
of the p53∆CTD mutation which remain to be elucidated [42].

Several other mouse models support the conclusion that the C-terminus has an overall
negative regulatory role on p53 activity. p537KR/7KR mice resulting from the targeted mutations of
7 C-terminal lysine residues into arginines were generated to test the impact of lysine post-translational
modifications on p53 function. A modest increase in p53 activity was first observed in p537KR/7KR

thymocytes after γ-irradiation or in p537KR/7KR fibroblasts after culture stress [43] and p537KR/7KR

mice were shown to be extremely radiosensitive due to an increased p53 activity in bone marrow
cells [44]. Furthermore, p53KQ/KQ mice resulting from the targeted mutations of the same 7 C-terminal
lysines into glutamine residues were generated to mimic constitutive lysine acetylation [45]. p53KQ/KQ

new-born mice were smaller than their littermates, died within one day of birth, and an increased
transactivation of p53 target genes was detected in their brain, liver, spleen, and thymus [45]. In this
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study the SET oncoprotein was shown to inhibit p53 activity by interacting with the unacetylated
form of the p53 C-terminus and the acetylation of p53 C-terminal lysines prevented SET binding [45].
This latter report suggests that the increased p53 activity in unstressed p53∆31/∆31 cells might result in
part from a loss of SET-mediated inhibition.

3. p53∆31/∆31 Mice Model Dyskeratosis Congenita, a Syndrome of Telomere Dysfunction

Although the premature death of most p53∆31/∆31 mice likely resulted from bone marrow failure
and consecutive cardiac arrest, these animals also developed pulmonary fibrosis, which was identified
by excessive deposits of collagen affecting the lung interstitium. This finding was particularly
intriguing because, in humans, the combination of aplastic anemia and pulmonary fibrosis had
been shown to characterize syndromes caused by telomere dysfunction such as dyskeratosis congenita
(DC) and its severe variant the Hoyeraal-Hreidarsson syndrome (HHS) [46]. Consistent with this,
shorter telomeres were observed in the bone marrow cells and MEFs from p53∆31/∆31 mice (compared
to wild-type cells). Furthermore, telomere-dysfunction induced foci (TIFs), which are characterized by
a co-localization of telomeric sequences with γ-H2AX signals, were much more frequent in the nuclei
of p53∆31/∆31 cells [36].

Patients with DC or HHS carry mutations in genes encoding proteins of the telomerase complex
(DKC1, NHP2, NOP10, TERC, TERT) or required for its assembly (WRAP53), components of the
shelterin complex (ACD, TINF2) as well as other telomere regulators (CTC1, PARN, RTEL1, and possibly
NAF1 and STN1) [47]. However 30% to 40% of patients with DC remain unexplained at the molecular
level. Mouse models knocked-out for telomerase do not develop DC-like phenotypes and exhibit
telomere shortening only after several generations of intercrosses [48,49] due to a much longer initial
telomere length in mice (ca. 40 kb vs. 8 kb in humans). However, a combination of mutations that affect
both the telomerase and shelterin complexes such as in mTR+/− Pot1b−/− mice leads to telomere
dysfunction and early lethality in only one generation [50]. The p53∆31/∆31 mice develop severe
phenotypes of telomere syndromes and especially of DC (see Table 1 for a detailed comparison between
DC features and p53∆31/∆31 mice phenotypes) in the first generation of intercrosses, which suggests
that the impact of p53 activation on telomere biology is multifactorial. We demonstrated that 11 genes
involved in telomere metabolism exhibit a decreased expression in p53∆31/∆31 cells compared to wild
type cells [36,51]. Their expression was further decreased in response to treatment with Nutlin-3a
(or Nutlin), which is an Mdm2 antagonist that specifically activates p53 [52]. Among these genes,
Dkc1 and Gar1 encode components of the telomerase, Tinf2 and Terf1 encode parts of the Shelterin
complex and Rtel1 encodes a helicase involved in the replication of telomeres. Importantly, TINF2,
DKC1, and RTEL1 are mutated in a large fraction of patients with DC or HHS [53] and a TERF1 variant
has been implicated in aplastic anemia, which is a milder form of telomere syndrome [54]. Other genes
implicated in telomere maintenance that we found downregulated upon p53 activation included Blm,
Dek, Fancd2, Fen1, Recql4, and Timeless. The demonstration of a p53-mediated downregulation of genes
essential for telomere maintenance was unexpected, but appeared physiologically important because
this regulation is largely conserved in human cells [36,51]. These results revealed the importance of
p53 in the regulation of telomere metabolism, which expanded the variety of functions attributed to
this fascinating protein [55].

However, TP53 germline mutations that would lead to p53 activation (e.g., nonsense mutations
causing a loss of the C-terminus) were not identified in humans with DC so far. Nevertheless,
it is worth noting that PARN, which is one of the genes mutated in DC [56], encodes a polyA
ribonuclease that regulates the stability of several RNAs including the p53 mRNA [57,58] and TERC
(the Telomerase RNA Component) [59]. The impact of PARN mutations on TERC maturation appears
important because TERC overexpression was shown to increase telomere length in PARN-deficient
cells [60]. However, an activation of the p53 pathway might contribute to the onset of DC features
for patients carrying PARN mutations [56]. Furthermore, recent evidence suggests that once telomere
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shortening has occurred, p53 activation plays a major role in the development of hematopoietic failure
in this syndrome [61].

Table 1. Phenotypical traits of dyskeratosis congenita and Fanconi anemia and their observation in
p53∆31/∆31 mice. The sustained p53 activation displayed in the mutant mice leads to the development
of features typical of both bone marrow failure syndromes [36,51].

Syndrome Type of Feature Phenotypes p53∆31/∆31 Mice

Dyskeratosis
congenita

Specific features of
diagnostic

Very short telomeres; reticular skin pigmentation; nail dysplasia;
oral leucoplakia

√

Pathological traits Pancytopenia; bone marrow failure; pulmonary fibrosis; short
stature; cardiac hypertrophy

√

Hoyeraal
Hreidarsson

syndrome specificity
Cerebellar hypoplasia; immunodeficiency; developmental delay Cerebellar

hypoplasia

Associated features Liver or gastrointestinal disease; premature grey hair; avascular
necrosis of the hips; microcephaly; testicular atrophy Testicular atrophy

Predisposition to
cancer development

Leukemia; squamous cell cancers of head, neck, and anogenital
region; myelodysplastic syndromes Not observable *

Impaired molecular
mechanism Telomere maintenance

√

Fanconi
anemia

Specific features of
diagnostic

Increased chromosomal abnormalities in clastogenic assay and
progressive bone marrow failure

√

Pathological traits Pancytopenia; short stature; skin abnormalities (“café-au-lait”
macules, hyper-/hypo-pigmented spots)

√

Associated features

Upper limb abnormalities; microcephaly; microphthalmia;
triangular “Fanconi” face; renal and cardiac anomalies;
testicular atrophy; may have features of VACTERL-H **
association

Testicular atrophy
Microphtalmia ***

Predisposition to
cancer development

Leukemia; squamous cell cancers of head, neck, and anogenital
region; skin and digestive tract carcinomas; mammary gland
and ovary tumor; brain tumor; myelodysplastic syndromes

Not observable *

Impaired molecular
mechanism Fanconi anemia DNA repair pathway

√

* The p53∆31/∆31 mice die prematurely generally around four weeks after birth, which prevents the ascertainment of
tumor development. ** VACTERL-H: Vertebral anomalies, Anal atresia, Cardiac defects, Tracheoesophageal fistula,
Esophageal atresia, Renal abnormalities, Limb abnormalities, and Hydrocephalus [62]. *** Rarely observed.

4. The Fanconi Anemia DNA Repair Pathway Is Downregulated in p53∆31/∆31 Cells

More recently, our further analysis of p53∆31/∆31 cells revealed another unexpected function for
p53. As mentioned previously, p53 downregulates the expression of Fancd2, which is a gene encoding
a key protein of the Fanconi anemia (FA) DNA repair pathway [51]. The FA pathway is composed of
22 FANC proteins distributed between three complexes that induce repair of inter-strand crosslinks in
order to allow the completion of DNA replication [63,64]. Missense mutations of each of the FANC
genes have been reported to induce defects in the DNA repair pathway and lead to FA, which is
another bone marrow failure syndrome (see Table 1 for detailed features of FA). Therefore, the negative
regulation of Fancd2 by p53 was very intriguing as FA is a syndrome closely related to DC. Additionally,
Rtel1, which is one of the three genes mutated in DC and repressed by p53, encodes a Fancj-like helicase
while Blm and Fen1, two other genes we found downregulated by p53, respectively, encode a helicase
and an endonuclease that interact with Fanc proteins.

These observations led us to evaluate more precisely the impact of p53 on Fanc gene expression.
We identified 11 supplementary Fanc genes repressed in response to p53 hyperactivation in p53∆31/∆31

cells and in response to Nutlin. These genes encode proteins from each of the three protein complexes
of the FA DNA repair pathway. We next showed that p53∆31/∆31 cells are hypersensitive to Mitomycin
C (MMC), which is an inter-strand crosslink-inducing agent that leads to an increased number of
chromosomal aberrations and sister chromatid exchanges. This hypersensitivity is typical of cells
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from FA patients [65]. Moreover, the downregulation of the FA pathway by p53 is highly conserved
in human cells, which extends the potential role of p53 in the development of bone marrow failure
syndromes. Similarly to what is known for DC, so far, no p53 mutation was reported to cause FA,
but the p53 activation consecutive to defects in DNA repair is known to play an important role in the
hematopoietic failure occurring in FA patients [66].

Furthermore, transcriptomic analyses showed that the p53 pathway is functional in low-grade
ovarian serous cancers, liver cancers, and adrenocortical tumors, but are lost in high-grade
carcinomas [51,67–69]. We found that the loss of p53 activity in these cancers correlates with an
increased expression of several FANC genes and of other genes downregulated by p53 (e.g., BLM,
FEN1, TIMELESS) [51]. Therefore, a concerted increase in the expression of these genes could be
used as a biomarker for tumor progression. In addition we found that, for cancer cells that retain a
functional p53, p53 activation by treatment with Nutlin can sensitize cells to a crosslinking agent such
as MMC [51]. Since a similar synergistic effect can occur in wild-type cells [51], whether or not the
therapeutic index of such an approach might be satisfactory remains to be determined.

5. p53-Mediated Gene Repression Often Relies on p21 and the DREAM Complex

The p53-mediated downregulation of gene expression often relies on the transactivation of p21
and the recruitment of E2F4 repressive complexes at the promoter of target genes [70–75]. Consistent
with this, we showed that the p53-induced downregulation of most genes implicated in telomere
metabolism and Fanc genes is indirect and requires p21 [36,51]. Moreover, the transcriptional repressor
E2F4 is recruited at the promoter of Rtel1 and several Fanc genes upon p53 activation [51].

E2F4 is a major repressive transcription factor that is a key protein of the DREAM complex
(DP, RB-like, E2F4 and MuvB) [73,76]. Following p53 activation, the DREAM complex is recruited
at the promoter of specific target genes in order to stop their transcription and induce cell growth
arrest [73]. The p53-p21-DREAM regulatory pathway has been shown to function by recognizing
specific sequences known as CDE/CHR motifs in the promoter of target genes [74]. The promoter
of Fanc genes repressed by p53 exhibit CDE/CHR motifs required for their p53-p21-E2F4-mediated
repression [51]. Mutations of the CDE part of the sequence, specifically bound by E2F4, abolish the
p53-mediated downregulation of Fanc genes. While Fanc genes expression is known to vary during
the cell cycle [77], their p53-dependent repression relied on CDE sequences rather than only cell
cycle dynamics.

An exception to this mechanism of p53-mediated gene repression is Dkc1 because we found it to
be downregulated by p53 independently of p21. Dkc1 gene expression decreases upon treatment with
Nutlin in both wild type cells and p21-null cells [36]. Chromatin immunoprecipitation experiments
indicated that p53 binds to the Dkc1 promoter to induce its repression. However, the underlying
mechanisms for this repression are currently unknown and deserve further analysis.

6. p53 Regulates Genes Implicated in Centromere Structure

Our analysis of the p53∆31 mouse model disclosed p53∆31/∆31 cells as a powerful tool to identify
genes repressed by the p53-p21-E2F4 regulatory pathway. Accordingly, two genes encoding proteins
implicated in centromere structure were similarly shown to be downregulated in response to p53
activation [78]. The genes encoding Cenp-a, the centromeric histone-like protein, and its chaperone
Hjurp exhibit decreased expression in p53∆31/∆31 cells. The Nutlin-induced downregulation of both
genes requires p21 and CDE/CHR motifs localized in their promoters as previously described for Fanc
genes expression. Importantly, the downregulation of CENP-A and HJURP is also conserved in human
cells. In addition, this study indicated that cancer cells that have lost p53 activity become addicted to
high levels of HJURP so that HJURP might be a promising therapeutic target to specifically eliminate
those cells [78].
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7. Biological Implications of These Results

Our analyses revealed that p53 downregulates genes required for telomere maintenance, DNA
repair, and centromere structure, which is a finding that has many implications.

7.1. Implications for Our Understanding of Pediatric and Developmental Syndromes

Short telomeres and defective DNA repair are known to activate p53 [79–82], but our results
indicate that, conversely, increased p53 activity may affect telomere maintenance and attenuate the
FA DNA repair pathway, which defines a positive regulatory feedback loop. In wild type cells,
expressing a wild type p53 protein, this regulatory loop is counterbalanced by the negative regulatory
loop, which results from the Mdm2-mediated degradation of p53. In contrast, in the p53∆31 mouse
model, the deletion of the p53 C-terminus would attenuate the negative regulation by Mdm2 leading
to an abnormal hyperactivation of p53 to cause defects in telomere maintenance and DNA repair.
This bipolar feedback system could explain the DC-like phenotypes developed by p53∆31/∆31 mice as
well as the FA features observed in p53∆31/∆31 cells [51].

Therefore, p53∆31/∆31 cells display typical characteristics of both DC and FA, which is particularly
interesting considering that these disorders share many phenotypic traits (described in Table 1) that
initially led to diagnostic confusions [83,84]. Our findings suggest that sustained p53 activation might
contribute to the clinical overlap between these two syndromes [51,85]. Telomeric defects have been
observed in some FA patients expressing a mutation in the FANCD2 gene [86]. Conversely, HHS patient
cells mutated in RTEL1 may also exhibit hypersensitivity to MMC [87]. In addition, FANC proteins
are often associated with telomere metabolism and consolidate the link between these two cellular
pathways. A recent study showed that BRCA1 (FANCS) or BRCA2 (FANCD1) mutations may alter the
structure and function of telomeres [88]. The SNM1B (Apollo) protein is a Shelterin accessory protein,
which also acts within the FA pathway [89]. FANCA is thought to participate in the co-localization of
FANCD2 and TERF1 proteins to telomeres in cells that do not express telomerase [90]. FANCM, BRCA2
and BLM are necessary to resolve telomeric replication stress in cells that use alternative lengthening
of telomeres (ALT) [91], and BRCA2 would allow RAD51 (FANCR) to access to telomeres in order to
facilitate their replication [92]. Lastly, since FANCJ main activity is the resolution of G-quadruplex
structures, some studies tend to link this protein to the maintenance of telomeres [90]. Taken together,
these results strongly suggest that a better understanding of the regulation and functions of p53 may
be crucial to deepen our understanding of DC and FA, and that the boundaries between these bone
marrow failure syndromes need to be re-evaluated [85].

It is also interesting to note that patients with FA may present some of the congenital
malformations found in the VACTERL-H association (Vertebral anomalies, Anal atresia, Cardiac
defects, Tracheoesophageal fistula, Esophageal atresia, Renal abnormalities, Limb abnormalities,
and Hydrocephalus [62]). Furthermore, another p53 mutant mouse model was recently found to
pheno-copy the CHARGE syndrome (ocular Coloboma, Heart defects, choanal Atresia, Retarded
growth and development, Genitourinary hypoplasia and Ear abnormalities), which is considered a
VACTERL-like syndrome. In this case, a transcriptionally dead but extremely stable mutant p53 (due
to multiple missense mutations in the N-terminus) was found to cause CHARGE-like features by
stabilizing a wild-type p53 protein in heterozygous animals [93]. Although p53 mutations causing
CHARGE were not reported in humans, the chromatin remodeler CHD7, mutated in 70% to 90%
of patients with CHARGE, was shown to downregulate TP53 gene expression. These findings
illustrate that the importance of p53 in several pediatric and developmental syndromes need
further investigation.

Other mouse models displaying increased p53 activity include knocked-out mice for Mdm2 or
Mdm4 (also known as Mdmx), which encode major negative regulators of p53. These mice are not
viable and embryonic death is observed between 5.5 days and 11.5 days post-coitum [94–97]. Massive
apoptosis was observed after the Mdm2 loss [98] while Mdm4 deficiency led to increased apoptosis
in the brain and proliferation arrest in most other tissues [99]. p53 activation plays an important role
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in the death of these embryos because Mdm2 or Mdm4 deficiency is rescued by a concomitant loss
of p53. Mdm2+/− Mdm4+/− double heterozygous mice [37] and mice expressing a hypomorphic
p53 mutant over a Mdm2 null background [38] exhibit growth retardation, impaired hematopoiesis,
defects in cerebellar development, and die rapidly after birth. Since these phenotypes are similar to
those observed in p53∆31/∆31 animals, it would be important to re-evaluate the pathological processes
occurring in these animals in the light of our results. For example, we showed that Mdm2+/−Mdm4+/−

cells also exhibit an increased sensitivity to MMC [51].

7.2. Implications for Our Understanding of Aging Processes

Several mouse models have shown that increased p53 activity can cause accelerated aging, which
is distinct from its tumor suppression capacity [11,94]. The first evidence for this came from a complex
mouse model that expressed a composite mRNA encoding a truncated p53 protein that lacked 243
N-terminal residues. In p53+/m mice, the heterozygous mice carrying this complex allele, the truncated
p53 mutant would stabilize the wild-type p53 protein, which causes an increased resistance to cancer
development. However, the mice have a surprisingly reduced lifespan correlating with features of
accelerated aging [100,101]. Likewise, overexpression of p44, which is a naturally occurring shorter p53
isoform lacking 40 N-terminal residues, also led to a reduced lifespan and early aging features [102].
Recently, Hupki mice, mouse models encoding chimeric human/murine p53 genes, also provided
evidence for the importance of p53 in regulating aging and longevity. In humans, a SNP encoding either
an arginine (R72) or a proline (P72) at codon 72 is known to influence p53 function with the P72 allele
associated with weaker p53 activity and tumor suppression capacity. Hupki mice carrying the P72 SNP
exhibited higher cancer risk, but had a delayed development of aging-associated phenotypes [103].
A patient displaying early-aging features was recently shown to carry an MDM2 mutation reducing its
capacity to inhibit p53 [104]. Although these studies provide compelling evidence for an impact of p53
activation on aging processes, the underlying mechanisms remain to be fully understood.

In a landmark review, López-Otín et al [105] proposed nine hallmarks of aging grouped into three
categories: (1) four primary hallmarks would cause cellular damage including genomic instability,
telomere attrition, epigenetic alterations, and loss of proteostasis; (2) as a response to these primary
damages, three antagonistic hallmarks would initially mitigate the damage but eventually become
deleterious—these would include altered nutrient sensing, mitochondrial dysfunction, and cellular
senescence; (3) integrative hallmarks, i.e., the end results of the previous hallmarks, would be
responsible for functional decline—these would be stem cell exhaustion and altered intercellular
communication. Accordingly, a simplified model for aging caused by telomere attrition would be
the following: (1) in human differentiated cells, since the DNA replication machinery is unable to
fully duplicate the end of linear chromosomes, telomeres would shorten with each cell division;
(2) once telomeres become critically short, they trigger a DNA damage response that activates p53,
which then transactivates CDKN1A and PAI-1 to induce cellular senescence or represses PGC1α and
PGC1β to impair mitochondrial biogenesis and function, which would promote cell death; (3) increased
cell death or the clearance of senescent cells would mobilize stem cells to re-establish cell numbers,
which eventually leads to stem cell exhaustion [105]. Our results suggest that the impact of p53
activation on aging processes is not limited to a secondary triggering of cellular responses inducing
mitochondrial dysfunction or senescence. Rather, by showing that p53 can downregulate genes
required for telomere maintenance and that increased p53 activity leads to short and dysfunctional
telomeres, we provided evidence that p53 activation can cause telomere attrition, which is a primary
hallmark of aging.
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7.3. Implications for Our Understanding of How p53 May Act as a Guardian of the Genome

At first glance, finding that p53 downregulates genes important for telomere maintenance, DNA
repair, and centromere structure seems counter-intuitive since it appears to contradict the concept
of p53 as a “guardian of the genome.” However, our results are supported by other independent
studies. In a series of reports combining bioinformatics meta-analyses and transfection approaches,
Engeland and colleagues concluded that more than 250 genes are indirectly downregulated by p53
in a p21/DREAM-dependent manner. These genes belong to groups of functionally-related genes
that control many checkpoints of the cell cycle including genes involved in DNA repair, centromere
organization, and telomere maintenance [76]. Furthermore, we showed that p53 downregulates the
FA DNA repair pathway so that, after 48 h of treatment with Mitomycin C, an increased p53 activity
correlates with an increased frequency of chromosomal rearrangements [51]. Consistent with this,
a recent study showed that the concomitant activation of p53 and inhibition of CDK/cyclin complexes
in normal human cells leads to a premature senescence that correlates with a decreased expression of
DNA repair genes and with the accumulation of DNA damage [106]. It seems complex to reconcile
these recent data with the concept of “guardian of the genome” proposed by David Lane more than
25 years ago [30].

In his model, David Lane proposed that if DNA is damaged, p53 would accumulate and lead to G1
arrest to allow extra-time for repair before division, but if the repair fails, p53 may trigger cell suicide
by apoptosis [30]. To reconcile the “guardian of the genome” model with the data that correlate p53
activation with increased DNA damage, it is perhaps necessary to consider the kinetics of the system.
Nutlin was shown to lead to an efficient downregulation of DNA repair genes in 24 hours [51,106],
but evidence of increased DNA damage was observed after 48 hours [51] or 72 hours [106] of Nutlin.
Presumably, the effect of a downregulation of DNA repair genes would depend on the turnover of
DNA repair proteins (and mRNAs encoding them) present in the cell before the arrest so that there
might be a short time window in which arrested cells can repair DNA lesions efficiently. If repair
occurs, they would resume cycling with an intact genome. However, once this time window has
passed, the prolonged effect of p53 activation would operate, i.e., a decreased capacity to repair DNA
lesions, and lead to further DNA damage that might seal the fate of damaged cells towards apoptosis
or senescence. As shown in Figure 1, according to this updated model, p53 might act in the short-term
as a guardian of the genome of the individual cell, while in the longer-term it would rather act as a
guardian of the genome of the cell population.
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directly discuss the “guardian of the genome” model initially proposed by David Lane [30]. Therefore, 

we consider here that p53 responds to DNA damage and induces a G1 or G2 arrest that may or may 
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Figure 1. The “guardian of the genome” model revisited. This is a simplified model designed to directly
discuss the “guardian of the genome” model initially proposed by David Lane [30]. Therefore,
we consider here that p53 responds to DNA damage and induces a G1 or G2 arrest that may or
may not lead to senescence or apoptosis. In addition to this, we now know that p53 responds to a large
variety of cellular stresses and promotes many different cellular responses [107] and that it might be
differently regulated in some tissues or in tumor cells to favor a pro-apoptotic response [108].

8. Conclusions

Our finding that p53 downregulates genes required for genome maintenance initially came as
a surprise given the well-accepted notion that p53 acts as “the guardian of the genome.” On second
thought, however, the downregulation of these genes may actually contribute to the toolkit used by
p53 to prevent tumor formation. Furthermore, because some of the genes downregulated by p53 are
important for hematopoiesis or the aging processes, the implications of our results go beyond cancer
research. In the future, it will be particularly important to determine to what extent our findings,
obtained from studying a mouse model, are relevant to human health and disease.



Cancers 2018, 10, 0135 10 of 15

Acknowledgments: We thank B. Bardot, V. Lejour, and R. Durand for comments on the manuscript. The “Genetics
of Tumor Suppression” laboratory is an “Equipe Labellisée Ligue Nationale Contre le Cancer” with support
from the Ligue Headquarters, the Comité du Cantal and the Comité du Doubs. The lab also received grants
from the Fondation de France (Comité Tumeurs), the Ligue Nationale contre le Cancer (Comité Ile de France),
the Fondation ARC, and the Gefluc. Eleonore Toufektchan was supported by Ph.D. fellowships from the Ministère
de l’Enseignement Supérieur et de la Recherche and the Fondation pour la Recherche Médicale.

Conflicts of Interest: The authors declare no conflict of interest. The founding sponsors had no role in the design
of our studies, the collection, analyses, or interpretation of data, the writing of the manuscript or the decision to
publish it.

References

1. Lane, D.P.; Crawford, L.V. T antigen is bound to a host protein in SV40-transformed cells. Nature 1979,
278, 261–263. [CrossRef] [PubMed]

2. Linzer, D.I.; Levine, A.J. Characterization of a 54K dalton cellular SV40 tumor antigen present in
SV40-transformed cells and uninfected embryonal carcinoma cells. Cell 1979, 17, 43–52. [CrossRef]

3. Kress, M.; May, E.; Cassingena, R.; May, P. Simian virus 40-transformed cells express new species of proteins
precipitable by anti-simian virus 40 tumor serum. J. Virol. 1979, 31, 472–483. [PubMed]

4. DeLeo, A.B.; Jay, G.; Appella, E.; Dubois, G.C.; Law, L.W.; Old, L.J. Detection of a transformation-related
antigen in chemically induced sarcomas and other transformed cells of the mouse. Proc. Natl. Acad. Sci. USA
1979, 76, 2420–2424. [CrossRef] [PubMed]

5. Rotter, V. p53, a transformation-related cellular-encoded protein, can be used as a biochemical marker for the
detection of primary mouse tumor cells. Proc. Natl. Acad. Sci. USA 1983, 80, 2613–2617. [CrossRef] [PubMed]

6. Olivier, M.; Hollstein, M.; Hainaut, P. TP53 mutations in human cancers: Origins, consequences, and clinical
use. Cold Spring Harb. Perspect. Biol. 2010, 2, a001008. [CrossRef] [PubMed]

7. Robles, A.I.; Harris, C.C. Clinical outcomes and correlates of TP53 mutations and cancer. Cold Spring Harb.
Perspect. Biol. 2010, 2, a001016. [CrossRef] [PubMed]

8. Vogelstein, B.; Lane, D.; Levine, A.J. Surfing the p53 network. Nature 2000, 408, 307–310. [CrossRef] [PubMed]
9. Malkin, D.; Li, F.P.; Strong, L.C.; Fraumeni, J.F.J.; Nelson, C.E.; Kim, D.H.; Kassel, J.; Gryka, M.A.; Bischoff, F.Z.;

Tainsky, M.A. Germ line p53 mutations in a familial syndrome of breast cancer, sarcomas, and other
neoplasms. Science 1990, 250, 1233–1238. [CrossRef] [PubMed]

10. Donehower, L.A.; Harvey, M.; Slagle, B.L.; McArthur, M.J.; Montgomery, C.A.J.; Butel, J.S.; Bradley, A.
Mice deficient for p53 are developmentally normal but susceptible to spontaneous tumours. Nature 1992,
356, 215–221. [CrossRef] [PubMed]

11. Donehower, L.A. Using mice to examine p53 functions in cancer, aging, and longevity. Cold Spring Harb.
Perspect. Biol. 2009, 1, a001081. [CrossRef] [PubMed]

12. Lozano, G. Mouse models of p53 functions. Cold Spring Harb. Perspect. Biol. 2010, 2, a001115. [CrossRef]
[PubMed]

13. Armstrong, J.F.; Kaufman, M.H.; Harrison, D.J.; Clarke, A.R. High-frequency developmental abnormalities
in p53-deficient mice. Curr. Biol. 1995, 5, 931–936. [CrossRef]

14. Maltzman, W.; Czyzyk, L. UV irradiation stimulates levels of p53 cellular tumor antigen in nontransformed
mouse cells. Mol. Cell. Biol. 1984, 4, 1689–1694. [CrossRef] [PubMed]

15. Kastan, M.B.; Onyekwere, O.; Sidransky, D.; Vogelstein, B.; Craig, R.W. Participation of p53 protein in the
cellular response to DNA damage. Cancer Res. 1991, 51, 6304–6311. [CrossRef] [PubMed]

16. Lowe, S.W. Activation of p53 by oncogenes. Endocr. Relat. Cancer 1999, 6, 45–48. [CrossRef] [PubMed]
17. Bursac, S.; Brdovcak, M.C.; Donati, G.; Volarevic, S. Activation of the tumor suppressor p53 upon impairment

of ribosome biogenesis. Biochim. Biophys. Acta 2014, 1842, 817–830. [CrossRef] [PubMed]
18. Golomb, L.; Volarevic, S.; Oren, M. p53 and ribosome biogenesis stress: The essentials. FEBS Lett. 2014,

588, 2571–2579. [CrossRef] [PubMed]
19. Stedman, A.; Beck-Cormier, S.; Le Bouteiller, M.; Raveux, A.; Vandormael-Pournin, S.; Coqueran, S.; Lejour, V.;

Jarzebowski, L.; Toledo, F.; Robine, S.; et al. Ribosome biogenesis dysfunction leads to p53-mediated
apoptosis and goblet cell differentiation of mouse intestinal stem/progenitor cells. Cell Death Differ. 2015,
22, 1865–1876. [CrossRef] [PubMed]

http://dx.doi.org/10.1038/278261a0
http://www.ncbi.nlm.nih.gov/pubmed/218111
http://dx.doi.org/10.1016/0092-8674(79)90293-9
http://www.ncbi.nlm.nih.gov/pubmed/225566
http://dx.doi.org/10.1073/pnas.76.5.2420
http://www.ncbi.nlm.nih.gov/pubmed/221923
http://dx.doi.org/10.1073/pnas.80.9.2613
http://www.ncbi.nlm.nih.gov/pubmed/6189126
http://dx.doi.org/10.1101/cshperspect.a001008
http://www.ncbi.nlm.nih.gov/pubmed/20182602
http://dx.doi.org/10.1101/cshperspect.a001016
http://www.ncbi.nlm.nih.gov/pubmed/20300207
http://dx.doi.org/10.1038/35042675
http://www.ncbi.nlm.nih.gov/pubmed/11099028
http://dx.doi.org/10.1126/science.1978757
http://www.ncbi.nlm.nih.gov/pubmed/1978757
http://dx.doi.org/10.1038/356215a0
http://www.ncbi.nlm.nih.gov/pubmed/1552940
http://dx.doi.org/10.1101/cshperspect.a001081
http://www.ncbi.nlm.nih.gov/pubmed/20457560
http://dx.doi.org/10.1101/cshperspect.a001115
http://www.ncbi.nlm.nih.gov/pubmed/20452944
http://dx.doi.org/10.1016/S0960-9822(95)00183-7
http://dx.doi.org/10.1128/MCB.4.9.1689
http://www.ncbi.nlm.nih.gov/pubmed/6092932
http://dx.doi.org/10.1158/0008-5472.CAN-16-1560
http://www.ncbi.nlm.nih.gov/pubmed/27371738
http://dx.doi.org/10.1677/erc.0.0060045
http://www.ncbi.nlm.nih.gov/pubmed/10732786
http://dx.doi.org/10.1016/j.bbadis.2013.08.014
http://www.ncbi.nlm.nih.gov/pubmed/24514102
http://dx.doi.org/10.1016/j.febslet.2014.04.014
http://www.ncbi.nlm.nih.gov/pubmed/24747423
http://dx.doi.org/10.1038/cdd.2015.57
http://www.ncbi.nlm.nih.gov/pubmed/26068591


Cancers 2018, 10, 0135 11 of 15

20. El-Deiry, W.S.; Tokino, T.; Velculescu, V.E.; Levy, D.B.; Parsons, R.; Trent, J.M.; Lin, D.; Mercer, W.E.;
Kinzler, K.W.; Vogelstein, B. WAF1, a potential mediator of p53 tumor suppression. Cell 1993, 75, 817–825.
[CrossRef]

21. Bieging, K.T.; Mello, S.S.; Attardi, L.D. Unravelling mechanisms of p53-mediated tumour suppression.
Nat. Rev. Cancer 2014, 14, 359–370. [CrossRef] [PubMed]

22. Zhan, Q. Gadd45a, a p53- and BRCA1-regulated stress protein, in cellular response to DNA damage.
Mutat. Res. 2005, 569, 133–143. [CrossRef] [PubMed]

23. Yoon, T.; Chakrabortty, A.; Franks, R.; Valli, T.; Kiyokawa, H.; Raychaudhuri, P. Tumor-prone phenotype of
the DDB2-deficient mice. Oncogene 2005, 24, 469–478. [CrossRef] [PubMed]

24. Shaw, P.; Bovey, R.; Tardy, S.; Sahli, R.; Sordat, B.; Costa, J. Induction of apoptosis by wild-type p53 in a
human colon tumor-derived cell line. Proc. Natl. Acad. Sci. USA 1992, 89, 4495–4499. [CrossRef] [PubMed]

25. Kortlever, R.M.; Higgins, P.J.; Bernards, R. Plasminogen activator inhibitor-1 is a critical downstream target
of p53 in the induction of replicative senescence. Nat. Cell Biol. 2006, 8, 877–884. [CrossRef] [PubMed]

26. Riley, T.; Sontag, E.; Chen, P.; Levine, A. Transcriptional control of human p53-regulated genes. Nat. Rev.
Mol. Cell Biol. 2008, 9, 402–412. [CrossRef] [PubMed]

27. Sablina, A.A.; Budanov, A.V.; Ilyinskaya, G.V.; Agapova, L.S.; Kravchenko, J.E.; Chumakov, P.M.
The antioxidant function of the p53 tumor suppressor. Nat. Med. 2005, 11, 1306–1313. [CrossRef] [PubMed]

28. Vousden, K.H.; Ryan, K.M. p53 and metabolism. Nat. Rev. Cancer 2009, 9, 691–700. [CrossRef] [PubMed]
29. Liu, B.; Chen, Y.; St Clair, D.K. ROS and p53: A versatile partnership. Free Radic. Biol. Med. 2008, 44, 1529–1535.

[CrossRef] [PubMed]
30. Lane, D.P. Cancer. p53, guardian of the genome. Nature 1992, 358, 15–16. [CrossRef] [PubMed]
31. Toledo, F.; Wahl, G.M. Regulating the p53 pathway: In vitro hypotheses, in vivo veritas. Nat. Rev. Cancer

2006, 6, 909–923. [CrossRef] [PubMed]
32. Toledo, F.; Bardot, B. Cancer: Three birds with one stone. Nature 2009, 460, 466–467. [CrossRef] [PubMed]
33. Foord, O.S.; Bhattacharya, P.; Reich, Z.; Rotter, V. A DNA binding domain is contained in the C-terminus of

wild type p53 protein. Nucleic Acids Res. 1991, 19, 5191–5198. [CrossRef] [PubMed]
34. Laptenko, O.; Tong, D.R.; Manfredi, J.; Prives, C. The Tail That Wags the Dog: How the Disordered C-Terminal

Domain Controls the Transcriptional Activities of the p53 Tumor-Suppressor Protein. Trends Biochem. Sci.
2016, 41, 1022–1034. [CrossRef] [PubMed]

35. Sullivan, K.D.; Galbraith, M.D.; Andrysik, Z.; Espinosa, J.M. Mechanisms of transcriptional regulation by
p53. Cell Death Differ. 2018, 25, 133–143. [CrossRef] [PubMed]

36. Simeonova, I.; Jaber, S.; Draskovic, I.; Bardot, B.; Fang, M.; Bouarich-Bourimi, R.; Lejour, V.; Charbonnier, L.;
Soudais, C.; Bourdon, J.-C.; et al. Mutant mice lacking the p53 C-terminal domain model telomere syndromes.
Cell Rep. 2013, 3, 2046–2058. [CrossRef] [PubMed]

37. Terzian, T.; Wang, Y.; Van Pelt, C.S.; Box, N.F.; Travis, E.L.; Lozano, G. Haploinsufficiency of Mdm2 and
Mdm4 in tumorigenesis and development. Mol. Cell. Biol. 2007, 27, 5479–5485. [CrossRef] [PubMed]

38. Liu, G.; Terzian, T.; Xiong, S.; Van Pelt, C.S.; Audiffred, A.; Box, N.F.; Lozano, G. The p53-Mdm2 network in
progenitor cell expansion during mouse postnatal development. J. Pathol. 2007, 213, 360–368. [CrossRef]
[PubMed]

39. Mendrysa, S.M.; McElwee, M.K.; Michalowski, J.; O’Leary, K.A.; Young, K.M.; Perry, M.E. mdm2 Is critical
for inhibition of p53 during lymphopoiesis and the response to ionizing irradiation. Mol. Cell. Biol. 2003,
23, 462–472. [CrossRef] [PubMed]

40. Liu, D.; Ou, L.; Clemenson, G.D.; Chao, C.; Lutske, M.E.; Zambetti, G.P.; Gage, F.H.; Xu, Y. Puma is required
for p53-induced depletion of adult stem cells. Nat. Cell Biol. 2010, 12, 993–998. [CrossRef] [PubMed]

41. McGowan, K.A.; Li, J.Z.; Park, C.Y.; Beaudry, V.; Tabor, H.K.; Sabnis, A.J.; Zhang, W.; Fuchs, H.;
de Angelis, M.H.; Myers, R.M.; et al. Ribosomal mutations cause p53-mediated dark skin and pleiotropic
effects. Nat. Genet. 2008, 40, 963–970. [CrossRef] [PubMed]

42. Hamard, P.-J.; Barthelery, N.; Hogstad, B.; Mungamuri, S.K.; Tonnessen, C.A.; Carvajal, L.A.; Senturk, E.;
Gillespie, V.; Aaronson, S.A.; Merad, M.; et al. The C terminus of p53 regulates gene expression by multiple
mechanisms in a target- and tissue-specific manner in vivo. Genes Dev. 2013, 27, 1868–1885. [CrossRef]
[PubMed]

http://dx.doi.org/10.1016/0092-8674(93)90500-P
http://dx.doi.org/10.1038/nrc3711
http://www.ncbi.nlm.nih.gov/pubmed/24739573
http://dx.doi.org/10.1016/j.mrfmmm.2004.06.055
http://www.ncbi.nlm.nih.gov/pubmed/15603758
http://dx.doi.org/10.1038/sj.onc.1208211
http://www.ncbi.nlm.nih.gov/pubmed/15558025
http://dx.doi.org/10.1073/pnas.89.10.4495
http://www.ncbi.nlm.nih.gov/pubmed/1584781
http://dx.doi.org/10.1038/ncb1448
http://www.ncbi.nlm.nih.gov/pubmed/16862142
http://dx.doi.org/10.1038/nrm2395
http://www.ncbi.nlm.nih.gov/pubmed/18431400
http://dx.doi.org/10.1038/nm1320
http://www.ncbi.nlm.nih.gov/pubmed/16286925
http://dx.doi.org/10.1038/nrc2715
http://www.ncbi.nlm.nih.gov/pubmed/19759539
http://dx.doi.org/10.1016/j.freeradbiomed.2008.01.011
http://www.ncbi.nlm.nih.gov/pubmed/18275858
http://dx.doi.org/10.1038/358015a0
http://www.ncbi.nlm.nih.gov/pubmed/1614522
http://dx.doi.org/10.1038/nrc2012
http://www.ncbi.nlm.nih.gov/pubmed/17128209
http://dx.doi.org/10.1038/460466a
http://www.ncbi.nlm.nih.gov/pubmed/19626103
http://dx.doi.org/10.1093/nar/19.19.5191
http://www.ncbi.nlm.nih.gov/pubmed/1923804
http://dx.doi.org/10.1016/j.tibs.2016.08.011
http://www.ncbi.nlm.nih.gov/pubmed/27669647
http://dx.doi.org/10.1038/cdd.2017.174
http://www.ncbi.nlm.nih.gov/pubmed/29125602
http://dx.doi.org/10.1016/j.celrep.2013.05.028
http://www.ncbi.nlm.nih.gov/pubmed/23770245
http://dx.doi.org/10.1128/MCB.00555-06
http://www.ncbi.nlm.nih.gov/pubmed/17526734
http://dx.doi.org/10.1002/path.2238
http://www.ncbi.nlm.nih.gov/pubmed/17893884
http://dx.doi.org/10.1128/MCB.23.2.462-473.2003
http://www.ncbi.nlm.nih.gov/pubmed/12509446
http://dx.doi.org/10.1038/ncb2100
http://www.ncbi.nlm.nih.gov/pubmed/20818388
http://dx.doi.org/10.1038/ng.188
http://www.ncbi.nlm.nih.gov/pubmed/18641651
http://dx.doi.org/10.1101/gad.224386.113
http://www.ncbi.nlm.nih.gov/pubmed/24013501


Cancers 2018, 10, 0135 12 of 15

43. Krummel, K.A.; Lee, C.J.; Toledo, F.; Wahl, G.M. The C-terminal lysines fine-tune P53 stress responses in a
mouse model but are not required for stability control or transactivation. Proc. Natl. Acad. Sci. USA 2005,
102, 10188–10193. [CrossRef] [PubMed]

44. Wang, Y.V.; Leblanc, M.; Fox, N.; Mao, J.-H.; Tinkum, K.L.; Krummel, K.; Engle, D.; Piwnica-Worms, D.;
Piwnica-Worms, H.; Balmain, A.; et al. Fine-tuning p53 activity through C-terminal modification significantly
contributes to HSC homeostasis and mouse radiosensitivity. Genes Dev. 2011, 25, 1426–1438. [CrossRef]
[PubMed]

45. Wang, D.; Kon, N.; Lasso, G.; Jiang, L.; Leng, W.; Zhu, W.-G.; Qin, J.; Honig, B.; Gu, W. Acetylation-regulated
interaction between p53 and SET reveals a widespread regulatory mode. Nature 2016, 538, 118–122.
[CrossRef] [PubMed]

46. Parry, E.M.; Alder, J.K.; Qi, X.; Chen, J.J.-L.; Armanios, M. Syndrome complex of bone marrow failure and
pulmonary fibrosis predicts germline defects in telomerase. Blood 2011, 117, 5607–5611. [CrossRef] [PubMed]

47. Wegman-Ostrosky, T.; Savage, S.A. The genomics of inherited bone marrow failure: From mechanism to the
clinic. Br. J. Haematol. 2017, 177, 526–542. [CrossRef] [PubMed]

48. Blasco, M.A.; Lee, H.W.; Hande, M.P.; Samper, E.; Lansdorp, P.M.; DePinho, R.A.; Greider, C.W. Telomere
shortening and tumor formation by mouse cells lacking telomerase RNA. Cell 1997, 91, 25–34. [CrossRef]

49. Blasco, M.A.; Lee, H.W.; Rizen, M.; Hanahan, D.; DePinho, R.; Greider, C.W. Mouse models for the study of
telomerase. Ciba Found. Symp. 1997, 211, 160–170. [CrossRef] [PubMed]

50. Hockemeyer, D.; Palm, W.; Wang, R.C.; Couto, S.S.; de Lange, T. Engineered telomere degradation models
dyskeratosis congenita. Genes Dev. 2008, 22, 1773–1785. [CrossRef] [PubMed]

51. Jaber, S.; Toufektchan, E.; Lejour, V.; Bardot, B.; Toledo, F. p53 downregulates the Fanconi anaemia DNA
repair pathway. Nat. Commun. 2016, 7, 11091. [CrossRef] [PubMed]

52. Vassilev, L.T.; Vu, B.T.; Graves, B.; Carvajal, D.; Podlaski, F.; Filipovic, Z.; Kong, N.; Kammlott, U.; Lukacs, C.;
Klein, C.; et al. In vivo activation of the p53 pathway by small-molecule antagonists of MDM2. Science 2004,
303, 844–848. [CrossRef] [PubMed]

53. Bertuch, A.A. The molecular genetics of the telomere biology disorders. RNA Biol. 2016, 13, 696–706.
[CrossRef] [PubMed]

54. Savage, S.A.; Stewart, B.J.; Eckert, A.; Kiley, M.; Liao, J.S.; Chanock, S.J. Genetic variation, nucleotide
diversity, and linkage disequilibrium in seven telomere stability genes suggest that these genes may be
under constraint. Hum. Mutat. 2005, 26, 343–350. [CrossRef] [PubMed]

55. Brady, C.A.; Attardi, L.D. p53 at a glance. J. Cell Sci. 2010, 123, 2527–2532. [CrossRef] [PubMed]
56. Tummala, H.; Walne, A.; Collopy, L.; Cardoso, S.; de la Fuente, J.; Lawson, S.; Powell, J.; Cooper, N.;

Foster, A.; Mohammed, S.; et al. Poly(A)-specific ribonuclease deficiency impacts telomere biology and
causes dyskeratosis congenita. J. Clin. Investig. 2015, 125, 2151–2160. [CrossRef] [PubMed]

57. Devany, E.; Zhang, X.; Park, J.Y.; Tian, B.; Kleiman, F.E. Positive and negative feedback loops in the p53 and
mRNA 3′ processing pathways. Proc. Natl. Acad. Sci. USA 2013, 110, 3351–3356. [CrossRef] [PubMed]

58. Zhang, X.; Devany, E.; Murphy, M.R.; Glazman, G.; Persaud, M.; Kleiman, F.E. PARN deadenylase is
involved in miRNA-dependent degradation of TP53 mRNA in mammalian cells. Nucleic Acids Res. 2015,
43, 10925–10938. [CrossRef] [PubMed]

59. Moon, D.H.; Segal, M.; Boyraz, B.; Guinan, E.; Hofmann, I.; Cahan, P.; Tai, A.K.; Agarwal, S. Poly(A)-specific
ribonuclease (PARN) mediates 3′-end maturation of the telomerase RNA component. Nat. Genet. 2015,
47, 1482–1488. [CrossRef] [PubMed]

60. Boyraz, B.; Moon, D.H.; Segal, M.; Muosieyiri, M.Z.; Aykanat, A.; Tai, A.K.; Cahan, P.; Agarwal, S.
Posttranscriptional manipulation of TERC reverses molecular hallmarks of telomere disease. J. Clin. Investig.
2016, 126, 3377–3382. [CrossRef] [PubMed]

61. Fok, W.C.; de Niero, E.L.O.; Dege, C.; Brenner, K.A.; Sturgeon, C.M.; Batista, L.F.Z. p53 Mediates Failure of
Human Definitive Hematopoiesis in Dyskeratosis Congenita. Stem Cell Rep. 2017, 9, 409–418. [CrossRef]
[PubMed]

62. Alter, B.P.; Rosenberg, P.S. VACTERL-H Association and Fanconi Anemia. Mol. Syndromol. 2013, 4, 87–93.
[CrossRef] [PubMed]

63. Walden, H.; Deans, A.J. The Fanconi anemia DNA repair pathway: Structural and functional insights into a
complex disorder. Annu. Rev. Biophys. 2014, 43, 257–278. [CrossRef] [PubMed]

http://dx.doi.org/10.1073/pnas.0503068102
http://www.ncbi.nlm.nih.gov/pubmed/16006521
http://dx.doi.org/10.1101/gad.2024411
http://www.ncbi.nlm.nih.gov/pubmed/21724834
http://dx.doi.org/10.1038/nature19759
http://www.ncbi.nlm.nih.gov/pubmed/27626385
http://dx.doi.org/10.1182/blood-2010-11-322149
http://www.ncbi.nlm.nih.gov/pubmed/21436073
http://dx.doi.org/10.1111/bjh.14535
http://www.ncbi.nlm.nih.gov/pubmed/28211564
http://dx.doi.org/10.1016/S0092-8674(01)80006-4
http://dx.doi.org/10.1002/9780470515433.ch11
http://www.ncbi.nlm.nih.gov/pubmed/9524757
http://dx.doi.org/10.1101/gad.1679208
http://www.ncbi.nlm.nih.gov/pubmed/18550783
http://dx.doi.org/10.1038/ncomms11091
http://www.ncbi.nlm.nih.gov/pubmed/27033104
http://dx.doi.org/10.1126/science.1092472
http://www.ncbi.nlm.nih.gov/pubmed/14704432
http://dx.doi.org/10.1080/15476286.2015.1094596
http://www.ncbi.nlm.nih.gov/pubmed/26400640
http://dx.doi.org/10.1002/humu.20226
http://www.ncbi.nlm.nih.gov/pubmed/16110488
http://dx.doi.org/10.1242/jcs.064501
http://www.ncbi.nlm.nih.gov/pubmed/20940128
http://dx.doi.org/10.1172/JCI78963
http://www.ncbi.nlm.nih.gov/pubmed/25893599
http://dx.doi.org/10.1073/pnas.1212533110
http://www.ncbi.nlm.nih.gov/pubmed/23401530
http://dx.doi.org/10.1093/nar/gkv959
http://www.ncbi.nlm.nih.gov/pubmed/26400160
http://dx.doi.org/10.1038/ng.3423
http://www.ncbi.nlm.nih.gov/pubmed/26482878
http://dx.doi.org/10.1172/JCI87547
http://www.ncbi.nlm.nih.gov/pubmed/27482890
http://dx.doi.org/10.1016/j.stemcr.2017.06.015
http://www.ncbi.nlm.nih.gov/pubmed/28757166
http://dx.doi.org/10.1159/000346035
http://www.ncbi.nlm.nih.gov/pubmed/23653579
http://dx.doi.org/10.1146/annurev-biophys-051013-022737
http://www.ncbi.nlm.nih.gov/pubmed/24773018


Cancers 2018, 10, 0135 13 of 15

64. Nepal, M.; Che, R.; Zhang, J.; Ma, C.; Fei, P. Fanconi Anemia Signaling and Cancer. Trends Cancer 2017, 3,
840–856. [CrossRef] [PubMed]

65. Longerich, S.; Li, J.; Xiong, Y.; Sung, P.; Kupfer, G.M. Stress and DNA repair biology of the Fanconi anemia
pathway. Blood 2014, 124, 2812–2819. [CrossRef] [PubMed]

66. Ceccaldi, R.; Parmar, K.; Mouly, E.; Delord, M.; Kim, J.M.; Regairaz, M.; Pla, M.; Vasquez, N.; Zhang, Q.-S.;
Pondarre, C.; et al. Bone marrow failure in Fanconi anemia is triggered by an exacerbated p53/p21 DNA
damage response that impairs hematopoietic stem and progenitor cells. Cell Stem Cell 2012, 11, 36–49.
[CrossRef] [PubMed]

67. Wurmbach, E.; Chen, Y.; Khitrov, G.; Zhang, W.; Roayaie, S.; Schwartz, M.; Fiel, I.; Thung, S.; Mazzaferro, V.;
Bruix, J.; et al. Genome-wide molecular profiles of HCV-induced dysplasia and hepatocellular carcinoma.
Hepatology 2007, 45, 938–947. [CrossRef] [PubMed]

68. Anglesio, M.S.; Arnold, J.M.; George, J.; Tinker, A.V.; Tothill, R.; Waddell, N.; Simms, L.; Locandro, B.;
Fereday, S.; Traficante, N.; et al. Mutation of ERBB2 provides a novel alternative mechanism for the
ubiquitous activation of RAS-MAPK in ovarian serous low malignant potential tumors. Mol. Cancer Res.
2008, 6, 1678–1690. [CrossRef] [PubMed]

69. Giordano, T.J.; Kuick, R.; Else, T.; Gauger, P.G.; Vinco, M.; Bauersfeld, J.; Sanders, D.; Thomas, D.G.;
Doherty, G.; Hammer, G. Molecular classification and prognostication of adrenocortical tumors by
transcriptome profiling. Clin. Cancer Res. 2009, 15, 668–676. [CrossRef] [PubMed]

70. Gottifredi, V.; Karni-Schmidt, O.; Shieh, S.S.; Prives, C. p53 down-regulates CHK1 through p21 and the
retinoblastoma protein. Mol. Cell. Biol. 2001, 21, 1066–1076. [CrossRef] [PubMed]

71. Löhr, K.; Möritz, C.; Contente, A.; Dobbelstein, M. p21/CDKN1A mediates negative regulation of
transcription by p53. J. Biol. Chem. 2003, 278, 32507–32516. [CrossRef] [PubMed]

72. Benson, E.K.; Mungamuri, S.K.; Attie, O.; Kracikova, M.; Sachidanandam, R.; Manfredi, J.J.; Aaronson, S.A.
p53-dependent gene repression through p21 is mediated by recruitment of E2F4 repression complexes.
Oncogene 2014, 33, 3959–3969. [CrossRef] [PubMed]

73. Fischer, M.; Quaas, M.; Steiner, L.; Engeland, K. The p53-p21-DREAM-CDE/CHR pathway regulates G2/M
cell cycle genes. Nucleic Acids Res. 2016, 44, 164–174. [CrossRef] [PubMed]

74. Quaas, M.; Müller, G.A.; Engeland, K. p53 can repress transcription of cell cycle genes through a
p21(WAF1/CIP1)-dependent switch from MMB to DREAM protein complex binding at CHR promoter
elements. Cell Cycle 2012, 11, 4661–4672. [CrossRef] [PubMed]

75. Müller, G.A.; Stangner, K.; Schmitt, T.; Wintsche, A.; Engeland, K. Timing of transcription during the cell
cycle: Protein complexes binding to E2F, E2F/CLE, CDE/CHR, or CHR promoter elements define early and
late cell cycle gene expression. Oncotarget 2017, 8, 97736–97748. [CrossRef] [PubMed]

76. Engeland, K. Cell cycle arrest through indirect transcriptional repression by p53: I have a DREAM.
Cell Death Differ. 2018, 25, 114–132. [CrossRef] [PubMed]

77. Mjelle, R.; Hegre, S.A.; Aas, P.A.; Slupphaug, G.; Drabløs, F.; Saetrom, P.; Krokan, H.E. Cell cycle regulation
of human DNA repair and chromatin remodeling genes. DNA Repair (Amst.) 2015, 30, 53–67. [CrossRef]
[PubMed]

78. Filipescu, D.; Naughtin, M.; Podsypanina, K.; Lejour, V.; Wilson, L.; Gurard-Levin, Z.A.; Orsi, G.A.;
Simeonova, I.; Toufektchan, E.; Attardi, L.D.; et al. Essential role for centromeric factors following p53 loss
and oncogenic transformation. Genes Dev. 2017, 31, 463–480. [CrossRef] [PubMed]

79. Vaziri, H.; Benchimol, S. From telomere loss to p53 induction and activation of a DNA-damage pathway at
senescence: The telomere loss/DNA damage model of cell aging. Exp. Gerontol. 1996, 31, 295–301. [CrossRef]

80. Karlseder, J.; Broccoli, D.; Dai, Y.; Hardy, S.; de Lange, T. p53- and ATM-dependent apoptosis induced by
telomeres lacking TRF2. Science 1999, 283, 1321–1325. [CrossRef] [PubMed]

81. Artandi, S.E.; DePinho, R.A. Telomeres and telomerase in cancer. Carcinogenesis 2010, 31, 9–18. [CrossRef]
[PubMed]

82. Williams, A.B.; Schumacher, B. p53 in the DNA-Damage-Repair Process. Cold Spring Harb. Perspect. Med.
2016, 6. [CrossRef] [PubMed]

83. Bodalski, J.; Defecinska, E.; Judkiewicz, L.; Pacanowska, M. Fanconi’s anaemia and dyskeratosis congenita
as a syndrome. Dermatologica 1963, 127, 330–342. [CrossRef] [PubMed]

84. Steier, W.; Van Voolen, G.A.; Selmanowitz, V.J. Dyskeratosis congenita: Relationship to Fanconi’s anemia.
Blood 1972, 39, 510–521. [PubMed]

http://dx.doi.org/10.1016/j.trecan.2017.10.005
http://www.ncbi.nlm.nih.gov/pubmed/29198440
http://dx.doi.org/10.1182/blood-2014-04-526293
http://www.ncbi.nlm.nih.gov/pubmed/25237197
http://dx.doi.org/10.1016/j.stem.2012.05.013
http://www.ncbi.nlm.nih.gov/pubmed/22683204
http://dx.doi.org/10.1002/hep.21622
http://www.ncbi.nlm.nih.gov/pubmed/17393520
http://dx.doi.org/10.1158/1541-7786.MCR-08-0193
http://www.ncbi.nlm.nih.gov/pubmed/19010816
http://dx.doi.org/10.1158/1078-0432.CCR-08-1067
http://www.ncbi.nlm.nih.gov/pubmed/19147773
http://dx.doi.org/10.1128/MCB.21.4.1066-1076.2001
http://www.ncbi.nlm.nih.gov/pubmed/11158294
http://dx.doi.org/10.1074/jbc.M212517200
http://www.ncbi.nlm.nih.gov/pubmed/12748190
http://dx.doi.org/10.1038/onc.2013.378
http://www.ncbi.nlm.nih.gov/pubmed/24096481
http://dx.doi.org/10.1093/nar/gkv927
http://www.ncbi.nlm.nih.gov/pubmed/26384566
http://dx.doi.org/10.4161/cc.22917
http://www.ncbi.nlm.nih.gov/pubmed/23187802
http://dx.doi.org/10.18632/oncotarget.10888
http://www.ncbi.nlm.nih.gov/pubmed/29228647
http://dx.doi.org/10.1038/cdd.2017.172
http://www.ncbi.nlm.nih.gov/pubmed/29125603
http://dx.doi.org/10.1016/j.dnarep.2015.03.007
http://www.ncbi.nlm.nih.gov/pubmed/25881042
http://dx.doi.org/10.1101/gad.290924.116
http://www.ncbi.nlm.nih.gov/pubmed/28356341
http://dx.doi.org/10.1016/0531-5565(95)02025-X
http://dx.doi.org/10.1126/science.283.5406.1321
http://www.ncbi.nlm.nih.gov/pubmed/10037601
http://dx.doi.org/10.1093/carcin/bgp268
http://www.ncbi.nlm.nih.gov/pubmed/19887512
http://dx.doi.org/10.1101/cshperspect.a026070
http://www.ncbi.nlm.nih.gov/pubmed/27048304
http://dx.doi.org/10.1159/000254878
http://www.ncbi.nlm.nih.gov/pubmed/14063154
http://www.ncbi.nlm.nih.gov/pubmed/4622206


Cancers 2018, 10, 0135 14 of 15

85. Toufektchan, E.; Jaber, S.; Toledo, F. [Dangerous liaisons: P53, dyskeratosis congenita and Fanconi anemia].
Med. Sci. (Paris) 2017, 33, 95–98. [CrossRef] [PubMed]

86. Joksic, I.; Vujic, D.; Guc-Scekic, M.; Leskovac, A.; Petrovic, S.; Ojani, M.; Trujillo, J.P.; Surralles, J.; Zivkovic, M.;
Stankovic, A.; et al. Dysfunctional telomeres in primary cells from Fanconi anemia FANCD2 patients. Genome
Integr. 2012, 3, 6. [CrossRef] [PubMed]

87. Ballew, B.J.; Joseph, V.; De, S.; Sarek, G.; Vannier, J.-B.; Stracker, T.; Schrader, K.A.; Small, T.N.; O’Reilly, R.;
Manschreck, C.; et al. A recessive founder mutation in regulator of telomere elongation helicase 1, RTEL1,
underlies severe immunodeficiency and features of Hoyeraal Hreidarsson syndrome. PLoS Genet. 2013,
9, e1003695. [CrossRef] [PubMed]

88. Uziel, O.; Yerushalmi, R.; Zuriano, L.; Naser, S.; Beery, E.; Nordenberg, J.; Lubin, I.; Adel, Y.; Shepshelovich, D.;
Yavin, H.; et al. BRCA1/2 mutations perturb telomere biology: Characterization of structural and functional
abnormalities in vitro and in vivo. Oncotarget 2016, 7, 2433–2454. [CrossRef] [PubMed]

89. Schmiester, M.; Demuth, I. SNM1B/Apollo in the DNA damage response and telomere maintenance.
Oncotarget 2017, 8, 48398–48409. [CrossRef] [PubMed]

90. Sarkar, J.; Liu, Y. Fanconi anemia proteins in telomere maintenance. DNA Repair (Amst.) 2016, 43, 107–112.
[CrossRef] [PubMed]

91. Pan, X.; Drosopoulos, W.C.; Sethi, L.; Madireddy, A.; Schildkraut, C.L.; Zhang, D. FANCM, BRCA1, and BLM
cooperatively resolve the replication stress at the ALT telomeres. Proc. Natl. Acad. Sci. USA 2017,
114, E5940–E5949. [CrossRef] [PubMed]

92. Badie, S.; Escandell, J.M.; Bouwman, P.; Carlos, A.R.; Thanasoula, M.; Gallardo, M.M.; Suram, A.; Jaco, I.;
Benitez, J.; Herbig, U.; et al. BRCA2 acts as a RAD51 loader to facilitate telomere replication and capping.
Nat. Struct. Mol. Biol. 2010, 17, 1461–1469. [CrossRef] [PubMed]

93. Van Nostrand, J.L.; Brady, C.A.; Jung, H.; Fuentes, D.R.; Kozak, M.M.; Johnson, T.M.; Lin, C.-Y.; Lin, C.-J.;
Swiderski, D.L.; Vogel, H.; et al. Inappropriate p53 activation during development induces features of
CHARGE syndrome. Nature 2014, 514, 228–232. [CrossRef] [PubMed]

94. Wu, D.; Prives, C. Relevance of the p53-MDM2 axis to aging. Cell Death Differ. 2018, 25, 169–179. [CrossRef]
[PubMed]

95. Jones, S.N.; Roe, A.E.; Donehower, L.A.; Bradley, A. Rescue of embryonic lethality in Mdm2-deficient mice
by absence of p53. Nature 1995, 378, 206–208. [CrossRef] [PubMed]

96. Montes de Oca Luna, R.; Wagner, D.S.; Lozano, G. Rescue of early embryonic lethality in mdm2-deficient
mice by deletion of p53. Nature 1995, 378, 203–206. [CrossRef] [PubMed]

97. Parant, J.; Chavez-Reyes, A.; Little, N.A.; Yan, W.; Reinke, V.; Jochemsen, A.G.; Lozano, G. Rescue of
embryonic lethality in Mdm4-null mice by loss of Trp53 suggests a nonoverlapping pathway with MDM2 to
regulate p53. Nat. Genet. 2001, 29, 92–95. [CrossRef] [PubMed]

98. De Rozieres, S.; Maya, R.; Oren, M.; Lozano, G. The loss of mdm2 induces p53-mediated apoptosis. Oncogene
2000, 19, 1691–1697. [CrossRef] [PubMed]

99. Migliorini, D.; Lazzerini Denchi, E.; Danovi, D.; Jochemsen, A.; Capillo, M.; Gobbi, A.; Helin, K.; Pelicci, P.G.;
Marine, J.-C. Mdm4 (Mdmx) regulates p53-induced growth arrest and neuronal cell death during early
embryonic mouse development. Mol. Cell. Biol. 2002, 22, 5527–5538. [CrossRef] [PubMed]

100. Tyner, S.D.; Venkatachalam, S.; Choi, J.; Jones, S.; Ghebranious, N.; Igelmann, H.; Lu, X.; Soron, G.; Cooper, B.;
Brayton, C.; et al. p53 mutant mice that display early ageing-associated phenotypes. Nature 2002, 415, 45–53.
[CrossRef] [PubMed]

101. Moore, L.; Lu, X.; Ghebranious, N.; Tyner, S.; Donehower, L.A. Aging-associated truncated form of p53
interacts with wild-type p53 and alters p53 stability, localization, and activity. Mech. Ageing Dev. 2007, 128,
717–730. [CrossRef] [PubMed]

102. Maier, B.; Gluba, W.; Bernier, B.; Turner, T.; Mohammad, K.; Guise, T.; Sutherland, A.; Thorner, M.; Scrable, H.
Modulation of mammalian life span by the short isoform of p53. Genes Dev. 2004, 18, 306–319. [CrossRef]
[PubMed]

103. Zhao, Y.; Wu, L.; Yue, X.; Zhang, C.; Wang, J.; Li, J.; Sun, X.; Zhu, Y.; Feng, Z.; Hu, W. A polymorphism in the
tumor suppressor p53 affects aging and longevity in mouse models. Elife 2018, 7. [CrossRef] [PubMed]

104. Lessel, D.; Wu, D.; Trujillo, C.; Ramezani, T.; Lessel, I.; Alwasiyah, M.K.; Saha, B.; Hisama, F.M.; Rading, K.;
Goebel, I.; et al. Dysfunction of the MDM2/p53 axis is linked to premature aging. J. Clin. Investig. 2017,
127, 3598–3608. [CrossRef] [PubMed]

http://dx.doi.org/10.1051/medsci/20173301018
http://www.ncbi.nlm.nih.gov/pubmed/28120765
http://dx.doi.org/10.1186/2041-9414-3-6
http://www.ncbi.nlm.nih.gov/pubmed/22980747
http://dx.doi.org/10.1371/journal.pgen.1003695
http://www.ncbi.nlm.nih.gov/pubmed/24009516
http://dx.doi.org/10.18632/oncotarget.5693
http://www.ncbi.nlm.nih.gov/pubmed/26515461
http://dx.doi.org/10.18632/oncotarget.16864
http://www.ncbi.nlm.nih.gov/pubmed/28430596
http://dx.doi.org/10.1016/j.dnarep.2016.02.007
http://www.ncbi.nlm.nih.gov/pubmed/27118469
http://dx.doi.org/10.1073/pnas.1708065114
http://www.ncbi.nlm.nih.gov/pubmed/28673972
http://dx.doi.org/10.1038/nsmb.1943
http://www.ncbi.nlm.nih.gov/pubmed/21076401
http://dx.doi.org/10.1038/nature13585
http://www.ncbi.nlm.nih.gov/pubmed/25119037
http://dx.doi.org/10.1038/cdd.2017.187
http://www.ncbi.nlm.nih.gov/pubmed/29192902
http://dx.doi.org/10.1038/378206a0
http://www.ncbi.nlm.nih.gov/pubmed/7477327
http://dx.doi.org/10.1038/378203a0
http://www.ncbi.nlm.nih.gov/pubmed/7477326
http://dx.doi.org/10.1038/ng714
http://www.ncbi.nlm.nih.gov/pubmed/11528400
http://dx.doi.org/10.1038/sj.onc.1203468
http://www.ncbi.nlm.nih.gov/pubmed/10763826
http://dx.doi.org/10.1128/MCB.22.15.5527-5538.2002
http://www.ncbi.nlm.nih.gov/pubmed/12101245
http://dx.doi.org/10.1038/415045a
http://www.ncbi.nlm.nih.gov/pubmed/11780111
http://dx.doi.org/10.1016/j.mad.2007.10.011
http://www.ncbi.nlm.nih.gov/pubmed/18061646
http://dx.doi.org/10.1101/gad.1162404
http://www.ncbi.nlm.nih.gov/pubmed/14871929
http://dx.doi.org/10.7554/eLife.34701
http://www.ncbi.nlm.nih.gov/pubmed/29557783
http://dx.doi.org/10.1172/JCI92171
http://www.ncbi.nlm.nih.gov/pubmed/28846075


Cancers 2018, 10, 0135 15 of 15

105. López-Otín, C.; Blasco, M.A.; Partridge, L.; Serrano, M.; Kroemer, G. The hallmarks of aging. Cell 2013,
153, 1194–1217. [CrossRef] [PubMed]

106. Collin, G.; Huna, A.; Warnier, M.; Flaman, J.-M.; Bernard, D. Transcriptional repression of DNA repair genes
is a hallmark and a cause of cellular senescence. Cell Death Dis. 2018, 9, 259. [CrossRef] [PubMed]

107. Mello, S.S.; Attardi, L.D. Deciphering p53 signaling in tumor suppression. Curr. Opin. Cell Biol. 2017,
51, 65–72. [CrossRef] [PubMed]

108. Vousden, K.H.; Lu, X. Live or let die: The cell’s response to p53. Nat. Rev. Cancer 2002, 2, 594–604. [CrossRef]
[PubMed]

© 2018 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
article distributed under the terms and conditions of the Creative Commons Attribution
(CC BY) license (http://creativecommons.org/licenses/by/4.0/).

http://dx.doi.org/10.1016/j.cell.2013.05.039
http://www.ncbi.nlm.nih.gov/pubmed/23746838
http://dx.doi.org/10.1038/s41419-018-0300-z
http://www.ncbi.nlm.nih.gov/pubmed/29449545
http://dx.doi.org/10.1016/j.ceb.2017.11.005
http://www.ncbi.nlm.nih.gov/pubmed/29195118
http://dx.doi.org/10.1038/nrc864
http://www.ncbi.nlm.nih.gov/pubmed/12154352
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Removing the p53 C-Terminal Domain Leads to p53 Activation 
	p5331/31 Mice Model Dyskeratosis Congenita, a Syndrome of Telomere Dysfunction 
	The Fanconi Anemia DNA Repair Pathway Is Downregulated in p5331/31 Cells 
	p53-Mediated Gene Repression Often Relies on p21 and the DREAM Complex 
	p53 Regulates Genes Implicated in Centromere Structure 
	Biological Implications of These Results 
	Implications for Our Understanding of Pediatric and Developmental Syndromes 
	Implications for Our Understanding of Aging Processes 
	Implications for Our Understanding of How p53 May Act as a Guardian of the Genome 

	Conclusions 
	References

