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1. ABSTRACT

p57kip2 is the most complex member of the 
CIP/KIP family of cyclin-dependent kinase inhibitors 
and plays a fundamental role in regulating cell cycle 
and differentiation during mammalian development. 
Consistently with a key role for p57kip2 in the spatial 
and temporal control of cell proliferation, its expres-
sion is fine-tuned by multiple regulatory mechanisms, 
resulting in a tissue-, developmental phase- and cell 
type-specific pattern. Moreover, p57kip2 is an imprint-
ed gene, further supporting the importance of its 
proper expression dosage. Importantly, misregulation 
of p57kip2 expression has been associated, more fre-
quently than mutations in its coding region, to human 
growth disorders, such as Beckwith-Wiedemann and 
Silver- Russell syndromes, as well as to the onset of 
several types of cancers. This review will  summarize 

the molecular mechanisms regulating p57kip2 tran-
scription during differentiation and development, 
their relationship with the imprinting control and their 
alterations in growth-related diseases and cancer. 
Particular attention will be given to the role of epigen-
etic mechanisms, involving DNA methylation, histone 
modifications, long-range chromatin interactions and 
non-coding RNAs in modulating and integrating the 
functions of cis-regulatory elements and trans-acting 
factors.

2. INTRODUCTION

p57kip2 (hereafter referred to as p57), also 
called Cdkn1c, is a member of the Cip/Kip family of 
 cyclin-dependent-kinase (CDK) inhibitors (CKIs), 
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which also includes the related members p21cip1 (p21) 
and p27kip1 (p27) (1, 2). The N-terminal region includes 
a cdk-inhibitory domain sharing sequence homology 
with p21 and p27. The C-terminal region includes a 
QT domain, involved in protein-protein interactions 
and containing several phosporylation sites. This do-
main shows similarity with the C-terminal region of 
p27 whereas it is absent in p21. The intervening re-
gion is unique to p57 and, unlike the N- and C-terminal 
domains, is poorly conserved between mouse and 
 human (3, 4).

p57 plays a key role in regulating cell prolif-
eration and differentiation during mammalian develop-
ment. Its best established function is to block cell cycle 
progression through the inhibition of G1/S CDKs, a 
function required not only for limiting the cell numbers, 
but also for promoting cell decisions towards differenti-
ation (5). However, increasing evidence indicates that 
p57, like other CKIs, influences cellular and develop-
mental processes also by additional and multiple bio-
chemical mechanisms independent of CDK inhibition. 
For example, p57 can directly regulate differentiation 
by interacting with some lineage-specific transcription 
factors, such as MyoD in skeletal muscle cells (6), 
Nurr1 in dopaminergic neurons (7), Mash1, NeuroD 
and Nex/Math 2 in neural stem cells (8). Moreover, 
a fraction of p57 is localized in the cytoplasm and 
interacts with the actin cytoskeleton-modifying en-
zyme, LIM-kinase 1 (9). The p57 effects on cytoskel-
etal dynamics have been involved in the regulation of 
cancer cell migration (10), neuronal motility (11) and 
 mitochondria-mediated apoptosis (12). Recently, p57 
has also been involved in the response to intracellu-
lar or extracellular stresses by eliciting apoptosis and 
 senescence (13).

The different phenotypes displayed by knock-
out mice indicated that p57, among Cip/Kip family 
members plays the most critical role in mouse devel-
opment. In fact, while mice knock-out for p21 or p27 
are viable, despite the presence of several phenotypic 
defects and increased tumor incidence (14, 15), the 
ablation of p57 results in neonatal mortality (16–18). 
This outcome is likely the consequence of the multiple 
developmental abnormalities affecting kidney, adre-
nal gland, lens, palate, skeleton, intestine, abdominal 
muscle and placenta. Interestingly, the replacement 
of p57 with p27, in a knock-in mouse model, resulted 
in the recovery of most of the developmental defects 
present in p57 knock-out mice, except in kidney, pla-
centa, and abdominal wall (19). Thus, while the per-
manence of a few phenotypic alterations implies that 
some specific functions of p57 cannot be performed 
by p27, the correction of most of the defects, observed 
when p27 is expressed following the same spatial and 
temporal pattern as p57, highlights the importance of 
the peculiar p57 regulation during particular develop-
mental phases and in specific tissues. Although p57 

is also expressed in some tissues and organs in adult 
animals, little is known about its functions after devel-
opment, due to the early lethality caused by its knock-
out. Until now, the conditional ablation of p57 has been 
realized only in the brain and in the hemopoietic sys-
tem (20, 21). Both studies suggested a role for p57 in 
the function of progenitor and stem cell populations.

Considering that p57 is a key regulator of cell 
cycle, apoptosis and cell motility, it is not surprising 
that p57 loss has been found in many human malig-
nancies, which is why it is commonly recognized as an 
oncosuppressor (22–24).

As described below, p57 shows a tissue- 
restricted and cell type-specific expression pattern, 
involving complex regulatory mechanisms that act at 
multiple levels, from chromatin to post-translational 
modifications. This complexity probably reflects the 
need for the organisms to maintain the proper lev-
els of this CKI in the right place and at the right time 
during development. In this context, an abnormal p57 
function has been found to account for several import-
ant diseases affecting cell growth and development. 
Remarkably, most of the p57-associated disorders 
have been ascribed to unbalanced gene expression 
more frequently than to gene mutations.

As expected for a developmentally regulated 
gene, the expression of p57 is subject to epigenetic 
mechanisms of control, involving DNA methylation and 
several types of chromatin modifications, so referred 
because of their ability to initiate and maintain active 
or repressive states of gene expression through cell 
divisions.

Importantly, p57 is subject to genomic im-
printing, a process whereby a subset of genes, most 
of which regulate embryonic growth and develop-
ment, are monoallelically expressed in a parent-of-or-
igin-specific manner (25). The evolutionary signifi-
cance of the parental specificity of silencing is still a 
matter of debate. However, the occurrence of a tight 
and sophisticated regulation of this process suggests 
that the expression dosage of imprinted genes is of 
critical importance. p57 is paternally imprinted, that is 
it is expressed almost exclusively from the maternal 
allele, in both human and mouse (26, 27). In this re-
gard, a considerable amount of information has been 
accumulated on the epigenetic mechanisms that lead 
to the paternal-specific silencing of p57 and on the det-
rimental effects of the altered dosage of its levels after 
loss of imprinting. More recently, a great effort is being 
spent in the study of the multi-layered regulation of p57 
expression during development and differentiation.

In light of the peculiar genomic context in 
which the p57 gene is located, this review will be fo-
cused on the molecular mechanisms regulating p57 



(38), oligodendrocytes (39) epidermal keratinocytes 
(40, 41) and cerebral cortical precursors (42).

As described below, studies based on the 
manipulation of signaling pathways, transcription fac-
tors and epigenetic modifiers shed some light on the 
regulatory networks and molecular mechanisms con-
verging on the transcriptional control of p57.

4. SIGNALING PATHWAYS

On the basis of studies in cell culture, while 
p21 is generally recognized as the target of checkpoint 
pathways and p27 as the mediator of contact inhibi-
tion of cell proliferation, p57 appears to come into play 
downstream to development/differentiation signals.

Various extracellular stimuli and intracellular 
pathways have been reported to up- or downregulate 
p57 transcription, depending both on the specific path-
way and on the cell-type context. Although the picture 
emerging is very complex due to the occurrence of 
indirect effects resulting from the cross-talk between 
the different pathways, some direct functional links 
between external cues and p57 regulation have been 
clearly established for Notch and TGF-β signaling.

The Notch/Hes pathway is highly conserved 
across species and plays key roles in coordinating cell 
proliferation and development in a variety of tissues 
(43). Notch-dependent repression of p57 has been re-
ported for several cell types, such as pancreatic pro-
genitors (44), lens fiber cells (45), intestinal crypt cells 
(46, 47), hepatocellular carcinoma cells (48), liver pro-
genitors (49) and skeletal muscle cells (50). The pic-
ture emerging from these studies is that Notch activity 
represses p57 in order to maintain undifferentiated 
progenitor cells in a cycling status until the occurrence 
of an overcoming differentiating signal that promotes 
p57 expression, growth arrest and differentiation.

Similarly, Wnt/β-catenin signaling, another 
well-known pathway promoting cell proliferation during 
development (51), also inhibits p57 expression. This 
effect was noticed in several cell types, such as neu-
ral precursors (52, 53), hematopoietic stem cells (54), 
corneal epithelial stem cells (55) and adrenocortical 
cancer cells (56) . However, the functional role of p57 
repression downstream of the Wnt/β-catenin pathway 
has not been investigated yet.

In contrast to Notch/Hes and Wnt/β-catenin, 
TGF-β/Smad signaling, a widespread and multifunc-
tional pathway (57), upregulates p57 expression in cell 
contexts in which it exerts a cytostatic effect. In this 
regard it has been demonstrated that p57- dependent 
cell cycle arrest mediates the ability of TGF-β to in-
duce and/or maintain the quiescence of hematopoi-
etic stem and progenitor cells (58–61). Moreover, the 

transcription during differentiation, their relationship 
with the imprinting control and their alterations in 
growth diseases and cancer. For a description of the 
mechanisms of post-transcriptional regulation and for 
further details on p57 structure and functions see the 
review by Pateras and coworkers (28) and the cited 
references.

3. EXPRESSION PATTERN OF p57

CKIs display differential expression patterns, 
both in vivo and in in vitro cell culture systems, indi-
cating that they are regulated by distinct mechanisms, 
presumably in order to exert specific functions in differ-
ent cell contexts.

A general picture, based on the in vivo distri-
bution of the mRNA and/or protein products, is that p21 
is mainly expressed in the differentiated cells of adult 
tissues (29), while p27 and p57, the two structurally 
closest members of the Cip/Kip family, are widely ex-
pressed in most developing tissues (30, 31). However, 
despite their co-expression in several embryonic re-
gions, p27 and p57 also show mutually exclusive pat-
terns among organs, tissues and cell populations. In 
fact, while p57 expression prevails in intestine, carti-
lage, skeletal muscle, palate and pancreas, p27 ex-
pression prevails in thymus, spleen, retina, testis and 
ovary (30). Moreover, the two CKIs are differentially 
expressed in distinct populations of neural progenitors 
as observed in retina, spinal chord and cerebral cortex 
(11, 32, 33). Another important distinctive feature of the 
two CKIs is that, while the expression of p27 persists 
at high levels throughout the adult life, the expression 
of p57 declines significantly around the birth age, be-
coming restricted to subsets of organs, tissues and cell 
types. In adult mice and humans, p57 expression is 
detectable in heart, brain, lung, kidney, pancreas, skel-
etal muscle, testis and placenta (3, 4, 17, 18, 30).

p57 not only accumulates in terminally- 
differentiated, post-mitotic cells but also in some types 
of undifferentiated, quiescent stem cells. In partic-
ular, p57 mRNA and protein levels are high in adult 
quiescent hematopoietic stem cells (HSCs) and de-
cline during their differentiation into progenitors (21). 
Similarly, in the adult mouse hippocampus, p57 protein 
is expressed in quiescent neural stem cells (NSCs), 
but not in the proliferating progenitors (20) . All these 
findings denote that p57 plays a dual role in the deli-
cate balance between proliferation and growth arrest, 
one concerning the coupling between cell cycle exit 
and differentiation, and the other one the self-renewal 
activity of adult stem cells.

The expression pattern of p57 in in vitro cell 
systems reflects at least in part the pattern observed 
in vivo. p57 transcription is upregulated during differ-
entiation of skeletal myoblasts (34–37), podocytes 
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focused on p57. In differentiating muscle cells, p57 
transcription is induced by the myogenic transcription 
factor MyoD, a muscle-specific bHLH protein (34, 35, 
37, 70, 71), while in undifferentiated muscle progeni-
tors it is inhibited by Hes1 and Hey1, two related bHLH 
Notch-effectors (50). Hes1 represses p57 also in in-
testinal cells, participating in the maintenance of the 
proliferative crypt compartment of the small intestine 
(46, 47), in pituitary cells, preventing their inappropri-
ate cell cycle exit during pituitary development (72), 
and in pancreatic β-cells, contributing to their in vitro 
de- differentiation (72, 73). bHLH-dependent regulation 
of p57 has also been noticed in different cell types of 
the nervous system, in particular: in Schwann cells, in 
which p57 is a specific target of the tissue-restricted 
bHLH protein Mash-2 (74), in differentiating neuronal 
progenitors, in which the upregulation of p57 requires 
the ubiquitous bHLH protein TCF4/E2–2 (75), and in 
neuroectodermal cell lines, in which p57 expression 
is induced by the ubiquitous bHLH protein E47 and 
suppressed by the HLH protein Id2, a natural inhibi-
tor lacking the basic domain (76). The observation that 
the hypoxia inducible factors of the HIF family, required 
for the low oxygen-dependent upregulation of p57, are 
also bHLH proteins, further supports a widespread 
role for bHLH factors in mediating p57 regulation in 
response to different types of signals (Table 1).

As reported below, most of the mentioned 
bHLH proteins have been found to directly interact with 
E-box or E-box-like sequences within different types of 
p57 regulatory elements.

Multiple DNA regulatory sequences, mapping 
both proximally and distally to the p57 gene, as well 

upregulation of p57 by other members of the TGF-β 
superfamily has been linked to the induction of differ-
entiation, as reported for Bone Morphogenetic Proteins 
BMP2 and BMP6 in epidermal keratinocytes (40) and 
for BMP11/GDF11 in developing spinal cord (62) .

Although p57 function has been primarily 
linked to development/differentiation signals, this CKI 
has also been proposed as an effector of other cellular 
pathways. p57 is induced downstream of the Hypoxia/
HIF-1 pathway and its upregulation correlates with cell 
cycle arrest in hematopoietic stem cells growing under 
hypoxic conditions (63–65) and in hypoxic chondrocytes 
during bone development (66). Moreover, a recent re-
search showed that p57, like p21, is induced by geno-
toxic stress, and activates the G1/S checkpoint while 
promotes cell survival (67). This finding expands our 
understanding of the intracellular pathways and mech-
anisms underlying the tumor suppressor function of p57.

5. TRANS-ACTING FACTORS AND  
CIS-REGULATORY ELEMENTS

Important insight on how extracellular signals 
and intracellular pathways impact on p57 transcription 
has been provided from studies focused on basic Helix 
Loop-Helix (bHLH) transcription factors. bHLH pro-
teins are a large superfamily of transcriptional regula-
tors, recognizing target sites termed E-box sequenc-
es and exerting activating or repressing functions. 
bHLH proteins play critical roles in regulating gene 
expression downstream of cell signaling events and 
in coordinating differentiation with growth arrest (68). 
Originally highlighted for p21 (69), the ability of bHLH 
factors to regulate CKI expression was subsequently 

Table 1. bHLH proteins involved in p57 transcriptional regulation
bHLH Effect on p57 Cell system References

Hes1 repression Muscle cells (50)

Intestinal cells (46, 47)

Pancreatic progenitors (44)

Pancreatic β-cells (73)

Hepatocellular carcinoma cells (48)

Pituitary progenitors  (72) 

Herp2 repression Lens fiber cells (45) 

MyoD induction Muscle cells (34, 35, 37, 50, 70, 71, 100–102)

Mash2 induction Schwann cells (74)

TCF4/E2–2 induction Neuronal progenitors (75)

Id2 (HLH) repression Neuroectodermal cells (76)

E47 induction Neuroectodermal cells (76)

Pancreatic β-cells (83)

HIF1α/HIF2α induction Hematopietic stem cells (63–65, 131) 

HIF1α induction Growth plate chondrocytes (66)

Transcriptional regulation of p57kip2 expression

86 © 1996-2018



 recognition sites for CTIP2/Bcl11b, a transcriptional 
repressor involved in several developmental process-
es and cancer (81). Accordingly, CTIP2/Bcl11b has 
been reported to repress p57 expression in human 
tumor cells by directly interacting with its binding sites 
and recruiting chromatin modifying enzymes on the 
promoter (77, 82). Importantly, the p57 proximal pro-
moter, as the entire locus, is rich in potentially meth-
ylable CG dinucleotides (Figure 2A). This feature un-
derlies a complex interplay between DNA methylation 
and transcription factor binding in the modulation of 
p57-promoter activity (see below).

Unlike the proximal promoter, distal promoter 
sequences contain several E-box and E-box-like mo-
tifs which have been shown to be directly involved in 
p57 regulation by some bHLH proteins. For example, 
TCF4/E2–2 upregulates p57 in neuronal cells by inter-
acting with a group of E-boxes located between –1300 
and –2300 bb from the transcriptional start site (75). 
Similarly, in pancreatic β-cells, the induction of p57 in-
volves the binding of E47 to a group of E-boxes locat-
ed between –4000 and –3000 bp (83). Moreover the 
Notch effector Hes1 represses p57 by binding to a site 
located at –3300 in intestinal cript progenitor cells (46) 
and the Hes-related repressor protein Herp2 through a 
site located at –4200 bp in proliferating lens epithelial 
cells (45).

additional trans-acting factors, have been character-
ized in different experimental settings (Figure 1).

5.1. Promoter elements

A proximal promoter element of mouse p57, 
highly conserved in humans and extending from 
–165 to +15 bp from the transcriptional start site, is 
the target of different regulatory factors. In reporter 
gene assays, this region is responsive to TGF-β (60), 
MyoD and p73 (37). However, the absence of E-box 
elements and of binding sites for the TGFβ- effectors 
Smad, as well as for p73, is consistent with the occur-
rence of indirect transactivation mechanisms. In fact, 
it has been recently shown that the TGF-β-dependent 
induction of p57 is mediated by the transcription fac-
tor GATA2 (58). Moreover, the p57 proximal promot-
er contains multiple binding sites for the ubiquitous 
factors Sp1 and Egr1, which we demonstrated to me-
diate its MyoD-dependent transactivation in muscle 
cells (34). This pathway involves the up-regulation 
of Egr1 and the formation of a complex of Sp1 with 
MyoD-induced p73, which results in the recruitment of 
both Sp1 and Egr1 to the promoter. The observation 
that p57 is a target of Sp1 (77) and Egr1 (78–80) also 
in different types of human cells, further reinforces 
the importance of these factors in the promoter func-
tion. The p57 proximal promoter also contains several 

Figure 1. Trans-acting factors involved in p57 transcriptional regulation. Top: schematic diagram showing the organization of Kcnq1/Kcnq1ot1/p57 locus 
and the reciprocal location of the three genes. Arrows indicate the transcriptional start sites and the directions of transcription. The position of KvDMR1 
is also indicated. Bottom: schematic diagram showing the location of the known regulatory regions of p57 (small red boxes). The transcription factors 
known to bind to the specific regions are reported on the bottom. In light of the high similarity in the distribution of regulatory sequences and transcription 
factor binding sites between the human and mouse loci (see text), the schema has been drawn by combining data derived from both species. Arrows 
indicate the transcriptional start sites.
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chromosomal rearrangements, identified three can-
didate enhancer sequences for human p57 expres-
sion (86, 87). These putative enhancers are located 
at about positions +55 kb, +97 kb and +350 kb, re-
spectively. The most distal of the three elements has 
been shown to be bound by the CCCTC-binding factor 
(CTCF) and to be in contact with p57 promoter through 
a constitutive chromatin loop in human placenta (87). 
However, the exact role of the observed long-range in-
teraction has not been addressed yet. Interestingly, a 
muscle-specific enhancer, placed in a position similar 
to the most proximal of the three proposed enhancer 
elements, has been shown to regulate p57 expression 
in mouse skeletal muscle cells. This enhancer is acti-
vated by the myogenic factor MyoD in differentiating 
myoblasts, while it is repressed by the Notch effector 
Hes1/Hey1 in muscle progenitors, through direct bind-
ing of either factor to a group of E-box sequences (50).

5.3. Imprinting control region

A distant regulatory region controls p57 im-
printing, through complex cis-acting mechanisms 
leading to the epigenetic silencing of the paternal 
allele. The p57 gene is located within a conserved 
cluster of imprinted genes on human chromosome 
11p15.5., a region conserved and syntenic with the 
distal part of mouse chromosome 7 (88, 89). This 
region contains two imprinting domains associated 
with the Beckwith-Wiedemann syndrome (BWS), a 
human overgrowth disorder characterized by multiple 

Other types of regulatory elements and tran-
scription factors play a part in the activation of p57 
promoter upon various stimuli. One of them is the 
glucocorticoid receptor that binds to a glucocorticoid 
response element, located at about –5000 bp and con-
served in mouse and human, and mediates the anti-
proliferative effect of dexamethasone in human tumor 
cells(84). Another example is provided by the Smad1/
Atf2 complex that stimulates p57 expression in mouse 
fibroblasts by interacting, upon DNA damage, with a 
promoter region extending from –2000 to –700 bp (67).

5.2. Enhancer elements

In contrast to proximal and distal promoter 
elements, much less is known about more distant re-
gions, potentially acting as enhancers and responsible 
for the maintenance of high p57 levels in specific tis-
sues. Previous studies based on p57 expression from 
bacterial artificial chromosome (BAC) transgenes, 
bearing large regions of the mouse locus, suggested 
that tissue-specific enhancers are located far down-
stream of the gene (85). In particular, sequences re-
quired for full p57 expression in skeletal and cardiac 
muscle, cartilage, cranial ganglia, intestine and palate 
were inferred to lie between the positions +25 kb and 
+260 kb downstream of the gene. More recent stud-
ies, based on the integration of data relative to the 
sequence conservation between human, mouse and 
rat, to the genomic distribution of chromatin marks 
typical of enhancers and to the phenotypic effects of 

Figure 2. Differential distribution of epigenetic modifications on KVDMR1 and p57 promoter in relation to p57 gene activity or inactivity. A) Top: schematic 
diagram of the domain organization as in Figure 1. Bottom enlargements: the narrow vertical bars represent the positions of the CpG dinucleotides within 
KvDMR1 (region corresponding to mouse chromosome 7: 150479626–150484356; NCBI37/mm9; july 2007 assembly) and p57 (region corresponding 
to mouse chromosome 7: 150644961–150647382; NCBI37/mm9; july 2007 assembly). B) Schematic diagram showing the prevalent patterns of histone 
modifications and DNA methylation on KvDMR1 and p57 promoter in relation to gene activity or inactivity. The different symbols represent the different 
histone marks and the methylation status of CpGs as specified under the diagram.
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 expression, distinct from the imprinting control. The in-
volvement of KvDMR1 in the differentiation- dependent 
regulation of p57 has been demonstrated only for 
muscle cells at this moment. However, the observation 
that p57 is co-induced with Kcnq1 not only by MyoD in 
muscle cells (102) but also by p73 (103) and by E47 
(76) in other cell types, is consistent with a general in-
volvement of KvDMR1 in the regulation of the domain 
also independently of imprinting.

It is important to mention that p57 belongs to 
so-called “Imprinted Gene Network”, a regulatory sys-
tem involving the frequently coordinate expression of 
a number of both maternally and paternally imprinted 
genes, which promote or restrict cell proliferation (104, 
105). This co-regulation seems to implicate trans-regu-
latory interactions between imprinted genes. In partic-
ular, two members of the network have been involved 
in fine-tuning in trans the expression of at least a 
subset of imprinted genes, by affecting their normal-
ly expressed alleles. Zac1, a zinc-finger transcription 
factor encoded by the maternally imprinted gene Zac1/
Plagl1, directly regulates the activity of an enhancer 
of the imprinted genes Igf2 and H19 and of the pro-
moter of Kcnq1ot1 (106, 107). H19, a long non-coding 
RNA encoded by the paternally imprinted gene H19, 
recruits chromatin modifying complexes and promotes 
histone modifications on the differentially methylated 
regions of Igf2, Slc38a4 and Peg1. The molecular 
mechanisms of the transcriptional control of p57 in this 
context are still unclear. This issue, extremely fascinat-
ing in the field of the developmental role and regula-
tion of imprinted genes, undoubtedly deserves further 
investigation.

6. CHROMATIN MODIFICATIONS

Numerous studies highlighted the existence 
of a complex interplay between trans-acting factors 
and chromatin modifications at the promoter, the 
gene body and the imprinting control region of p57. 
Particular attention has been paid to the roles of DNA 
methylation and post-translational modifications of 
core histones. More recently, an increasing number of 
studies are being focused on the dynamics of the spa-
tial organization of the p57 locus and on the functional 
interaction of the lncRNA Kcnq1ot1 with chromatin.

6.1. DNA methylation

The p57 gene is almost entirely included in a 
CpG island that starts about 600 bp upstream of the 
transcriptional start site and extends into the gene 
body. In mouse, but not in human, the p57 CpG island 
is differentially methylated between parental chromo-
somes, with the paternal allele hypermethylated and 
the maternal allele hypomethylated (108–110). It 
has been suggested that this differential methylation 
functions as a secondary imprinting mark, acquired 

developmental defects and predisposition to cancer 
(88, 90–92) (see also below). The first one, the Igf2/
H19 domain, includes Igf2, coding for a member of 
the insulin family of polypeptide growth factors and 
H19, which is transcribed in a long non-coding RNA 
(lncRNA). The second one, generally referred to as 
the Kcnq1/Kcnq1ot1 domain, includes, in addition to 
p57 and other six imprinted genes, also Kcnq1 and 
Kcnq1ot1 (Figure 1). Kcnq1 encodes a subunit of a 
voltage-dependent potassium channel while Kcnq1ot1 
is transcribed in a macro lncRNA. In both human and 
mouse, Kcnq1 and p57 are paternally imprinted, that is 
they are preferentially expressed from the respective 
maternally- derived alleles, while Kcnq1ot1 is mater-
nally imprinted. Genetic studies in humans and mice 
led to the identification of an imprinting control region, 
called ICR2 or KvDMR1, whose deletion caused loss 
of imprinting of the genes of the kcnq1 domain (93, 
94). KvDMR1 was defined as a 2.6. kb region in hu-
man and a 2.8. kb region in mouse, mapping about 
150 kb downstream of p57, and bearing differential 
epigenetic marks on the two parental chromosomes 
(see also below). The cis-acting repressive effect of 
KvDMR1 on the imprinting domain involves both the 
enhancer-blocking activity of this region, mediated by 
the insulator factor CTCF, and the chromatin silencing 
by the macro lncRNA Kcnq1ot1, whose promoter is 
comprised within KvDMR1 (95). A number of excellent 
reviews address in more detail the molecular mecha-
nisms underlying the imprinting control of the Kcnq1/
Kcnq1ot1 domain (see for example (96–99)).

While the best established role of KvDMR1 is 
the allele-specific silencing of the domain, our recent 
work in skeletal muscle cells demonstrated that this re-
gion can also control the expression of the maternal, 
non imprinted p57 allele (100–102). The observation 
that, during differentiation, p57 was co-induced with the 
co-imprinted gene Kcnq1 hinted at the possible involve-
ment of KvDMR1, a regulatory region shared by the two 
genes, in their coordinate upregulation. Most important-
ly, we found that, prior to differentiation, KvDMR1 partic-
ipates in a repressive long-range chromatin interaction 
with p57 promoter, mediated by CTCF. Upon differen-
tiation, the myogenic factor MyoD binds to E-box-like 
sequences located near CTCF binding sites within a 
specific KvDMR1 sub-region, causing the release of 
the chromatin loop and the induction of maternal p57 
expression. The use of multiple strategies by a single 
transcription factor, such as MyoD, for regulating p57 
expression (induction of trans-acting factors targeting 
the promoter, activation of an enhancer and modifica-
tion of the chromatin architecture at KvDMR1) proba-
bly reflects the necessity of counteracting the multiple 
blocks that assure a tight control of p57 transcription.

The findings obtained in muscle cells 
highlighted the composite nature of KVDMR1 and 
 revealed a novel role of this element in regulating p57 
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would involve the cis-repressive action of the macro 
lncRNA Kcnq1ot1 (see below), whose transcription 
starts just within KvDMR1 and is promoted by its hy-
pomethylation as well.

The complex relationship between DNA 
methylation and p57 expression is also supported by 
the contrasting effects of the genetic ablation of indi-
vidual members of the DNA methyltransferase (DNMT) 
family, the enzymes catalyzing the transfer of methyl 
groups to cytosines. In particular, the lack of DNMT3a 
or DNMT3L, required for de novo methylation of most 
imprinting control regions in the germline, results in 
the biallelic silencing of p57 (115–117). This effect can 
be ascribed to the failed methylation of Kcnq1ot1 pro-
moter and to the consequent biallelic expression of the 
macro lncRNA. In contrast, the lack of DNMT1, the en-
zyme involved in maintaining the methylation pattern 
of CpGs during DNA replication, results in the biallelic 
expression of p57 (108, 109, 118). This result can be 
explained by the failure to keep hypermethylated the 
paternal p57 promoter. Interestingly, the conditional 
depletion of DNMT3a in muscle precursors has been 
recently reported to cause loss of promoter methyla-
tion and p57 upregulation (119). Consistently with this 
finding, not only DNMT1 (120), but also DNMT3a (119) 
has been found associated with p57 promoter within 
chromatin. All these observations suggest that, al-
though different DNMTs may exert distinctive functions 
in p57 regulation, their effects are also influenced by 
the developmental phase and/or by the cell context in 
which they act. Moreover, it is possible to speculate 
that, once the imprinting has been established through 
the differential methylation of KvDMR1, the methyla-
tion status of the promoter becomes the main factor 
in determining the levels of p57 transcription. In line 
with a view in which the dominant outcome of reduc-
ing DNA methylation is the upregulation of the gene, 
treatment with DNA demethylating agents generally 
increases p57 expression, both from the paternal im-
printed allele in mouse fibroblasts (121) and from the 
silenced gene in tumor cells (see below).

6.2. Histone modifications

Among the histone modifications associated 
with p57 regulation (Figure 2B), the acetylation of core 
histone tails is the most widely investigated. Histone 
acetylation is well recognized to affect gene expres-
sion both by directly relaxing the chromatin structure 
and by providing docking sites for bromodomain- 
containing proteins, thus facilitating the access of tran-
scription factors (122). The status of H3 and H4 histone 
acetylation/deacetylation strongly correlates with p57 
 expression/repression in different regulatory contexts, 
such as imprinting, differentiation and tumorigenesis.

Regarding the imprinting regulation, studies 
focused on p57 promoter and gene body reported 

post-implantation during development and involved in 
maintaining and/or reinforcing the paternal p57 repres-
sion imposed by the imprinting control region (108).

Complete methylation of p57 promoter se-
quences has been observed also in human cancers 
and tumor cell lines, in which p57 is silenced (see 
below). Interestingly, in undifferentiated skeletal myo-
blasts, in which p57 has not yet been induced, the 
promoter seems biallelically hypermethylated and 
inaccessible to the MyoD-regulated factors Sp1 and 
Egr1, which recognize preferentially unmethylated 
CG-rich sequences (34). During MyoD-driven differen-
tiation, p57 promoter undergoes a DNA demethylation 
process, consequent to the MyoD-dependent release 
of the chromatin loop with KvDMR1, which allows the 
binding of the above factors and the upregulation of 
the gene (34, 102). The finding that p57 induction only 
occurs from the maternal allele indicated that the ob-
served demethylation concerns the normally active 
allele and is not related to the imprinting regulation. It 
would be interesting to verify the occurrence of a simi-
lar process in other differentiating cell types.

The regulatory factors and the molecular 
mechanisms modulating the DNA methylation status 
of the genome, although they are the object of exten-
sive investigation (111, 112), are still poorly under-
stood. Even less is known about the dynamics of DNA 
methylation at p57 promoter. Concerning the imprinted 
p57 allele, it was reported that Lsh, a chromatin re-
modelling protein regulating DNA methylation, directly 
binds to p57 promoter and is required for the mainte-
nance of hypermethylation of the paternal allele and 
for its silencing (113). Interestingly, this mechanism 
appeared to be specific for p57 promoter and not for 
other imprinted loci. It would be appealing to explore 
the possible role of Lsh in the hypermethylation of the 
maternal allele in undifferentiated or in cancer cells.

While numerous data indicate that promoter 
DNA methylation plays a significant part in p57 silenc-
ing, the role of this modification in the control of p57 
transcription is much more complex, since DNA meth-
ylation also affects the function of the KvDMR1 CpG 
island. In fact, the DNA methylation mark on the im-
printing control region exerts an opposite effect on p57 
expression with respect to the DNA methylation mark 
on the promoter (Figure 2B). KvDMR1 hypermethyla-
tion, which is normally present on the maternal allele, 
correlates with p57 expression, while its hypomethyla-
tion, present on the paternal allele, correlates with p57 
silencing. Two regulatory strategies, not necessary 
mutually exclusive, have been proposed to explain 
the methylation-dependent effect of KvDMR1 on p57 
transcription. The first one would involve the enhancer 
blocking function of a KvDMR1 sub-region, which re-
quires the binding of the insulator factor CTCF to two 
unmethylated recognition sites (114). The other one 

Transcriptional regulation of p57kip2 expression

90 © 1996-2018



this regard we found that an aberrant enrichment of 
H3K9me2 at maternal KvDMR1 correlates with the un-
responsiveness of p57 to the MyoD-dependent induc-
tion in some myogenic cell types. This is associated 
with the inability of MyoD to bind to KvDMR1, probably 
due to reduced chromatin accessibility of the binding 
region (100). This finding indicates that the same type 
of epigenetic modification at KvDMR1 can mediate 
both positive and negative regulation of p57 expres-
sion, depending on the concerted effects of additional 
regulatory factors. Moreover, it also calls attention to 
the epigenetic status of KVDMR1 as a critical deter-
minant of the imprinting-independent silencing of p57.

As assumed for a variety of genomic loci 
requiring a tight control of chromatin structure, the 
combination of multiple epigenetic modifications on 
the multiple p57 regulatory elements likely reflects 
the necessity of an accurate dosage of its expression 
and of a very specific, spatial and temporal expression 
pattern. While some information has been acquired 
on how the above modifications affect in general the 
accessibility to transcription, much less is known on 
how the modifications themselves are regulated. It is 
becoming increasingly evident the occurrence of a 
cross-talk between different histone modifications and 
between histone modifications and DNA methylation. 
This crosstalk, based on the recruitment or exclusion 
of specific chromatin-modifying enzymes by specific 
modified histone residues or methylated DNA, aims at 
reinforcing and maintaining certain epigenetic states. 
In contrast, much less is known about the molecular 
mechanisms by which specific chromatin modifica-
tions are initially deposited on specific regions. A com-
monly accepted view is that DNA-binding transcription 
factors recruit chromatin-modifying enzymes at their 
recognition sites but, more recently, an increasing in-
terest is being focused on the role of non-coding RNAs 
in this process.

6.3. LncRNAs

Among the lncRNAs involved in p57 tran-
scriptional regulation, the macro lncRNA Kcnq1ot1 
(also called LIT1) has emerged as a critical regulator 
of the chromatin status of the gene, at least in rela-
tion to the imprinting control. Kcnq1ot1 was first dis-
covered, in both human and mouse, as a KvDMR1-
associated RNA, expressed from the paternal allele 
and transcribed in antisense orientation to the mater-
nally expressed Kcnq1 gene (129, 130). Its promoter 
was mapped to a KvDMR1sub-region, which is hyper-
methylated on the maternal and hypomethylated on 
the paternal allele, causing the imprinted expression 
of the gene (131, 132). Kcnq1ot1 is a ~ 90 kb RNA 
exclusively localized in the nucleus (133). Its role in the 
paternal imprinting was ascribed to its ability to spread 
in cis along the domain and to direct chromatin modifi-
cations at the regulatory regions of the imprinted genes 

lower levels of histone H3 lysine 9 and 14 acetylation 
(H3K9/K14ac), as well as H3 lysine 4 dimethylation 
(H3K4me2), another active histone mark, on the pa-
ternal respect to the maternal allele after the establish-
ment of imprinting (109, 110). In contrast, as also ob-
served for DNA methylation, the allele-specific pattern 
of histone acetylation at KvDMR1 is the opposite, with 
hyperacetylation of the paternal and hypoacetylation 
of the maternal allele.

A correlation between p57 expression and 
histone H3K9/14 acetylation was also observed in dif-
ferentiating neuronal cells, in which the upregulation 
of p57 is concomitant with the increased acetylation at 
the transcriptional start site and at the first exon of the 
gene (123). Similarly, a number of tumor cell lines in 
which p57 expression is silenced showed, in addition to 
DNA hypermethylation around the transcriptional start 
site, also a significant level of histone hypoacetylation 
at the same region, when compared to tumor cell lines 
in which p57 is expressed (77, 124). Consistently with 
a critical role of histone acetylation in p57 regulation, 
the histone deacetylases HDAC1 and HDAC2 directly 
interact with p57 promoter. Moreover, their depletion 
in mouse embryo fibroblasts and in B cells causes cell 
cycle arrest accompanied by p57 upregulation (125).

Among the large number of other possible 
histone modifications, the trimethylation of lysine 27 of 
histone H3 (H3K27me3), a typical mark of facultative 
heterochromatin (126), also plays a recognized role in 
p57 regulation (Figure 2B). In cancer cells in which p57 
is not expressed, p57 promoter, and even more the 
region downstream of the TSS, are enriched of both 
H3K27me3 and EZH2, the enzymatic subunit of the 
Polycomb repressive complex 2 (PRC2) responsible 
for the deposition of this mark, (127). This study also 
showed that the reduction of H3K27me3 at the p57 lo-
cus, caused by the depletion or the inhibition of EZH2, 
reactivates p57 expression, thus supporting the role 
of this modification in p57 silencing. Similarly, EZH2 
and H3K27me3 have been shown to be required for 
the repression of p57 promoter in mature glial cells, 
in which this CKI, unlike in other cell systems, func-
tions as an inhibitor of Schwann cell maturation (128). 
Finally, H3K27me3 has been reported as one of the 
repressive chromatin marks present on the paternal 
p57 allele (109, 110).

In line with the requirement of an inactive im-
printing control region for allowing maternal p57 expres-
sion, H3K27me3 as well as the di- and trimethylation of 
lysine 9 of the histone H3 (H3K9me2/3), another mark 
of facultative heterochromatin (126), are also present 
on the maternal but not on the paternal KvDMR1 allele 
(110). However, it is worth recalling that KvDMR1 is 
a functionally complex region and that, as mentioned 
above, it is also bound by transcription factors, such 
as MyoD, that positively regulate p57 expression. In 
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to overgrowth diseases such as Beckwith-Wiedemann 
syndrome (BWS), as well as to focal hyperinsulinism 
and preeclampsia syndrome. Conversely, excess of 
p57 expression characterizes growth restriction syn-
dromes such as Silver Russel (SRS), intra uterine 
growth restriction (IUGR) and IMAGe syndromes, and 
is associated with type 2-diabetes risk. In IMAGe syn-
drome, a very rare disease characterized by develop-
mental defects and growth retardation, the phenotype 
is associated with an increased stability of the p57 pro-
tein rather than with a misregulation of its expression. 
We refer to another review addressing this issue (141).

7.1 Cancer

p57 alterations have been associated to 
human malignancies spanning from breast and liver 
tumors to hematological cancers (22, 24, 142). The 
expression levels of p57 increase at early stages of 
cancer progression and then decrease with the pro-
gression of the malignancy (143). This finding is in 
agreement with a recent study (67) that recognizes p57 
as a target of the DNA damage response, a pathway 
often activated at the beginning of cancer progression 
(144). Since the loss of p57 function is associated with 
poor prognosis, the expression levels of this CKI have 
been proposed as a prognostic marker. Remarkably, 
whereas coding mutations in p57 have never been 
found in human cancers, the downregulation of gene 
expression has been frequently reported, highlighting 
not only the importance but also the fragility of the prop-
er control of p57 expression. Both transcriptional and 
post-transcriptional mechanisms are involved in p57 
downregulation in cancer cells. Regarding the latter, 
increasing evidence points to the over-expression of 
specific microRNAs as a frequent mechanism causing 
the reduction of p57 protein levels. We send the reader 
to other references on this subject (22, 145–147).

Concerning the molecular mechanisms lead-
ing to p57 transcriptional silencing, alterations of sig-
naling pathways or their effectors and, above all, modi-
fications of the chromatin status of either p57 promoter 
or KVDMR1 have been detected in cancer cells (Table 
2). The epigenetic alterations of p57 cis-regulatory el-
ements have attracted much interest of the scientific 
community because they can be manipulated and po-
tentially reverted by epigenetic drugs, thus opening the 
way for the therapeutic re-expression of p57 (148).

7.1.1. Alterations of signaling pathways

Dysfunctions of signaling pathways appear 
to be responsible for p57 downregulation in some 
tumors. For example, accumulation of  β-catenin, a 
downstream effector of Wnt signaling, is the most 
frequent molecular alteration in human adreno-
cortical cancer cells in which p57 is not expressed. 
Downregulation of β-catenin restores p57 expression 

(133–135). In particular, Kcnq1ot1 has been found as-
sociated with chromatin at specific regions of the im-
printing domain, including p57 promoter (133, 135). 
Importantly, in placental tissue, Kcnq1ot1 interacts 
with members of histone methyltransferase complexes 
such as G9a, Suz12 and Ezh2 and its chromatin inter-
actions at p57 and other imprinted loci correlate with 
the enrichment of the repressive histone modifications 
targeted by these enzymes, H3K9me3, H3K9me2 and 
H3K27me3 (109, 110, 133). Moreover, Kcnq1ot1 also 
interacts with Dnmt1 and this interaction is required for 
the Dnmt1 recruitment and for the maintenance of DNA 
hypermethylation at paternal p57 promoter (120, 136).

While the link between Kcnq1ot1 and p57 
imprinting has been well established, nothing is yet 
known about the possibility that the lncRNA may also 
exert imprinting-independent functions in p57 regula-
tion. However, a maternal Kcnq1ot1 transcript, starting 
from an alternative promoter and shorter than the pa-
ternal counterpart, has been recently detected in de-
veloping heart (137). Although this does not result in 
maternal p57 silencing, it cannot be excluded that ma-
ternal Kcnq1ot1 may play some role in modulating in 
cis the levels of maternal p57 transcription. It would be 
interesting to investigate whether maternal activation 
of Kcnq1ot1 and /or synthesis of functionally different 
Kcnq1ot1 RNA molecules also occur in other tissues 
and participate in the developmental regulation of p57.

Recently, it has emerged that other lncRNAs, 
such as Tug1 (138) and Linc00668 (139) in gastric 
cancer and HEIH (140) in hepatocellular carcinoma, 
recruit the PRC2 complex on p57 promoter. These 
findings suggest that different lncRNAs are involved in 
p57 regulation and that they act, at least to a certain 
extent, in a cell type-specific manner.

7. DEREGULATED p57 EXPRESSION AND 
DISEASE

The functional haploidy of p57, resulting from 
imprinting, makes it particularly vulnerable to genetic 
or epigenetic alterations leading to loss of function of 
the only active allele. In addition to inactivating point 
mutation in the p57 coding region, a large number of 
epigenetic changes causing p57 downregulation or si-
lencing, have been associated to complex growth dis-
orders. In general, the observed alterations seem to in-
volve the inappropriate targeting to the maternal allele 
of epigenetic mechanisms normally employed for the 
transcriptional repression of the imprinted paternal al-
lele. Consistently with the need of precisely controlled 
levels of p57, the failure of the paternal imprinting and 
the consequent biallelic expression of the gene, is also 
deleterious for the proper growth regulation.

As described below, the downregulation of p57 
expression has been linked to cancer progression and 
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Consistently with a direct role of DNA hyper-
methylation in p57 silencing, treatment with the DNA 
demethylating agents 5-Azacytidine or 5-aza-2’-deox-
ycytidine has been successfully used to restore p57 
expression in several tumor cell types derived from 
leukemias and lymphomas (151, 152, 154), pancreatic 
(156), gastric (155), colorectal (124), lung (153) and 
breast cancers (100, 127).

Changes in the pattern of histone modifica-
tions at p57 promoter have also been involved in p57 
silencing during tumorigenesis.

Treatment with histone deacetylase (HDAC) 
inhibitors has been widely used to investigate the role 
of histone acetylation in regulating p57 expression. 
HDAC inhibitors are able to restore p57 expression 
in a high number of different cancer cell types, in 
some cases acting in synergy with DNA demethylat-
ing agents (124, 155–158). The de-repression of p57 
expression was ascribed to the increased acetyla-
tion of p57 promoter, which allows the recruitment of 
Sp1 transcription factor (77). Moreover, in estrogen- 
responsive breast cancer cell lines, the inhibition of 

and leads to decreased proliferation and apoptosis 
of adrenocortical cancer cell lines, probably through 
the upregulation of p57 and of other members of Cip/
Kip family (56). Moreover, it has been found that the 
downregulation of the p57 repressor Hes1 is able to 
increase p57 expression and to induce senescence in 
hepatocellular carcinoma cells (48). Finally, defective 
TGF β signaling has been associated to the failure to 
induce p57 expression and growth arrest in multiple 
myeloma cells (149).

7.1.2. Alterations of DNA methylation and histone 
modifications at p57 promoter

There are many evidences that DNA meth-
ylation is involved in p57 silencing during tumori-
genesis, as suggested by the study of a wide range 
of cancer samples and cell lines (124, 150–155). 
Extensive analysis of the DNA methylation status of 
the p57 gene in several cancer cell lines and primary 
tumors pointed out that the region around the tran-
scriptional start site is generally hypermethylated in 
tumor samples while it is barely methylated in normal 
tissues (124).

Table 2. Epigenetic alterations at p57 regulatory regions, observed in cancer
Regulatory region Epigenetic alteration Cancer References

Promoter Increased DNA methylation Gastric cancer (124, 155) 

Colorectal cancer (124) 

Hepatocellular carcinoma (124) 

Pancreatic cancer (124, 156, 160) 

Leukemia (124, 154) 

Lymphoma (152) 

Lung cancer (150, 153) 

Breast cancer (150) 

Bladder cancer (161) 

Decreased histone acetylation Rhabdoid tumor (157) 

Gastric cancer (124) 

Leukemia (124) 

Lymphoma (124) 

Increased H3K27me3
and H3K9me2

Breast cancer (127, 159) 

KvDMR1 Decreased DNA methylation Bladder cancer (161) 

Esophageal cancer (165) 

Hepatocellular carcinoma (162, 163) 

Breast cancer (159, 162) 

Gastric cancer (162) 

Phaeochromocytoma (164)

Decreased H3K9me2 Bladder cancer (161) 

Esophageal cancer (165)

Increased H3K9me2 Breast cancer (100) 
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(91, 92). The clinical signature of BWS highlights the 
importance of p57 both in development and in cancer 
progression. Interestingly, embryos from mice knock-
out for p57 present many features of BWS patients 
(18) clearly indicating that p57 loss plays a central role 
in BWS.

Although mutations in the Igf2-H19 imprinting 
control region have been reported for around 10–20% 
of BWS patients, alterations in the epigenetic status of 
the p57 locus account for at least 60% of patients. In 
particular, about 50% of sporadic BWS cases present 
a loss of methylation at KvDMR1, which strongly cor-
relates with p57 downregulation (166). On the other 
hand, in other BWS patients p57 downregulation is not 
associated with KvDMR1 hypomethylation. In those 
cases, depletion of the active mark histone H3K4me2 
and enrichment of the repressive mark H3K9me2 were 
observed at the promoter level (167). These findings 
confirm that both the hypomethylation of KvDMR1 
and the establishment of a repressive chromatin sta-
tus at p57 promoter can contribute to p57 repression 
in BWS, just like in cancer cells. Interestingly, it has 
been reported that deletion of the maternal KvDMR1 
leads to the expression of a truncated form of maternal 
Kcnq1ot1 and, consequently, to p57 downregulation 
and BWS phenotype (168). It has also been suggested 
that p57 downregulation in BWS can be due to a dele-
tion in the second exon of Kcnq1 (169). Interestingly, 
the region involved is adjacent the most distal of the 
three putative p57 enhancers. Finally, 20% of patients 
present duplication or disomy of the silent paternal al-
lele (170). The collection of alterations leading to p57 
downregulation and to BWS phenotype confirms how 
promoter, enhancers, imprinting control region and 
maybe other still undescribed regulatory elements all 
contribute to p57 regulation.

SRS, a rare syndrome with an incidence of 
1:100000, is characterized by severe intrauterine and 
postnatal growth retardation and is considered the 
clinical opposite of BWS (171). The genetic basis of 
SRS is heterogeneous, and it seems that the Igf2/H19 
domain is more involved than the Kcnq1/Kcnq1ot1 do-
main in the onset of this pathology. However, several 
micro duplications of the 11p15 region, encompass-
ing the genes Kcnq1, Kcnq1ot1 and p57, have been 
shown to lead to SRS if maternally inherited (172, 
173). It is worth mentioning a study in mouse embry-
os, which took advantage of the expression of several 
BACs containing different combinations of the genes 
of the Kcnq1/Kcnq1ot1 domain, to suggest that p57 
is the key gene of the domain to cause embryonic 
growth restriction (174). Although the direct involve-
ment of p57 misregulation in SRS has not been com-
pletely demonstrated, it is conceivable to hypothesize 
that any alteration that leads to increased transcrip-
tion of the gene may contribute to the etiology of the 
 syndrome.

p57 expression by estrogen receptor α (ERα) has 
been associated to an increase of the repressive his-
tone marks H3K27me3 and H3K9me2 at p57 promoter 
and gene body (159).

It has been reported that p57 promoter is reg-
ulated by at least two chromatin remodeling complexes 
found deregulated in cancer: SMARCB1 and NAP1L1. 
SMARCB1 is a component of SWI/SNF chromatin 
remodeling complexes and is frequently mutated or 
deleted in rhabdoid tumors. It has been demonstrated 
that SMARCB1 induces p57 expression by increasing 
H3 and H4 acetylation at p57 promoter (157). NAP1L1, 
a nucleosome assembly and histone exchange pro-
tein, has been shown to be involved in p57 repression 
in pancreatic neuroendocrine neoplasms by directly 
binding p57 promoter and by increasing promoter DNA 
methylation (160).

7.1.3. Alterations of DNA methylation and histone 
modifications at KvDMR1

As mentioned above, the epigenetic status 
of KVDMR1 generally influences p57 expression in 
an opposite manner respect to the epigenetic sta-
tus of the promoter. Accordingly, loss of maternal 
KvDMR1 methylation is common to a variety of adult 
neoplasms, (161–164). A study in estrogen respon-
sive breast cancer cell lines suggested that the ERα-
dependent repression of p57 is associated not only 
to changes in histone methylation at the promoter 
but also to KvDMR1 hypomethylation, induction of 
Kcnq1ot1 expression and increase of CTCF binding 
to both KvDMR1 and p57 promoter (159). These al-
terations render the maternal KvDMR1 similar to the 
paternal one in its ability to silence p57. A study in 
esophageal cancer cell lines showed that KvDMR1, 
in addition to DNA hypometylation, also presents the 
loss of the repressive histone mark H3K9me2 (165). 
However, we found that in breast cancer cell lines, low-
er levels of H3K9me2 at KvDMR1 correlate with higher 
levels of p57 expression (100). This finding is not in 
contrast with the previous ones, but probably reflects 
the complexity of KvDMR1, composed of multiple 
and functionally independent regulatory sub-regions, 
which can positively or negatively affect p57 expres-
sion. Consistently with this interpretation, the human 
KvDMR1 sub-region analyzed in our study displays a 
genomic organization, including E-boxes flanked by 
CTCF binding sites, similar to the homologous mouse 
sub-region bound by MyoD in muscle cells.

7.2 Overgrowth and growth restriction diseases

BWS has an incidence of 1:13700 and is char-
acterized by a complex phenotype that includes mal-
formation of several organs and a 1000-fold increased 
risk to develop embryonal tumors such as Wilm’s 
tumor, hepatoblastoma and rhabdomyosarcoma 
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mother and fetus (183). Interestingly, pregnant mice 
carrying only the paternal silent allele of p57 showed 
symptoms recapitulating human pre-eclampsia (184). 
Correspondingly, it has been found that human pla-
centas from women with pre-eclampsia presented low 
level of p57 (as well as of p27) compared to placentas 
from normal women (185).

On the other hand, IUGR is a multifactorial 
condition, with various causes, which leads to an in-
sufficient growth of the fetus and early delivery. Three 
studies analyzed the expression levels of p57 and the 
methylation status of the locus in placentas from nor-
mal and IUGR patients and found that p57 is upreg-
ulated in this pathology (87, 186, 187). The analysis 
of the methylation status of p57 promoter, of KvDMR1 
and of the putative enhancer regions showed contra-
dictory results. In particular, while one study reported 
that the KvDMR1 region of IUGR placentas was hy-
pomethylated compared to controls (186), the other 
two did not find any difference in the methylation status 
of the region. Remarkably, the putative p57 enhancer 
located at the position +97 kb was found hypermethyl-
ated in IUGR patients (87). All these findings indicate 
that the proper regulation of p57 transcription is critical 
for placental development and function.

8. CONCLUDING REMARKS

A unique role for p57 in mammalian 
development, differentiation and homeostasis was first 
suggested by the aberrant phenotype resulting from 
the gene knock-out in mice and by the correlation 
of a number of human diseases, ranging from 
growth disorders to cancer, with p57 misregulation. 
Subsequent studies, performed both in mouse and in 
human, revealed that the uniqueness of p57 lies not 
only in its ability to exert distinctive functions respect to 
the other Cip/Kip family members, but also in its highly 
specific and fine-tuned expression pattern.

Various signaling pathways, regulatory se-
quences, transcription factors and chromatin regula-
tors have been involved in modulating p57 transcrip-
tion in different cell types. In this regard, the skeletal 
muscle system, revealing the critical interplay between 
bHLH proteins, imprinting control regions, long-range 
chromatin interactions and epigenetic modifiers, offers 
a paradigmatic example of how multiple mechanisms 
cooperate in keeping p57 under precise control during 
developmental processes.

A more complete understanding of p57 tran-
scriptional regulation and of its alterations in human 
diseases will require the discovery of additional reg-
ulatory sequences, the identification of further tran-
scription factors acting in specific cell types relevant 
for the disease examined, and a better comprehension 
of the functions of co-factors, chromatin regulators and 

7.3. Diabetes and focal hyperinsulinism  
of infancy

p57 is expressed in pancreatic β-cells during 
development and in adult pancreas (175) and seems 
to play an important role in β-cell physiology, since its 
aberrant expression is associated to diabetes and fo-
cal hyperinsulinism of infancy.

A mouse model has been described in which a 
paternally inherited mutation in the second exon of the 
Kcnq1 gene causes the downregulation of Kcnq1ot1 
and the upregulation of p57, accompanied by impaired 
β-cell proliferation, diminished insulin secretion and 
hyperglycemia (176). Consistently with a critical role 
of p57 in the observed phenotype, depletion of the CKI 
promotes replication of adult β-cells (177). However, 
the molecular mechanism leading to increased p57 
transcription has not been investigated yet.

Further alterations within the Kcnq1 locus 
have been associated with abnormal β-cell function. 
In particular, gene variants mapping in intron 10 (178), 
which includes the KvDMR1 region, and in intron 15 
(179, 180), which is adjacent to the most proximal of 
the three putative p57 enhancers, correlate with type 
2-diabetes risk. Although these studies did not address 
the possible involvement of p57 in the observed β-cell 
defects, it is attractive to hypothesize that the reported 
genetic changes may alter p57 expression.

Hyperinsulinism of infancy (HI) is a rare ge-
netic disorder characterized by mild or severe hypogly-
cemia that can lead to irreversible neurological dam-
age (181). The genetic basis of HI involves defects in 
genes that regulate insulin secretion from β-cells, such 
as ABCC8 and KCNJ11 encoding for an ATP-sensitive 
potassium channel. In the Focal HI, specific islets of 
β-cells have abnormal secretion of insulin and hyper-
plasia. In these cells, the mutation in the channel is ac-
companied by the loss of the maternal 11p15 region, 
which accounts for the overgrowth of β-cells (182). 
Indeed, it has been demonstrated that, while normal 
β-cells express p57 during different stages of devel-
opment and in adult tissues, this expression is lost in 
focal HI (175). Moreover, the knockdown of p57 in adult 
βcells promotes their proliferation, supporting a key 
role of p57 loss in the massive replication of β-cells that 
occurs in focal HI (177).

7.4. Placental diseases

In placenta, deficiency of p57 has been as-
sociated to pre-eclampsia while excess of p57 to in-
tra-uterine growth restriction (IUGR). Pre-eclampsia 
is a hypertensive disorder of pregnancy, originating 
from abnormal placentation, which affects 6–10% of 
pregnancies, is one of the primary causes of prema-
ture birth and is associated with severe risks for both 
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T. Perlmann: p57(Kip2) cooperates with 
Nurr1 in developing dopamine cells. Proc 
Natl Acad Sci U S A, 100(26), 15619–24  
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DOI: 10.1073/pnas.2635658100

8. B. Joseph, E. R. Andersson, P. Vlachos, 
E. Sodersten, L. Liu, A. I. Teixeira and O. 
Hermanson: p57Kip2 is a repressor of 
Mash1 activity and neuronal differentiation 
in neural stem cells. Cell Death Differ, 16(9), 
1256–65 (2009)
DOI: 10.1038/cdd.2009.72

9. T. Yokoo, H. Toyoshima, M. Miura, Y. Wang, 
K. T. Iida, H. Suzuki, H. Sone, H. Shimano, 
T. Gotoda, S. Nishimori, K. Tanaka and N. 
Yamada: p57Kip2 regulates actin dynamics 
by binding and translocating LIM-kinase 1 to 
the nucleus. J Biol Chem, 278(52), 52919–
23 (2003)
DOI: 10.1074/jbc.M309334200

10. P. Vlachos and B. Joseph: The Cdk inhibi-
tor p57(Kip2) controls LIM-kinase 1 activity 
and regulates actin cytoskeleton dynamics. 
Oncogene, 28(47), 4175–88 (2009)
DOI: 10.1038/onc.2009.269

11. A. Tury, G. Mairet-Coello and E. DiCicco-
Bloom: The multiple roles of the cyclin- 
dependent kinase inhibitory protein 
p57(KIP2) in cerebral cortical neurogenesis. 
Dev Neurobiol, 72(6), 821–42 (2012)
DOI: 10.1002/dneu.20999

12. E. Kavanagh, P. Vlachos, V. Emourgeon, J. 
Rodhe and B. Joseph: p57(KIP2) control of 
actin cytoskeleton dynamics is responsible 
for its mitochondrial pro-apoptotic effect. 
Cell Death Dis, 3, e311 (2012)
DOI: 10.1038/cddis.2012.51

13. M. N. Rossi and F. Antonangeli: Cellular 
Response upon Stress: p57 Contribution 

lncRNAs. In light of the different, and in some cases 
opposite, impact that the same epigenetic change can 
have on p57 expression, depending on the regulato-
ry region affected, particular effort should be made to 
get an integrated picture of the multiple p57 cis-acting 
elements and of the combinatorial effects of their epi-
genetic modifications.

These studies not only will provide a valuable 
model of the multiple and complex strategies devised 
by mammals for fine-tuning gene transcription during 
growth and differentiation, but also will have both diag-
nostic and therapeutic potential in the next future. The 
occurrence of mutations or epimutations in critical reg-
ulatory sequences, as well as the possible alterations 
of trans-acting factors interacting with these regions, 
could be used for the diagnosis of diseases associat-
ed with altered p57 expression. Moreover, the unrav-
elling of the functions of epigenetic factors and of their 
mutual interplay promises the possibility of employing 
epigenetic drugs in order to restore the correct pattern 
of p57 expression.

9. ACKNOWLEDGEMENTS

We are grateful to Prof. Paolo Amati for help-
ful advice, constructive discussions and critical read-
ing of the manuscript.

Marianna N. Rossi was holder of a fellowship 
from Fondazione Adriano Buzzati-Traverso.

10. REFERENCES

1. A. Besson, S. F. Dowdy and J. M. Roberts: 
CDK inhibitors: cell cycle regulators and be-
yond. Dev Cell, 14(2), 159–69 (2008)
DOI: 10.1016/j.devcel.2008.01.013

2. A. Vidal and A. Koff: Cell-cycle inhibitors: 
three families united by a common cause. 
Gene, 247(1–2), 1–15 (2000)
DOI: 10.1016/S0378-1119(00)00092-5

3. M. H. Lee, I. Reynisdottir and J. Massague: 
Cloning or P57(Kip2), a Cyclin-Dependent 
Kinase Inhibitor with Unique Domain-
Structure and Tissue Distribution. Genes 
Dev, 9(6), 639–649 (1995)
DOI: 10.1101/gad.9.6.639

4. S. Matsuoka, M. C. Edwards, C. Bai, S. 
Parker, P. M. Zhang, A. Baldini, J. W. Harper 
and S. J. Elledge: P57(Kip2), a Structurally 
Distinct Member of the P21(Cip1) Cdk 
Inhibitor Family, Is a Candidate Tumor-
Suppressor Gene. Genes Dev, 9(6), 650–
662 (1995)
DOI: 10.1101/gad.9.6.650

Transcriptional regulation of p57kip2 expression

96 © 1996-2018

https://doi.org/10.1016/S0959-437X(00)00162-3
https://doi.org/10.1074/jbc.M907412199
https://doi.org/10.1073/pnas.2635658100
https://doi.org/10.1038/cdd.2009.72
https://doi.org/10.1074/jbc.M309334200
https://doi.org/10.1038/onc.2009.269
https://doi.org/10.1002/dneu.20999
https://doi.org/10.1038/cddis.2012.51
https://doi.org/10.1016/j.devcel.2008.01.013
https://doi.org/10.1016/S0378-1119(00)00092-5
https://doi.org/10.1101/gad.9.6.639
https://doi.org/10.1101/gad.9.6.650


21. A. Matsumoto, S. Takeishi, T. Kanie, 
E. Susaki, I. Onoyama, Y. Tateishi, K. 
Nakayama and K. I. Nakayama: p57 is re-
quired for quiescence and maintenance of 
adult hematopoietic stem cells. Cell Stem 
Cell, 9(3), 262–71 (2011)
DOI: 10.1016/j.stem.2011.06.014

22. A. Borriello, I. Caldarelli, D. Bencivenga, 
M. Criscuolo, V. Cucciolla, A. Tramontano, 
A. Oliva, S. Perrotta and F. Della Ragione: 
p57(Kip2) and cancer: time for a critical ap-
praisal. Mol Cancer Res, 9(10), 1269–84 
(2011)
DOI: 10.1158/1541-7786.MCR-11-0220

23. H. Guo, T. Tian, K. Nan and W. Wang: p57: 
A multifunctional protein in cancer (Review). 
Int J Oncol, 36(6), 1321–9 (2010)

24. E. Kavanagh and B. Joseph: The hallmarks 
of CDKN1C (p57, KIP2) in cancer. Biochim 
Biophys Acta, 1816(1), 50–6 (2011)
DOI: 10.1016/j.bbcan.2011.03.002

25. D. P. Barlow and M. S. Bartolomei: Genomic 
Imprinting in Mammals. Cold Spring Harbor 
Perspectives in Biology, 6(2) (2014)
DOI: 10.1101/cshperspect.a018382

26. I. Hatada and T. Mukai: Genomic imprinting 
of p57KIP2, a cyclin-dependent kinase in-
hibitor, in mouse. Nat Genet, 11(2), 204–6 
(1995)
DOI: 10.1038/ng1095-204

27. S. Matsuoka, J. S. Thompson, M. C. 
Edwards, J. M. Bartletta, P. Grundy, L. M. 
Kalikin, J. W. Harper, S. J. Elledge and A. 
P. Feinberg: Imprinting of the gene encod-
ing a human cyclin-dependent kinase in-
hibitor, p57KIP2, on chromosome 11p15. 
Proc Natl Acad Sci U S A, 93(7), 3026–30 
(1996)
DOI: 10.1073/pnas.93.7.3026

28. I. S. Pateras, K. Apostolopoulou, K. Niforou, 
A. Kotsinas and V. G. Gorgoulis: p57KIP2: 
“Kip”ing the cell under control. Mol Cancer 
Res, 7(12), 1902–19 (2009)
DOI: 10.1158/1541-7786.MCR-09-0317

29. S. B. Parker, G. Eichele, P. Zhang, A. Rawls, 
A. T. Sands, A. Bradley, E. N. Olson, J. W. 
Harper and S. J. Elledge: p53-independent 
expression of p21Cip1 in muscle and oth-
er terminally differentiating cells. Science, 
267(5200), 1024–7 (1995)
DOI: 10.1126/science.7863329

to the Final Outcome. Mediators Inflamm, 
2015, 259325 (2015)
DOI: 10.1155/2015/259325

14. C. Deng, P. Zhang, J. W. Harper, S. J. 
Elledge and P. Leder: Mice lacking p21CIP1/
WAF1 undergo normal development, but 
are defective in G1 checkpoint control. Cell, 
82(4), 675–84 (1995)
DOI: 10.1016/0092-8674(95)90039-X

15. K. Nakayama, N. Ishida, M. Shirane, A. 
Inomata, T. Inoue, N. Shishido, I. Horii, 
D. Y. Loh and K. Nakayama: Mice lacking 
p27(Kip1) display increased body size, mul-
tiple organ hyperplasia, retinal dysplasia, 
and pituitary tumors. Cell, 85(5), 707–20 
(1996)
DOI: 10.1016/S0092-8674(00)81237-4

16. K. Takahashi, K. Nakayama and K. 
Nakayama: Mice lacking a CDK inhibitor, 
p57Kip2, exhibit skeletal abnormalities and 
growth retardation. J Biochem, 127(1), 73–
83 (2000)
DOI: 10.1093/oxfordjournals.jbchem.a022586

17. Y. Yan, J. Frisen, M. H. Lee, J. Massague 
and M. Barbacid: Ablation of the CDK inhib-
itor p57Kip2 results in increased apoptosis 
and delayed differentiation during mouse 
development. Genes Dev, 11(8), 973–83 
(1997)
DOI: 10.1101/gad.11.8.973

18. P. Zhang, N. J. Liegeois, C. Wong, M. 
Finegold, H. Hou, J. C. Thompson, A. 
Silverman, J. W. Harper, R. A. DePinho 
and S. J. Elledge: Altered cell differentiation 
and proliferation in mice lacking p57KIP2 
indicates a role in Beckwith-Wiedemann 
syndrome. Nature, 387(6629), 151–8  
(1997)
DOI: 10.1038/387151a0

19. E. Susaki, K. Nakayama, L. Yamasaki and 
K. I. Nakayama: Common and specific 
roles of the related CDK inhibitors p27 and 
p57 revealed by a knock-in mouse model. 
Proc Natl Acad Sci U S A, 106(13), 5192–7  
(2009)
DOI: 10.1073/pnas.0811712106

20. S. Furutachi, A. Matsumoto, K. I. Nakayama 
and Y. Gotoh: p57 controls adult neural stem 
cell quiescence and modulates the pace of 
lifelong neurogenesis. EMBO J, 32(7), 970–
81 (2013)
DOI: 10.1038/emboj.2013.50

Transcriptional regulation of p57kip2 expression

97 © 1996-2018

https://doi.org/10.1016/j.stem.2011.06.014
https://doi.org/10.1158/1541-7786.MCR-11-0220
https://doi.org/10.1016/j.bbcan.2011.03.002
https://doi.org/10.1101/cshperspect.a018382
https://doi.org/10.1038/ng1095-204
https://doi.org/10.1073/pnas.93.7.3026
https://doi.org/10.1158/1541-7786.MCR-09-0317
https://doi.org/10.1126/science.7863329
https://doi.org/10.1155/2015/259325
https://doi.org/10.1016/0092-8674(95)90039-X
https://doi.org/10.1016/S0092-8674(00)81237-4
https://doi.org/10.1093/oxfordjournals.jbchem.a022586
https://doi.org/10.1101/gad.11.8.973
https://doi.org/10.1038/387151a0
https://doi.org/10.1073/pnas.0811712106
https://doi.org/10.1038/emboj.2013.50


p57 during development and disease. 
Kidney Int, 60(6), 2235–46 (2001)
DOI: 10.1046/j.1523-1755.2001.00057.x

39. J. C. Dugas, A. Ibrahim and B. A. Barres: A 
crucial role for p57(Kip2) in the intracellular 
timer that controls oligodendrocyte differen-
tiation. J Neurosci, 27(23), 6185–96 (2007)
DOI: 10.1523/JNEUROSCI.0628-07.2007

40. F. P. Gosselet, T. Magnaldo, R. M. Culerrier, 
A. Sarasin and J. C. Ehrhart: BMP2 and 
BMP6 control p57(Kip2) expression and 
cell growth arrest/terminal differentiation in 
normal primary human epidermal keratino-
cytes. Cell Signal, 19(4), 731–9 (2007)
DOI: 10.1016/j.cellsig.2006.09.006

41. L. A. Martinez, Y. Chen, S. M. Fischer and 
C. J. Conti: Coordinated changes in cell 
cycle machinery occur during keratinocyte 
terminal differentiation. Oncogene, 18(2), 
397–406 (1999)
DOI: 10.1038/sj.onc.1202300

42. A. Tury, G. Mairet-Coello and E. DiCicco-
Bloom: The cyclin-dependent kinase in-
hibitor p57Kip2 regulates cell cycle exit, 
differentiation, and migration of embryonic 
cerebral cortical precursors. Cereb Cortex, 
21(8), 1840–56 (2011)
DOI: 10.1093/cercor/bhq254

43. K. G. Guruharsha, M. W. Kankel and S. 
Artavanis-Tsakonas: The Notch signalling 
system: recent insights into the complexity 
of a conserved pathway. Nat Rev Genet, 
13(9), 654–66 (2012)
DOI: 10.1038/nrg3272

44. S. Georgia, R. Soliz, M. Li, P. Zhang and A. 
Bhushan: p57 and Hes1 coordinate cell cy-
cle exit with self-renewal of pancreatic pro-
genitors. Dev Biol, 298(1), 22–31 (2006)
DOI: 10.1016/j.ydbio.2006.05.036

45. J. Jia, M. Lin, L. Zhang, J. P. York and P. 
Zhang: The Notch signaling pathway con-
trols the size of the ocular lens by directly 
suppressing p57Kip2 expression. Mol Cell 
Biol, 27(20), 7236–47 (2007)
DOI: 10.1128/MCB.00780-07

46. O. Riccio, M. E. van Gijn, A. C. Bezdek, L. 
Pellegrinet, J. H. van Es, U. Zimber-Strobl, 
L. J. Strobl, T. Honjo, H. Clevers and F. 
Radtke: Loss of intestinal crypt progenitor 
cells owing to inactivation of both Notch1 
and Notch2 is accompanied by derepression 

30. H. Nagahama, S. Hatakeyama, K. 
Nakayama, M. Nagata, K. Tomita and K. 
Nakayama: Spatial and temporal expres-
sion patterns of the cyclin-dependent kinase 
(CDK) inhibitors p27(Kip1) and p57(Kip2) 
during mouse development. Anatomy and 
Embryology, 203(2), 77–87 (2001)
DOI: 10.1007/s004290000146

31. J. Westbury, M. Watkins, A. C. Ferguson-
Smith and J. Smith: Dynamic temporal 
and spatial regulation of the cdk inhibitor 
p57(kip2) during embryo morphogenesis. 
Mech Dev, 109(1), 83–9 (2001)
DOI: 10.1016/S0925-4773(01)00512-3

32. M. A. Dyer and C. L. Cepko: p27Kip1 and 
p57Kip2 regulate proliferation in distinct ret-
inal progenitor cell populations. J Neurosci, 
21(12), 4259–71 (2001)

33. H. Gui, S. Li and M. P. Matise: A cell-auton-
omous requirement for Cip/Kip cyclin-kinase 
inhibitors in regulating neuronal cell cycle 
exit but not differentiation in the developing 
spinal cord. Dev Biol, 301(1), 14–26 (2007)
DOI: 10.1016/j.ydbio.2006.10.035

34. R. Figliola, A. Busanello, G. Vaccarello and 
R. Maione: Regulation of p57(KIP2) during 
muscle differentiation: role of Egr1, Sp1 and 
DNA hypomethylation. J Mol Biol, 380(2), 
265–77 (2008)
DOI: 10.1016/j.jmb.2008.05.004

35. R. Figliola and R. Maione: MyoD induces 
the expression of p57Kip2 in cells lacking 
p21Cip1/Waf1: overlapping and distinct 
functions of the two cdk inhibitors. J Cell 
Physiol, 200(3), 468–75 (2004)
DOI: 10.1002/jcp.20044

36. E. G. Reynaud, K. Pelpel, M. Guillier, M. P. 
Leibovitch and S. A. Leibovitch: p57(Kip2) 
stabilizes the MyoD protein by inhibiting cy-
clin E-Cdk2 kinase activity in growing myo-
blasts. Mol Cell Biol, 19(11), 7621–9 (1999)
DOI: 10.1128/MCB.19.11.7621

37. G. Vaccarello, R. Figliola, S. Cramerotti, F. 
Novelli and R. Maione: p57Kip2 is induced 
by MyoD through a p73-dependent pathway. 
J Mol Biol, 356(3), 578–88 (2006)
DOI: 10.1016/j.jmb.2005.12.024

38. K. Hiromura, L. A. Haseley, P. Zhang, T. 
Monkawa, R. Durvasula, A. T. Petermann, 
C. E. Alpers, P. Mundel and S. J. Shankland: 
Podocyte expression of the CDK-inhibitor 

Transcriptional regulation of p57kip2 expression

98 © 1996-2018

https://doi.org/10.1046/j.1523-1755.2001.00057.x
https://doi.org/10.1523/JNEUROSCI.0628-07.2007
https://doi.org/10.1016/j.cellsig.2006.09.006
https://doi.org/10.1038/sj.onc.1202300
https://doi.org/10.1093/cercor/bhq254
https://doi.org/10.1038/nrg3272
https://doi.org/10.1016/j.ydbio.2006.05.036
https://doi.org/10.1128/MCB.00780-07
https://doi.org/10.1007/s004290000146
https://doi.org/10.1016/S0925-4773(01)00512-3
https://doi.org/10.1016/j.ydbio.2006.10.035
https://doi.org/10.1016/j.jmb.2008.05.004
https://doi.org/10.1002/jcp.20044
https://doi.org/10.1128/MCB.19.11.7621
https://doi.org/10.1016/j.jmb.2005.12.024


Outgrowth by Canonical Signaling. Journal 
of Neuroscience Research, 88(14), 3011–
3023 (2010)
DOI: 10.1002/jnr.22464

54. K. H. Ko, T. Holmes, P. Palladinetti, E. Song, 
R. Nordon, T. A. O’Brien and A. Dolnikov: 
GSK-3 Beta Inhibition Promotes Engraftment 
of Ex vivo-Expanded Hematopoietic Stem 
Cells and Modulates Gene Expression. 
Stem Cells, 29(1), 108–118 (2011)
DOI: 10.1002/stem.551

55. R. Lu, Y. L. W. Qu, J. Ge, L. L. Zhang, Z. T. Su, 
S. C. Pflugfelder and D. Q. Li: Transcription 
Factor TCF4 Maintains the Properties of 
Human Corneal Epithelial Stem Cells. Stem 
Cells, 30(4), 753–761 (2012)
DOI: 10.1002/stem.1032

56. A. Salomon, M. Keramidas, C. Maisin and 
M. Thomas: Loss of beta-catenin in adreno-
cortical cancer cells causes growth inhibition 
and reversal of epithelial-to-mesenchymal 
transition. Oncotarget, 6(13), 11421–11433 
(2015)
DOI: 10.18632/oncotarget.3222

57. H. Ikushima and K. Miyazono: TGF-beta 
signal transduction spreading to a wider 
field: a broad variety of mechanisms for 
context-dependent effects of TGF-beta. 
Cell and Tissue Research, 347(1), 37–49 
(2012)
DOI: 10.1007/s00441-011-1179-5

58. M. Billing, E. Rorby, G. May, A. J. Tipping, S. 
Soneji, J. Brown, M. Salminen, G. Karlsson, 
T. Enver and S. Karlsson: A network includ-
ing TGFbeta/Smad4, Gata2, and p57 regu-
lates proliferation of mouse hematopoietic 
progenitor cells. Exp Hematol, 44(5), 399–
409 e5 (2016)
DOI: 10.1016/j.exphem.2016.02.001

59. F. Brenet, P. Kermani, R. Spektor, S. Rafii 
and J. M. Scandura: TGFbeta restores he-
matopoietic homeostasis after myelosup-
pressive chemotherapy. J Exp Med, 210(3), 
623–39 (2013)
DOI: 10.1084/jem.20121610

60. J. M. Scandura, P. Boccuni, J. Massague 
and S. D. Nimer: Transforming growth factor 
beta-induced cell cycle arrest of human he-
matopoietic cells requires p57KIP2 up-reg-
ulation. Proc Natl Acad Sci U S A, 101(42), 
15231–6 (2004)
DOI: 10.1073/pnas.0406771101

of CDK inhibitors p27Kip1 and p57Kip2. 
EMBO Rep, 9(4), 377–83 (2008)
DOI: 10.1038/embor.2008.7

47. T. H. Kim and R. A. Shivdasani: Genetic 
Evidence That Intestinal Notch Functions 
Vary Regionally and Operate through a 
Common Mechanism of Math1 Repression. 
Journal of Biological Chemistry, 286(13), 
11427–11433 (2011)
DOI: 10.1074/jbc.M110.188797

48. C. Giovannini, L. Gramantieri, M. Minguzzi, 
F. Fornari, P. Chieco, G. L. Grazi and L. 
Bolondi: CDKN1C/P57 is regulated by the 
Notch target gene Hes1 and induces senes-
cence in human hepatocellular carcinoma. 
Am J Pathol, 181(2), 413–22 (2012)
DOI: 10.1016/j.ajpath.2012.04.019

49. S. Ortica, N. Tarantino, N. Aulner, A. Israel 
and N. Gupta-Rossi: The 4 Notch receptors 
play distinct and antagonistic roles in the 
proliferation and hepatocytic differentiation 
of liver progenitors. Faseb Journal, 28(2), 
603–614 (2014)
DOI: 10.1096/fj.13-235903

50. A. Zalc, S. Hayashi, F. Aurade, D. Brohl, T. 
Chang, D. Mademtzoglou, P. Mourikis, Z. 
Yao, Y. Cao, C. Birchmeier and F. Relaix: 
Antagonistic regulation of p57kip2 by Hes/
Hey downstream of Notch signaling and 
muscle regulatory factors regulates skel-
etal muscle growth arrest. Development, 
141(14), 2780–90 (2014)
DOI: 10.1242/dev.110155

51. B. T. MacDonald, K. Tamai and X. He: 
Wnt/beta-Catenin Signaling: Components, 
Mechanisms, and Diseases. Developmental 
Cell, 17(1), 9–26 (2009)
DOI: 10.1016/j.devcel.2009.06.016

52. G. A. Castelo-Branco, J. Wagner, F. J. 
Rodriguez, J. Kele, K. Sousa, N. Rawal, H. 
A. Pasolli, E. Fuchs, J. Kitajewski and E. 
Arenas: Differential regulation of midbrain 
dopaminergic neuron development by Wnt-
1, Wnt-3a, and Wnt-5a. Proceedings of the 
National Academy of Sciences of the United 
States of America, 100(22), 12747–12752 
(2003)
DOI: 10.1073/pnas.1534900100

53. M. D. David, C. Canti and J. Herreros: 
Wnt-3a and Wnt-3 Differently Stimulate 
Proliferation and Neurogenesis of Spinal 
Neural Precursors and Promote Neurite 

Transcriptional regulation of p57kip2 expression

99 © 1996-2018

https://doi.org/10.1002/jnr.22464
https://doi.org/10.1002/stem.551
https://doi.org/10.1002/stem.1032
https://doi.org/10.18632/oncotarget.3222
https://doi.org/10.1007/s00441-011-1179-5
https://doi.org/10.1016/j.exphem.2016.02.001
https://doi.org/10.1084/jem.20121610
https://doi.org/10.1073/pnas.0406771101
https://doi.org/10.1038/embor.2008.7
https://doi.org/10.1074/jbc.M110.188797
https://doi.org/10.1016/j.ajpath.2012.04.019
https://doi.org/10.1096/fj.13-235903
https://doi.org/10.1242/dev.110155
https://doi.org/10.1016/j.devcel.2009.06.016
https://doi.org/10.1073/pnas.1534900100


69. A. L. Gartel and A. L. Tyner: Transcriptional 
regulation of the p21((WAF1/ClP1)) gene. 
Experimental Cell Research, 246(2), 280–
289 (1999)
DOI: 10.1006/excr.1998.4319

70. C. Bean, M. Salamon, A. Raffaello, S. 
Campanaro, A. Pallavicini and G. Lanfranchi: 
The Ankrd2, Cdkn1c and calcyclin genes are 
under the control of MyoD during myogenic 
differentiation. Journal of Molecular Biology, 
349(2), 349–366 (2005)
DOI: 10.1016/j.jmb.2005.03.063

71. D. P. S. Osborn, K. Y. Li, Y. Hinits and S. 
M. Hughes: Cdkn1c drives muscle differen-
tiation through a positive feedback loop with 
Myod. Dev Biol, 350(2), 464–475 (2011)
DOI: 10.1016/j.ydbio.2010.12.010

72. P. Monahan, S. Rybak and L. T. Raetzman: 
The notch target gene HES1 regulates cell 
cycle inhibitor expression in the developing 
pituitary. Endocrinology, 150(9), 4386–94 
(2009)
DOI: 10.1210/en.2009-0206

73. Y. Bar, H. A. Russ, S. Knoller, L. Ouziel-
Yahalom and S. Efrat: HES-1 is involved 
in adaptation of adult human beta-cells to 
proliferation in vitro. Diabetes, 57(9), 2413–
2420 (2008)
DOI: 10.2337/db07-1323

74. P. Kury, R. Greiner-Petter, C. Cornely, T. 
Jurgens and H. W. Muller: Mammalian 
achaete scute homolog 2 is expressed in the 
adult sciatic nerve and regulates the expres-
sion of Krox24, Mob-1, CXCR4, and p57kip2 
in Schwann cells. J Neurosci, 22(17), 7586–
7595 (2002)

75. U. Schmidt-Edelkraut, G. Daniel, A. 
Hoffmann and D. Spengler: Zac1 Regulates 
Cell Cycle Arrest in Neuronal Progenitors via 
Tcf4. Molecular and Cellular Biology, 34(6), 
1020–1030 (2014)
DOI: 10.1128/MCB.01195-13

76. G. Rothschild, X. Zhao, A. Iavarone and A. 
Lasorella: E Proteins and Id2 converge on 
p57Kip2 to regulate cell cycle in neural cells. 
Mol Cell Biol, 26(11), 4351–61 (2006)
DOI: 10.1128/MCB.01743-05

77. V. Cucciolla, A. Borriello, M. Criscuolo, A. 
A. Sinisi, D. Bencivenga, A. Tramontano, A. 
C. Scudieri, A. Oliva, V. Zappia and F. Della 
Ragione: Histone deacetylase inhibitors 

61. S. Yamazaki, A. Iwama, S. Takayanagi, K. 
Eto, H. Ema and H. Nakauchi: TGF-beta as 
a candidate bone marrow niche signal to in-
duce hematopoietic stem cell hibernation. 
Blood, 113(6), 1250–6 (2009)
DOI: 10.1182/blood-2008-04-146480

62. Y. Shi and J. P. Liu: Gdf11 facilitates tempo-
ral progression of neurogenesis in the devel-
oping spinal cord. J Neurosci, 31(3), 883–93 
(2011)
DOI: 10.1523/JNEUROSCI.2394-10.2011

63. P. Eliasson, M. Rehn, P. Hammar, P. 
 Larsson, O. Sirenko, L. A. Flippin, J. 
Cammenga and J. I. Jonsson: Hypoxia me-
diates low cell-cycle activity and increases 
the proportion of long-term reconstituting 
hematopoietic stem cells during in vitro 
culture. Experimental Hematology, 38(4), 
301–310 (2010)
DOI: 10.1016/j.exphem.2010.01.005

64. A. T. J. Wierenga, E. Vellenga and J. 
J. Schuringa: Convergence of Hypoxia 
and TGF beta Pathways on Cell Cycle 
Regulation in Human Hematopoietic Stem/
Progenitor Cells. Plos One, 9(3) (2014)
DOI: 10.1371/journal.pone.0093494

65. J. W. Du, Y. Chen, Q. Li, X. Z. Han, C. 
Cheng, Z. Q. Wang, D. Danielpour, S. L. 
Dunwoodie, K. D. Bunting and Y. C. Yang: 
HIF-1 alpha deletion partially rescues de-
fects of hematopoietic stem cell quiescence 
caused by Cited2 deficiency. Blood, 119(12), 
2789–2798 (2012)
DOI: 10.1182/blood-2011-10-387902

66. E. Schipani, H. E. Ryan, S. Didrickson, T. 
Kobayashi, M. Knight and R. S. Johnson: 
Hypoxia in cartilage: HIF-1alpha is essential 
for chondrocyte growth arrest and survival. 
Genes Dev, 15(21), 2865–2876 (2001)

67. H. Jia, Q. Cong, J. F. L. Chua, H. Liu, X. Xia, 
X. Zhang, J. Lin, S. L. Habib, J. Ao, Q. Zuo, 
C. Fu and B. Li: p57Kip2 is an unrecognized 
DNA damage response effector molecule 
that functions in tumor suppression and 
chemoresistance. Oncogene, 34(27), 3568–
3581 (2015)
DOI: 10.1038/onc.2014.287

68. M. E. Massari and C. Murre: Helix-loop-helix 
proteins: Regulators of transcription in eu-
caryotic organisms. Molecular and Cellular 
Biology, 20(2), 429–440 (2000)
DOI: 10.1128/MCB.20.2.429-440.2000

Transcriptional regulation of p57kip2 expression

100 © 1996-2018

https://doi.org/10.1006/excr.1998.4319
https://doi.org/10.1016/j.jmb.2005.03.063
https://doi.org/10.1016/j.ydbio.2010.12.010
https://doi.org/10.1210/en.2009-0206
https://doi.org/10.2337/db07-1323
https://doi.org/10.1128/MCB.01195-13
https://doi.org/10.1128/MCB.01743-05
https://doi.org/10.1182/blood-2008-04-146480
https://doi.org/10.1523/JNEUROSCI.2394-10.2011
https://doi.org/10.1016/j.exphem.2010.01.005
https://doi.org/10.1371/journal.pone.0093494
https://doi.org/10.1182/blood-2011-10-387902
https://doi.org/10.1038/onc.2014.287
https://doi.org/10.1128/MCB.20.2.429-440.2000


Journal of Molecular Endocrinology, 30(3), 
359–368 (2003)
DOI: 10.1677/jme.0.0300359

85. R. M. John, J. F. X. Ainscough, S. C. Barton 
and M. A. Surani: Distant cis-elements reg-
ulate imprinted expression of the mouse 
p57(KiP2) (Cdkn1C) gene: implications for 
the human disorder, Beckwith-Wiedemann 
syndrome. Human Molecular Genetics, 
10(15), 1601–1609 (2001)
DOI: 10.1093/hmg/10.15.1601

86. F. Cerrato, A. De Crescenzo and A. Riccio: 
Looking for CDKN1C enhancers. European 
Journal of Human Genetics, 22(4), 442–443 
(2014)
DOI: 10.1038/ejhg.2013.234

87. M. Lopez-Abad, I. Iglesias-Platas and 
D. Monk: Epigenetic Characterization of 
CDKN1C in Placenta Samples from Non-
syndromic Intrauterine Growth Restriction. 
Frontiers in Genetics, 7 (2016)
DOI: 10.3389/fgene.2016.00062

88. E. R. Maher and W. Reik: Beckwith-
Wiedemann syndrome: imprinting in clus-
ters revisited. J Clin Invest, 105(3), 247–52 
(2000)
DOI: 10.1172/JCI9340

89. M. Paulsen, K. R. Davies, L. M. Bowden, 
A. J. Villar, O. Franck, M. Fuermann, W. 
L. Dean, T. F. Moore, N. Rodrigues, K. 
E. Davies, R. J. Hu, A. P. Feinberg, E. R. 
Maher, W. Reik and J. Walter: Syntenic 
organization of the mouse distal chromo-
some 7 imprinting cluster and the Beckwith-
Wiedemann syndrome region in chromo-
some 11p15.5. Human Molecular Genetics, 
7(7), 1149–1159 (1998)
DOI: 10.1093/hmg/7.7.1149

90. A. C. Smith, S. Choufani, J. C. Ferreira and 
R. Weksberg: Growth regulation, imprinted 
genes, and chromosome 11p15.5. Pediatr 
Res, 61(5 Pt 2), 43R-47R (2007)
DOI: 10.1203/pdr.0b013e3180457660

91. R. Weksberg, C. Shuman and J. B. Beckwith: 
Beckwith-Wiedemann syndrome. Eur J Hum 
Genet, 18(1), 8–14 (2010)
DOI: 10.1038/ejhg.2009.106

92. T. Eggermann, G. Binder, F. Brioude, E. 
R. Maher, P. Lapunzina, M. V. Cubellis, I. 
Bergada, D. Prawitt and M. Begemann: 
CDKN1C mutations: two sides of the same 

upregulate p57(Kip2) level by enhancing its 
expression through Sp1 transcription factor. 
Carcinogenesis, 29(3), 560–567 (2008)
DOI: 10.1093/carcin/bgn010

78. M. G. Fu, X. J. Zhu, J. F. Zhang, J. Liang, Y. 
M. Lin, L. N. Zhao, M. U. Ehrengruber and 
Y. Q. E. Chen: Egr-1 target genes in human 
endothelial cells identified by microarray 
analysis. Gene, 315, 33–41 (2003)
DOI: 10.1016/S0378-1119(03)00730-3

79. J. Svaren, T. Ehrig, S. A. Abdulkadir, M. U. 
Ehrengruber, M. K. Watson and J. Milbrandt: 
EGR1 target genes in prostate carcino-
ma cells identified by microarray analysis. 
Journal of Biological Chemistry, 275(49), 
38524–38531 (2000)
DOI: 10.1074/jbc.M005220200

80. H. H. Zhang, X. J. Chen, J. K. Wang, W. H. 
Guang, W. Han, H. Zhang, X. Tan and Y. Gu: 
EGR1 decreases the malignancy of human 
non-small cell lung carcinoma by regulating 
KRT18 expression. Scientific Reports, 4 (2014)
DOI: 10.1038/srep05416

81. D. Avram, A. Fields, T. Senawong, A. Topark-
Ngarm and M. Leid: COUP-TF (chicken 
ovalbumin upstream promoter transcrip-
tion factor)-interacting protein 1 (CTIP1) is 
a sequence-specific DNA binding protein. 
Biochemical Journal, 368, 555–563 (2002)
DOI: 10.1042/bj20020496

82. A. Topark-Ngarm, O. Golonzhka, V. J. 
Peterson, B. Barrett, B. Martinez, K. Crofoot, 
T. M. Filtz and M. Leid: CTIP2 associates 
with the NuRD complex on the promoter 
of p57KIP2, a newly identified CTIP2 tar-
get gene. Journal of Biological Chemistry, 
281(43), 32272–32283 (2006)
DOI: 10.1074/jbc.M602776200

83. A. Kiselyuk, S. Farber-Katz, T. Cohen, S. H. 
Lee, I. Geron, B. Azimi, S. Heynen-Genel, O. 
Singer, J. Price, M. Mercola, P. Itkin-Ansari 
and F. Levine: Phenothiazine Neuroleptics 
Signal to the Human Insulin Promoter as 
Revealed by a Novel High-Throughput 
Screen. Journal of Biomolecular Screening, 
15(6), 663–670 (2010)
DOI: 10.1177/1087057110372257

84. K. Alheim, J. Corness, M. K. R. Samuelsson, 
L. G. Bladh, T. Murata, T. Nilsson and S. 
Okret: Identification of a functional glucocor-
ticoid response element in the promoter of the 
cylcin-dependant kinase inhibitor p57(Kip2). 

Transcriptional regulation of p57kip2 expression

101 © 1996-2018

https://doi.org/10.1677/jme.0.0300359
https://doi.org/10.1093/hmg/10.15.1601
https://doi.org/10.1038/ejhg.2013.234
https://doi.org/10.3389/fgene.2016.00062
https://doi.org/10.1172/JCI9340
https://doi.org/10.1093/hmg/7.7.1149
https://doi.org/10.1203/pdr.0b013e3180457660
https://doi.org/10.1038/ejhg.2009.106
https://doi.org/10.1093/carcin/bgn010
https://doi.org/10.1016/S0378-1119(03)00730-3
https://doi.org/10.1074/jbc.M005220200
https://doi.org/10.1038/srep05416
https://doi.org/10.1042/bj20020496
https://doi.org/10.1074/jbc.M602776200
https://doi.org/10.1177/1087057110372257


101. C. Battistelli, A. Busanello and R. Maione: 
Functional interplay between MyoD and 
CTCF in regulating long-range chromatin 
interactions during differentiation. Journal 
of Cell Science, 127(17), 3757–3767 (2014)
DOI: 10.1242/jcs.149427

102. A. Busanello, C. Battistelli, M. Carbone, C. 
Mostocotto and Maione: MyoD regulates 
p57kip2 expression by interacting with a 
distant cis-element and modifying a high-
er-order chromatin structure. Nucleic Acids 
Res, 40(17), 8266–8275 (2012)
DOI: 10.1093/nar/gks619

103. E. Balint, A. C. Phillips, S. Kozlov, C. L. 
Stewart and K. H. Vousden: Induction of 
p57(KIP2) expression by p73 beta. Proc Natl 
Acad Sci U S A, 99(6), 3529–3534 (2002)
DOI: 10.1073/pnas.062491899

104. H. Al Adhami, B. Evano, A. Le Digarcher, 
C. Gueydan, E. Dubois, H. Parrinello, C. 
Dantec, T. Bouschet, A. Varrault and L. 
Journot: A systems-level approach to pa-
rental genomic imprinting: the imprinted 
gene network includes extracellular matrix 
genes and regulates cell cycle exit and dif-
ferentiation. Genome Res, 25(3), 353–67 
(2015)
DOI: 10.1101/gr.175919.114

105. M. M. Patten, M. Cowley, R. J. Oakey and 
R. Feil: Regulatory links between imprint-
ed genes: evolutionary predictions and 
consequences. Proc Biol Sci, 283(1824), 
20152760 (2016)
DOI: 10.1098/rspb.2015.2760

106. P. Monnier, C. Martinet, J. Pontis, I. 
Stancheva, S. Ait-Si-Ali and L. Dandolo: 
H19 lncRNA controls gene expression of 
the Imprinted Gene Network by recruiting 
MBD1. Proc Natl Acad Sci U S A, 110(51), 
20693–8 (2013)
DOI: 10.1073/pnas.1310201110

107. A. Varrault, C. Gueydan, A. Delalbre, 
A. Bellmann, S. Houssami, C. Aknin, 
D. Severac, L. Chotard, M. Kahli, A. Le 
Digarcher, P. Pavlidis and L. Journot: Zac1 
regulates an imprinted gene network crit-
ically involved in the control of embryonic 
growth. Dev Cell, 11(5), 711–22 (2006)
DOI: 10.1016/j.devcel.2006.09.003

108. B. Bhogal, A. Arnaudo, A. Dymkowski, A. 
Best and T. L. Davis: Methylation at mouse 
Cdkn1c is acquired during postimplanta-
tion development and functions to maintain 

coin. Trends in Molecular Medicine, 20(11), 
614–622 (2014)
DOI: 10.1016/j.molmed.2014.09.001

93. G. V. Fitzpatrick, P. D. Soloway and M. J. 
Higgins: Regional loss of imprinting and 
growth deficiency in mice with a targeted 
deletion of KvDMR1. Nat Genet, 32(3), 
426–31 (2002)
DOI: 10.1038/ng988

94. S. Horike, K. Mitsuya, M. Meguro, N. 
Kotobuki, A. Kashiwagi, T. Notsu, T. C. 
Schulz, Y. Shirayoshi and M. Oshimura: 
Targeted disruption of the human LIT1 lo-
cus defines a putative imprinting control el-
ement playing an essential role in Beckwith-
Wiedemann syndrome. Hum Mol Genet, 
9(14), 2075–83 (2000)
DOI: 10.1093/hmg/9.14.2075

95. J. Y. Shin, G. V. Fitzpatrick and M. J. 
Higgins: Two distinct mechanisms of si-
lencing by the KvDMR1 imprinting control 
region. EMBO J, 27(1), 168–78 (2008)
DOI: 10.1038/sj.emboj.7601960

96. C. Kanduri: Long noncoding RNAs: Lessons 
from genomic imprinting. Biochimica 
Et Biophysica Acta-Gene Regulatory 
Mechanisms, 1859(1), 102–111 (2016)
DOI: 10.1016/j.bbagrm.2015.05.006

97. I. Sanli and R. Feil: Chromatin mechanisms 
in the developmental control of imprinted 
gene expression. International Journal of 
Biochemistry & Cell Biology, 67, 139–147 
(2015)
DOI: 10.1016/j.biocel.2015.04.004

98. J. R. Weaver and M. S. Bartolomei: 
Chromatin regulators of genomic imprint-
ing. Biochimica Et Biophysica Acta-Gene 
Regulatory Mechanisms, 1839(3), 169–
177 (2014)
DOI: 10.1016/j.bbagrm.2013.12.002

99. A. Lewis and W. Reik: How imprinting cen-
tres work. Cytogenet Genome Res, 113(1–
4), 81–9 (2006)
DOI: 10.1159/000090818

100. O. Andresini, A. Ciotti, M. N. Rossi, C. 
Battistelli, M. Carbone and R. Maione: A 
cross-talk between DNA methylation and 
H3 lysine 9 dimethylation at the KvDMR1 
region controls the induction of Cdkn1c in 
muscle cells. Epigenetics, 11(11), 791–803 
(2016)
DOI: 10.1080/15592294.2016.1230576

Transcriptional regulation of p57kip2 expression

102 © 1996-2018

https://doi.org/10.1242/jcs.149427
https://doi.org/10.1093/nar/gks619
https://doi.org/10.1073/pnas.062491899
https://doi.org/10.1101/gr.175919.114
https://doi.org/10.1098/rspb.2015.2760
https://doi.org/10.1073/pnas.1310201110
https://doi.org/10.1016/j.devcel.2006.09.003
https://doi.org/10.1016/j.molmed.2014.09.001
https://doi.org/10.1038/ng988
https://doi.org/10.1093/hmg/9.14.2075
https://doi.org/10.1038/sj.emboj.7601960
https://doi.org/10.1016/j.bbagrm.2015.05.006
https://doi.org/10.1016/j.biocel.2015.04.004
https://doi.org/10.1016/j.bbagrm.2013.12.002
https://doi.org/10.1159/000090818
https://doi.org/10.1080/15592294.2016.1230576


maternal imprints in mice. Development, 
129(8), 1983–1993 (2002)

117. M. Kaneda, M. Okano, K. Hata, T. Sado, 
N. Tsujimoto, E. Li and H. Sasaki: Essential 
role for de novo DNA methyltransferase 
Dnmt3a in paternal and maternal imprint-
ing. Nature, 429(6994), 900–903 (2004)
DOI: 10.1038/nature02633

118. T. Caspary, M. A. Cleary, C. C. Baker, X. J. 
Guan and S. M. Tilghman: Multiple mech-
anisms regulate imprinting of the mouse 
distal chromosome 7 gene cluster. Mol Cell 
Biol, 18(6), 3466–74 (1998)
DOI: 10.1128/MCB.18.6.3466

119. M. Naito, M. Mori, M. Inagawa, K. Miyata, 
N. Hashimoto, S. Tanaka and H. Asahara: 
Dnmt3a Regulates Proliferation of Muscle 
Satellite Cells via p57Kip2. PLoS Genet, 
12(7), e1006167 (2016)
DOI: 10.1371/journal.pgen.1006167

120. F. Mohammad, T. Mondal, N. Guseva, 
G. K. Pandey and C. Kanduri: Kcnq1ot1 
noncoding RNA mediates transcriptional 
gene silencing by interacting with Dnmt1. 
Development, 137(15), 2493–9 (2010)
DOI: 10.1242/dev.048181

121. A. El Kharroubi, G. Piras and C. L. Stewart: 
DNA demethylation reactivates a subset of 
imprinted genes in uniparental mouse em-
bryonic fibroblasts. J Biol Chem, 276(12), 
8674–80 (2001)
DOI: 10.1074/jbc.M009392200

122. A. J. Bannister and T. Kouzarides: 
Regulation of chromatin by histone modi-
fications. Cell Research, 21(3), 381–395 
(2011)
DOI: 10.1038/cr.2011.22

123. N. Attia, C. Rachez, A. De Pauw, P. Avner 
and U. C. Rogner: Nap112 promotes his-
tone acetylation activity during neuronal 
differentiation. Molecular and Cellular 
Biology, 27(17), 6093–6102 (2007)
DOI: 10.1128/MCB.00789-07

124. T. Kikuchi, M. Toyota, F. Itoh, H. Suzuki, 
T. Obata, H. Yamamoto, H. Kakiuchi, M. 
Kusano, J. P. Issa, T. Tokino and K. Imai: 
Inactivation of p57KIP2 by regional promot-
er hypermethylation and histone deacetyl-
ation in human tumors. Oncogene, 21(17), 
2741–9 (2002)
DOI: 10.1038/sj.onc.1205376

imprinted expression. Genomics, 84(6), 
961–70 (2004)
DOI: 10.1016/j.ygeno.2004.08.004

109. A. Lewis, K. Mitsuya, D. Umlauf, P. Smith, 
W. Dean, J. Walter, M. Higgins, R. Feil 
and W. Reik: Imprinting on distal chromo-
some 7 in the placenta involves repressive 
histone methylation independent of DNA 
methylation. Nat Genet, 36(12), 1291–
1295 (2004)
DOI: 10.1038/ng1468

110. D. Umlauf, Y. Goto, R. Cao, F. Cerqueira, A. 
Wagschal, Y. Zhang and R. Feil: Imprinting 
along the Kcnq1 domain on mouse chro-
mosome 7 involves repressive histone 
methylation and recruitment of Polycomb 
group complexes. Nat Genet, 36(12), 
1296–1300 (2004)
DOI: 10.1038/ng1467

111. G. Auclair and M. Weber: Mechanisms of 
DNA methylation and demethylation in 
mammals. Biochimie, 94(11), 2202–2211 
(2012)
DOI: 10.1016/j.biochi.2012.05.016

112. C. Marchal and B. Miotto: Emerging 
Concept in DNA Methylation: Role of 
Transcription Factors in Shaping DNA 
Methylation Patterns. Journal of Cellular 
Physiology, 230(4), 743–751 (2015)
DOI: 10.1002/jcp.24836

113. T. Fan, J. P. Hagan, S. V. Kozlov, C. L. 
Stewart and K. Muegge: Lsh controls si-
lencing of the imprinted Cdkn1c gene. 
Development, 132(4), 635–644 (2005)
DOI: 10.1242/dev.01612

114. G. V. Fitzpatrick, E. M. Pugacheva, J. Y. 
Shin, Z. Abdullaev, Y. Yang, K. Khatod, V. 
V. Lobanenkov and M. J. Higgins: Allele-
specific binding of CTCF to the multipartite 
imprinting control region KvDMR1. Mol Cell 
Biol, 27(7), 2636–47 (2007)
DOI: 10.1128/MCB.02036-06

115. D. Bourc’his, G. L. Xu, C. S. Lin, B. 
Bollman and T. H. Bestor: Dnmt3L and 
the establishment of maternal genomic 
imprints. Science, 294(5551), 2536–2539  
(2001)
DOI: 10.1126/science.1065848

116. K. Hata, M. Okano, H. Lei and E. Li: Dnmt3L 
cooperates with the Dnmt3 family of de 
novo DNA methyltransferases to establish 

Transcriptional regulation of p57kip2 expression

103 © 1996-2018

https://doi.org/10.1038/nature02633
https://doi.org/10.1128/MCB.18.6.3466
https://doi.org/10.1371/journal.pgen.1006167
https://doi.org/10.1242/dev.048181
https://doi.org/10.1074/jbc.M009392200
https://doi.org/10.1038/cr.2011.22
https://doi.org/10.1128/MCB.00789-07
https://doi.org/10.1038/sj.onc.1205376
https://doi.org/10.1016/j.ygeno.2004.08.004
https://doi.org/10.1038/ng1468
https://doi.org/10.1038/ng1467
https://doi.org/10.1016/j.biochi.2012.05.016
https://doi.org/10.1002/jcp.24836
https://doi.org/10.1242/dev.01612
https://doi.org/10.1128/MCB.02036-06
https://doi.org/10.1126/science.1065848


genomic imprinting in human chromosome 
11p15.5. Genomics, 84(2), 288–300 (2004)
DOI: 10.1016/j.ygeno.2004.03.008

132. D. Mancini-DiNardo, S. J. S. Steele, R. S. 
Ingram and S. M. Tilghman: A differentially 
methylated region within the gene Kcnq1 
functions as an imprinted promoter and 
silencer. Hum Mol Genet, 12(3), 283–294 
(2003)
DOI: 10.1093/hmg/ddg024

133. R. R. Pandey, T. Mondal, F. Mohammad, 
S. Enroth, L. Redrup, J. Komorowski, 
T. Nagano, D. Mancini-Dinardo and C. 
Kanduri: Kcnq1ot1 antisense noncoding 
RNA mediates lineage-specific transcrip-
tional silencing through chromatin-level 
regulation. Mol Cell, 32(2), 232–46 (2008)
DOI: 10.1016/j.molcel.2008.08.022

134. F. Mohammad, R. R. Pandey, T. Nagano, 
L. Chakalova, T. Mondal, P. Fraser and C. 
Kanduri: Kcnq1ot1/Lit1 noncoding RNA me-
diates transcriptional silencing by targeting 
to the perinucleolar region. Molecular and 
Cellular Biology, 28(11), 3713–3728 (2008)
DOI: 10.1128/MCB.02263-07

135. K. Murakami, M. Oshimura and H. Kugoh: 
Suggestive evidence for chromosomal 
localization of non-coding RNA from im-
printed LIT1. Journal of Human Genetics, 
52(11), 926–933 (2007)
DOI: 10.1007/s10038-007-0196-4

136. F. Mohammad, G. K. Pandey, T. Mondal, 
S. Enroth, L. Redrup, U. Gyllensten and C. 
Kanduri: Long noncoding RNA-mediated 
maintenance of DNA methylation and tran-
scriptional gene silencing. Development, 
139(15), 2792–2803 (2012)
DOI: 10.1242/dev.079566

137. L. Korostowski, A. Raval, G. Breuer and N. 
Engel: Enhancer-driven chromatin interac-
tions during development promote escape 
from silencing by a long non-coding RNA. 
Epigenetics Chromatin, 4, 21 (2011)
DOI: 10.1186/1756-8935-4-21

138. E. Zhang, X. He, D. Yin, L. Han, M. Qiu, 
T. Xu, R. Xia, L. Xu, R. Yin and W. De: 
Increased expression of long noncoding 
RNA TUG1 predicts a poor prognosis of 
gastric cancer and regulates cell prolifera-
tion by epigenetically silencing of p57. Cell 
Death & Disease, 7 (2016)
DOI: 10.1038/cddis.2015.356

125. T. Yamaguchi, F. Cubizolles, Y. Zhang, 
N. Reichert, H. Kohler, C. Seiser and P. 
Matthias: Histone deacetylases 1 and 2 act 
in concert to promote the G1-to-S progres-
sion. Genes & Development, 24(5), 455–469 
(2010)
DOI: 10.1101/gad.552310

126. C. Mozzetta, E. Boyarchuk, J. Pontis and 
S. Ait-Si-Ali: Sound of silence: the proper-
ties and functions of repressive Lys meth-
yltransferases. Nature Reviews Molecular 
Cell Biology, 16(8), 499-U78 (2015)
DOI: 10.1038/nrm4029

127. X. J. Yang, R. K. M. Karuturi, F. Sun, M. Y. 
Aau, K. Yu, R. G. Shao, L. D. Miller, P. B. O. 
Tan and Q. Yu: CDKN1C (p57(KIP2)) Is a 
Direct Target of EZH2 and Suppressed by 
Multiple Epigenetic Mechanisms in Breast 
Cancer Cells. Plos One, 4(4) (2009)
DOI: 10.1371/journal.pone.0005011
DOI: 10.1371/annotation/e70583a2-3581-
4848-b1e3-b518ac07d3a6

128. A. Heinen, N. Tzekova, N. Graffmann, K. 
J. Torres, M. Uhrberg, H. P. Hartung and P. 
Kury: Histone methyltransferase enhancer 
of zeste homolog 2 regulates Schwann cell 
differentiation. Glia, 60(11), 1696–1708 
(2012)
DOI: 10.1002/glia.22388

129. K. Mitsuya, M. Meguro, M. P. Lee, M. Katoh, 
T. C. Schulz, H. Kugoh, M. A. Yoshida, N. 
Niikawa, A. P. Feinberg and M. Oshimura: 
LIT1, an imprinted antisense RNA in the 
human KvLQT1 locus identified by screen-
ing for differentially expressed transcripts 
using monochromosomal hybrids. Human 
Molecular Genetics, 8(7), 1209–1217 (1999)
DOI: 10.1093/hmg/8.7.1209

130. N. J. Smilinich, C. D. Day, G. V. Fitzpatrick, 
G. M. Caldwell, A. C. Lossie, P. R. Cooper, A. 
C. Smallwood, J. A. Joyce, P. N. Schofield, 
W. Reik, R. D. Nicholls, R. Weksberg, D. 
J. Driscoll, E. R. Maher, T. B. Shows and 
M. J. Higgins: A maternally methylated 
CpG island in KvLQT1 is associated with 
an antisense paternal transcript and loss 
of imprinting in Beckwith-Wiedemann syn-
drome. Proc Natl Acad Sci U S A, 96(14), 
8064–8069 (1999)
DOI: 10.1073/pnas.96.14.8064

131. M. J. Du, W. J. Zhou, L. G. Beatty, R. 
Weksberg and P. D. Sadowski: The 
KCNQ1OT1 promoter, a key regulator of 

Transcriptional regulation of p57kip2 expression

104 © 1996-2018

https://doi.org/10.1016/j.ygeno.2004.03.008
https://doi.org/10.1093/hmg/ddg024
https://doi.org/10.1016/j.molcel.2008.08.022
https://doi.org/10.1128/MCB.02263-07
https://doi.org/10.1007/s10038-007-0196-4
https://doi.org/10.1242/dev.079566
https://doi.org/10.1186/1756-8935-4-21
https://doi.org/10.1038/cddis.2015.356
https://doi.org/10.1101/gad.552310
https://doi.org/10.1038/nrm4029
https://doi.org/10.1371/journal.pone.0005011
https://doi.org/10.1371/annotation/e70583a2-3581-4848-b1e3-b518ac07d3a6
https://doi.org/10.1371/annotation/e70583a2-3581-4848-b1e3-b518ac07d3a6
https://doi.org/10.1002/glia.22388
https://doi.org/10.1093/hmg/8.7.1209
https://doi.org/10.1073/pnas.96.14.8064


146. F. Fornari, L. Gramantieri, M. Ferracin, 
A. Veronese, S. Sabbioni, G. A. Calin, G. 
L. Grazi, C. Giovannini, C. M. Croce, L. 
Bolondi and M. Negrini: MiR-221 controls 
CDKN1C/p57 and CDKN1B/p27 expres-
sion in human hepatocellular carcinoma. 
Oncogene, 27(43), 5651–5661 (2008)
DOI: 10.1038/onc.2008.178

147. S. Mishra, C. L. Lin, T. H. M. Huang, H. 
Bouamar and L. Z. Sun: MicroRNA-21 in-
hibits p57(Kip2) expression in prostate 
cancer. Molecular Cancer, 13:212 (2014)
DOI: 10.1186/1476-4598-13-212

148. P. K. Mazur, A. Herner, S. S. Mello, M. 
Wirth, S. Hausmann, F. J. Sanchez-
Rivera, S. M. Lofgren, T. Kuschma, S. A. 
Hahn, D. Vangala, M. Trajkovic-Arsic, A. 
Gupta, I. Heid, P. B. Noel, R. Braren, M. 
Erkan, J. Kleeff, B. Sipos, L. C. Sayles, M. 
Heikenwalder, E. Hessmann, V. Ellenrieder, 
I. Esposito, T. Jacks, J. E. Bradner, P. 
Khatri, E. A. Sweet-Cordero, L. D. Attardi, 
R. M. Schmid, G. Schneider, J. Sage and J. 
T. Siveke: Combined inhibition of BET fam-
ily proteins and histone deacetylases as 
a potential epigenetics-based therapy for 
pancreatic ductal adenocarcinoma. Nature 
Medicine, 21(10), 1163–1171 (2015)
DOI: 10.1038/nm.3952

149. L. B. Baughn, M. Di Liberto, R. Niesvizky, 
H. J. Cho, D. Jayabalan, J. Lane, F. Liu and 
S. Chen-Kiang: CDK2 Phosphorylation of 
Smad2 Disrupts TGF-beta Transcriptional 
Regulation in Resistant Primary Bone 
Marrow Myeloma Cells. Journal of 
Immunology, 182(4), 1810–1817 (2009)
DOI: 10.4049/jimmunol.0713726

150. T. Kobatake, M. Yano, S. Toyooka, K. 
Tsukuda, H. Dote, T. Kikuchi, M. Toyota, M. 
Ouchida, M. Aoe, H. Date, H. I. Pass, H. 
Doihara and N. Shimizu: Aberrant methyl-
ation of p57KIP2 gene in lung and breast 
cancers and malignant mesotheliomas. 
Oncology Reports, 12(5), 1087–1092 (2004)
DOI: 10.3892/or.12.5.1087

151. S. Q. Kuang, X. Ling, B. Sanchez-
Gonzalez, H. Yang, M. Andreeff and G. 
Garcia-Manero: Differential tumor suppres-
sor properties and transforming growth 
factor-beta responsiveness of p57KIP2 in 
leukemia cells with aberrant p57KIP2 pro-
moter DNA methylation. Oncogene, 26(10), 
1439–48 (2007)
DOI: 10.1038/sj.onc.1209907

139. E. B. Zhang, D. D. Yin, L. Han, X. Z. He, 
X. X. Si, W. M. Chen, R. Xia, T. P. Xu, D. 
Y. Gu, W. De, R. H. Guo, Z. Xu and J. F. 
Chen: E2F1-induced upregulation of long 
noncoding RNA LINC00668 predicts a poor 
prognosis of gastric cancer and promotes 
cell proliferation through epigenetically si-
lencing of CKIs. Oncotarget, 7(17), 23212–
23226 (2016)
DOI: 10.18632/oncotarget.6745

140. F. Yang, L. Zhang, X. S. Huo, J. H. Yuan, 
D. Xu, S. X. Yuan, N. Zhu, W. P. Zhou, G. 
S. Yang, Y. Z. Wang, J. L. Shang, C. F. 
Gao, F. R. Zhang, F. Wang and S. H. Sun: 
Long Noncoding RNA High Expression 
in Hepatocellular Carcinoma Facilitates 
Tumor Growth Through Enhancer of Zeste 
Homolog 2 in Humans. Hepatology, 54(5), 
1679–1689 (2011)
DOI: 10.1002/hep.24563

141. R. P. Dias and E. R. Maher: An imprint-
ed IMAGe: insights into growth regulation 
through genomic analysis of a rare dis-
ease. Genome Medicine, 4 (2012)
DOI: 10.1186/gm361

142. H. Guo, T. Tian, K. J. Nan and W. Wang: 
p57: A multifunctional protein in can-
cer (Review). International Journal of 
Oncology, 36(6), 1321–1329 (2010)

143. J. Q. Li, F. Wu, H. Usuki, A. Kubo, T. Masaki, 
J. Fujita, S. Bandoh, K. Saoo, H. Takeuchi, 
S. Kuriyama, T. Ishida and K. Imaida: Loss 
of p57(KIP2) is associated with colorectal 
carcinogenesis. International Journal of 
Oncology, 23(6), 1537–1543 (2003)

144. V. G. Gorgoulis, L. V. Vassiliou, P. Karakaidos, 
P. Zacharatos, A. Kotsinas, T. Liloglou, M. 
Venere, R. A. Ditullio, Jr., N. G. Kastrinakis, 
B. Levy, D. Kletsas, A. Yoneta, M. Herlyn, C. 
Kittas and T. D. Halazonetis: Activation of 
the DNA damage checkpoint and genomic 
instability in human precancerous lesions. 
Nature, 434(7035), 907–13 (2005)
DOI: 10.1038/nature03485

145. M. Cioffi, S. M. Trabulo, Y. Sanchez-Ripoll, 
I. Miranda-Lorenzo, E. Lonardo, J. Dorado, 
C. R. Vieira, J. C. Ramirez, M. Hidalgo, A. 
Aicher, S. Hahn, B. Sainz and C. Heeschen: 
The miR-17–92 cluster counteracts quies-
cence and chemoresistance in a distinct 
subpopulation of pancreatic cancer stem 
cells. Gut, 64(12), 1936–1948 (2015)
DOI: 10.1136/gutjnl-2014-308470

Transcriptional regulation of p57kip2 expression

105 © 1996-2018

https://doi.org/10.1038/onc.2008.178
https://doi.org/10.1186/1476-4598-13-212
https://doi.org/10.1038/nm.3952
https://doi.org/10.4049/jimmunol.0713726
https://doi.org/10.3892/or.12.5.1087
https://doi.org/10.1038/sj.onc.1209907
https://doi.org/10.18632/oncotarget.6745
https://doi.org/10.1002/hep.24563
https://doi.org/10.1186/gm361
https://doi.org/10.1038/nature03485
https://doi.org/10.1136/gutjnl-2014-308470


that overcomes drug resistance. Cancer 
Research, 66(11), 5781–5789 (2006)
DOI: 10.1158/0008-5472.CAN-05-4186

159. B. A. T. Rodriguez, Y. I. Weng, T. M. Liu, 
T. Zuo, P. Y. Hsu, C. H. Lin, A. L. Cheng, 
H. M. Cui, P. S. Yan and T. H. M. Huang: 
Estrogen-mediated epigenetic repression 
of the imprinted gene cyclin-dependent 
kinase inhibitor 1C in breast cancer cells. 
Carcinogenesis, 32(6), 812–821 (2011)
DOI: 10.1093/carcin/bgr017

160. S. Schimmack, A. Taylor, B. Lawrence, 
D. Alaimo, H. Schmitz-Winnenthal, M. W. 
Buchler, I. M. Modlin and M. Kidd: A mech-
anistic role for the chromatin modulator, 
NAP1L1, in pancreatic neuroendocrine 
neoplasm proliferation and metastases. 
Epigenetics & Chromatin, 7 (2014)
DOI: 10.1186/1756-8935-7-15

161. M. J. Hoffmann, A. R. Florl, H. H. Seifert 
and W. A. Schulz: Multiple mechanisms 
downregulate CDKN1C in human bladder 
cancer. Int J Cancer, 114(3), 406–13 (2005)
DOI: 10.1002/ijc.20749

162. R. A. M. Scelfo, C. Schwienbacher, A. 
Veronese, L. Gramantieri, L. Bolondi, P. 
Querzoli, I. Nenci, G. A. Calin, A. Angioni, 
G. Barbanti-Brodano and M. Negrini: Loss 
of methylation at chromosome 11p15.5. is 
common in human adult tumors. Oncogene, 
21(16), 2564–2572 (2002)
DOI: 10.1038/sj.onc.1205336

163. C. Schwienbacher, L. Gramantieri, R. 
Scelfo, A. Veronese, G. A. Calin, L. Bolondi, 
C. M. Croce, G. Barbanti-Brodano and 
M. Negrini: Gain of imprinting at chromo-
some 11p15: A pathogenetic mechanism 
identified in human hepatocarcinomas. 
Proceedings of the National Academy of 
Sciences of the United States of America, 
97(10), 5445–5449 (2000)
DOI: 10.1073/pnas.090087497

164. C. D. Margetts, D. Astuti, D. C. Gentle, 
W. N. Cooper, A. Cascon, D. Catchpoole, 
M. Robledo, H. P. Neumann, F. Latif and 
E. R. Maher: Epigenetic analysis of HIC1, 
CASP8, FLIP, TSP1, DCR1, DCR2, DR4, 
DR5, KvDMR1, H19 and preferential 
11p15.5. maternal-allele loss in von Hippel-
Lindau and sporadic phaeochromocyto-
mas. Endocr Relat Cancer, 12(1), 161–72 
(2005)
DOI: 10.1677/erc.1.00865

152. Y. Li, H. Nagai, T. Ohno, M. Yuge, S. Hatano, 
E. Ito, N. Mori, H. Saito and T. Kinoshita: 
Aberrant DNA methylation of p57(KIP2) 
gene in the promoter region in lymphoid 
malignancies of B-cell phenotype. Blood, 
100(7), 2572–7 (2002)
DOI: 10.1182/blood-2001-11-0026

153. I. S. Pateras, K. Apostolopoulou, M. 
Koutsami, K. Evangelou, P. Tsantoulis, T. 
Liloglou, G. Nikolaidis, F. Sigala, C. Kittas, 
J. K. Field, A. Kotsinas and V. G. Gorgoulis: 
Downregulation of the KIP family mem-
bers p27(KIP1) and p57(KIP2) by SKP2 
and the role of methylation in p57(KIP2) 
inactivation in nonsmall cell lung cancer. 
International Journal of Cancer, 119(11), 
2546–2556 (2006)
DOI: 10.1002/ijc.22214

154. L. L. Shen, M. Toyota, Y. Kondo, T. Obata, S. 
Daniel, S. Pierce, K. Imai, H. M. Kantarjian, 
J. P. J. Issa and G. Garcia-Manero: Aberrant 
DNA methylation of p57KIP2 identifies a 
cell-cycle regulatory pathway with prog-
nostic impact in adult acute lymphocyt-
ic leukemia. Blood, 101(10), 4131–4136  
(2003)
DOI: 10.1182/blood-2002-08-2466

155. J. Y. Shin, H. S. Kim, J. Park, J. B. Park and 
J. Y. Lee: Mechanism for inactivation of the 
KIP family cyclin-dependent kinase inhib-
itor genes in gastric cancer cells. Cancer 
Research, 60(2), 262–5 (2000)

156. N. Sato, H. Matsubayashi, T. Abe, N. 
Fukushima and M. Goggins: Epigenetic 
down-regulation of CDKN1C/p57KIP2 in 
pancreatic ductal neoplasms identified by 
gene expression profiling. Clinical Cancer 
Research, 11(13), 4681–4688 (2005)
DOI: 10.1158/1078-0432.CCR-04-2471

157. E. M. Algar, A. Muscat, V. Dagar, C. 
Rickert, C. W. Chow, J. A. Biegel, P. G. 
Ekert, R. Saffery, J. Craig, R. W. Johnstone 
and D. M. Ashley: Imprinted CDKN1C Is a 
Tumor Suppressor in Rhabdoid Tumor and 
Activated by Restoration of SMARCB1 and 
Histone Deacetylase Inhibitors. Plos One, 
4(2) (2009)
DOI: 10.1371/journal.pone.0004482

158. P. Maiso, X. Carvajal-Vergara, E. M. Ocio, 
R. Lopez-Perez, G. Mateo, N. Gutierrez, 
P. Atadja, A. Pandiella and J. F. San 
Miguel: The histone deacetylase inhibitor 
LBH589 is a potent antimyeloma agent 

Transcriptional regulation of p57kip2 expression

106 © 1996-2018

https://doi.org/10.1158/0008-5472.CAN-05-4186
https://doi.org/10.1093/carcin/bgr017
https://doi.org/10.1186/1756-8935-7-15
https://doi.org/10.1002/ijc.20749
https://doi.org/10.1038/sj.onc.1205336
https://doi.org/10.1073/pnas.090087497
https://doi.org/10.1677/erc.1.00865
https://doi.org/10.1182/blood-2001-11-0026
https://doi.org/10.1002/ijc.22214
https://doi.org/10.1182/blood-2002-08-2466
https://doi.org/10.1158/1078-0432.CCR-04-2471
https://doi.org/10.1371/journal.pone.0004482


11p15.5. imprinting control regions: new 
cases and review of the literature. Journal 
of Medical Genetics, 49(9), 547–553 (2012)
DOI: 10.1136/jmedgenet-2012-100967

171. T. Eggermann: Russell-Silver Syndrome. 
American Journal of Medical Genetics Part 
C-Seminars in Medical Genetics, 154C(3), 
355–364 (2010)
DOI: 10.1002/ajmg.c.30274

172. A. Bonaldi, J. F. Mazzeu, S. S. Costa, R. 
S. Honjo, D. R. Bertola, L. M. Albano, I. 
M. Furquim, C. A. Kim and A. M. Vianna-
Morgante: Microduplication of the ICR2 
domain at chromosome 11p15 and familial 
Silver-Russell syndrome. Am J Med Genet 
A, 155A(10), 2479–83 (2011)
DOI: 10.1002/ajmg.a.34023

173. N. Schonherr, E. Meyer, A. Roos, A. 
Schmidt, H. A. Wollmann and T. Eggermann: 
The centromeric 11p15 imprinting centre is 
also involved in Silver-Russell syndrome. 
Journal of Medical Genetics, 44(1), 59–63 
(2007)
DOI: 10.1136/jmg.2006.044370

174. S. C. Andrews, M. D. Wood, S. J. Tunster, 
S. C. Barton, M. A. Surani and R. M. John: 
Cdkn1c (p57Kip2) is the major regulator of 
embryonic growth within its imprinted do-
main on mouse distal chromosome 7. BMC 
Dev Biol, 7, 53 (2007)
DOI: 10.1186/1471-213X-7-53

175. S. A. Kassem, I. Ariel, P. S. Thornton, K. 
Hussain, V. Smith, K. J. Lindley, A. Aynsley-
Green and B. Glaser: p57(KIP2) expres-
sion in normal islet cells and in hyperinsu-
linism of infancy. Diabetes, 50(12), 2763–9 
(2001)
DOI: 10.2337/diabetes.50.12.2763

176. S. Asahara, H. Etoh, H. Inoue, K. Teruyama, 
Y. Shibutani, Y. Ihara, Y. Kawada, A. 
Bartolome, N. Hashimoto, T. Matsuda, M. 
Koyanagi-Kimura, A. Kanno, Y. Hirota, T. 
Hosooka, K. Nagashima, W. Nishimura, 
H. Inoue, M. Matsumoto, M. J. Higgins, K. 
Yasuda, N. Inagaki, S. Seino, M. Kasuga 
and Y. Kido: Paternal allelic mutation at the 
Kcnq1 locus reduces pancreatic beta-cell 
mass by epigenetic modification of Cdkn1c. 
Proceedings of the National Academy of 
Sciences of the United States of America, 
112(27), 8332–8337 (2015)
DOI: 10.1073/pnas.1422104112

165. H. Soejima, T. Nakagawachi, W. Zhao, 
K. Higashimoto, T. Urano, S. Matsukura, 
Y. Kitajima, M. Takeuchi, M. Nakayama, 
M. Oshimura, K. Miyazaki, K. Joh and T. 
Mukai: Silencing of imprinted CDKN1C 
gene expression is associated with loss 
of CpG and histone H3 lysine 9 methyla-
tion at DMR-LIT1 in esophageal cancer. 
Oncogene, 23(25), 4380–4388 (2004)
DOI: 10.1038/sj.onc.1207576

166. N. Diaz-Meyer, C. D. Day, K. Khatod, E. 
R. Maher, W. Cooper, W. Reik, C. Junien, 
G. Graham, E. Algar, V. M. D. Kaloustian 
and M. J. Higgins: Silencing of CDKN1C 
(p57(KIP2)) is associated with hypomethyl-
ation at KvDMR1 in Beckwith-Wiedemann 
syndrome. Journal of Medical Genetics, 
40(11), 797–801 (2003)
DOI: 10.1136/jmg.40.11.797

167. N. Diaz-Meyer, Y. Yang, S. N. Sait, E. 
R. Maher and M. J. Higgins: Alternative 
mechanisms associated with silencing of 
CDKN1C in Beckwith-Wiedemann syn-
drome. Journal of Medical Genetics, 42(8), 
648–655 (2005)
DOI: 10.1136/jmg.2004.030593

168. N. Chiesa, A. De Crescenzo, K. Mishra, 
L. Perone, M. Carella, O. Palumbo, A. 
Mussa, A. Sparago, F. Cerrato, S. Russo, 
E. Lapi, M. V. Cubellis, C. Kanduri, M. C. 
Silengo, A. Riccio and G. B. Ferrero: The 
KCNQ1OT1 imprinting control region and 
non-coding RNA: new properties derived 
from the study of Beckwith-Wiedemann 
syndrome and Silver-Russell syndrome 
cases. Human Molecular Genetics, 21(1), 
10–25 (2012)
DOI: 10.1093/hmg/ddr419

169. J. Demars, S. Rossignol, I. Netchine, K. 
S. Lee, M. Shmela, L. Faivre, J. Weill, 
S. Odent, S. Azzi, P. Callier, J. Lucas, C. 
Dubourg, J. Andrieux, Y. Le Bouc, A. El-
Osta and C. Gicquel: New Insights into the 
Pathogenesis of Beckwith-Wiedemann and 
Silver-Russell Syndromes: Contribution of 
Small Copy Number Variations to 11p15 
Imprinting Defects. Human Mutation, 
32(10), 1171–1182 (2011)
DOI: 10.1002/humu.21558

170. M. Begemann, S. Spengler, M. Gogiel, U. 
Grasshoff, M. Bonin, R. C. Betz, A. Dufke, 
I. Spier and T. Eggermann: Clinical signif-
icance of copy number variations in the 

Transcriptional regulation of p57kip2 expression

107 © 1996-2018

https://doi.org/10.1136/jmedgenet-2012-100967
https://doi.org/10.1002/ajmg.c.30274
https://doi.org/10.1002/ajmg.a.34023
https://doi.org/10.1136/jmg.2006.044370
https://doi.org/10.1186/1471-213X-7-53
https://doi.org/10.2337/diabetes.50.12.2763
https://doi.org/10.1073/pnas.1422104112
https://doi.org/10.1038/sj.onc.1207576
https://doi.org/10.1136/jmg.40.11.797
https://doi.org/10.1136/jmg.2004.030593
https://doi.org/10.1093/hmg/ddr419
https://doi.org/10.1002/humu.21558


of congenital hyperinsulinism. Hormone 
Research, 53, 2–6 (2000)
DOI: 10.1159/000053197

183. N. Hariharan, A. Shoemaker and S.  Wagner: 
Pathophysiology of hypertension in pre-
eclampsia. Microvasc Res, 109, 34–37 (2017)
DOI: 10.1016/j.mvr.2016.10.002

184. N. Kanayama, K. Takahashi, T. Matsuura, 
M. Sugimura, T. Kobayashi, N. Moniwa, 
M. Tomita and K. Nakayama: Deficiency in 
p57(Kip2) expression induces preeclamp-
sia-like symptoms in mice. Molecular Human 
Reproduction, 8(12), 1129–1135 (2002)
DOI: 10.1093/molehr/8.12.1129

185. G. Unek, A. Ozmen, I. Mendilcioglu, M. 
Simsek and E. T. Korgun: The expression 
of cell cycle related proteins PCNA, Ki67, 
p27 and p57 in normal and preeclamptic 
human placentas. Tissue & Cell, 46(3), 
198–205 (2014)
DOI: 10.1016/j.tice.2014.04.003

186. A. Cordeiro, A. P. Neto, F. Carvalho, C. 
Ramalho and S. Doria: Relevance of ge-
nomic imprinting in intrauterine human 
growth expression of CDKN1C, H19, IGF2, 
KCNQ1 and PHLDA2 imprinted genes. 
J Assist Reprod Genet, 31(10), 1361–8 
(2014)
DOI: 10.1007/s10815-014-0278-0

187. J. McMinn, M. Wei, N. Schupf, J. Cusmai, 
E. B. Johnson, A. C. Smith, R. Weksberg, 
H. M. Thaker and B. Tycko: Unbalanced 
placental expression of imprinted genes 
in human intrauterine growth restriction. 
 Placenta, 27(6–7), 540–9 (2006)
DOI: 10.1016/j.placenta.2005.07.004

Key Words: p57kip2-Cdkn1c, Transcriptional 
Regulation, Epigenetic Regulation, Differentiation, 
Development, Growth-Related diseases , Review

Send correspondence to: Rossella Maione, 
Pasteur Institute-Fondazione Cenci Bolognetti, 
Department of Cellular Biotechnologies and 
Haematology, Sapienza University of Rome, 
Viale Regina Elena 324, 00161 Rome, Italy, Tel: 
390649918236, Fax:+39064462891, E-mail: 
maione@bce.uniroma1.it

177. D. Avrahami, C. H. Li, M. Yu, Y. Jiao, J. 
Zhang, A. Naji, S. Ziaie, B. Glaser and K. 
H. Kaestner: Targeting the cell cycle in-
hibitor p57(Kip2) promotes adult human 
beta cell replication. Journal of Clinical 
Investigation, 124(2), 670–674 (2014)
DOI: 10.1172/JCI69519

178. M. E. Travers, D. J. G. Mackay, M. D. Nitert, 
A. P. Morris, C. M. Lindgren, A. Berry, P. 
R. Johnson, N. Hanley, L. C. Groop, M. I. 
McCarthy and A. L. Gloyn: Insights Into 
the Molecular Mechanism for 2 Diabetes 
Susceptibility at the KCNQ1 Locus From 
Temporal Changes in Imprinting Status in 
Human Islets. Diabetes, 62(3), 987–992 
(2013)
DOI: 10.2337/db12-0819

179. A. Jonsson, B. Isomaa, T. Tuomi, J. 
Taneera, A. Salehi, P. Nilsson, L. Groop 
and V. Lyssenko: A Variant in the KCNQ1 
Gene Predicts Future Type 2 Diabetes 
and Mediates Impaired Insulin Secretion. 
Diabetes, 58(10), 2409–2413 (2009)
DOI: 10.2337/db09-0246

180. K. Yasuda, K. Miyake, Y. Horikawa, K. Hara, 
H. Osawa, H. Furuta, Y. Hirota, H. Mori, A. 
Jonsson, Y. Sato, K. Yamagata, Y. Hinokio, 
H. Y. Wang, T. Tanahashi, N. Nakamura, Y. 
Oka, N. Iwasaki, Y. Iwamoto, Y. Yamada, 
Y. Seino, H. Maegawa, A. Kashiwagi, J. 
Takeda, E. Maeda, H. D. Shin, Y. M. Cho, 
K. S. Park, H. K. Lee, M. C. Y. Ng, R. C. W. 
Ma, W. Y. So, J. C. N. Chan, V. Lyssenko, T. 
Tuomi, P. Nilsson, L. Groop, N. Kamatani, 
A. Sekine, Y. Nakamura, K. Yamamoto, 
T. Yoshida, K. Tokunaga, M. Itakura, H. 
Makino, K. Nanjo, T. Kadowaki and M. 
Kasuga: Variants in KCNQ1 are associated 
with susceptibility to type 2 diabetes mel-
litus. Nature Genetics, 40(9), 1092–1097 
(2008)
DOI: 10.1038/ng.207

181. D. D. De Leon and C. A. Stanley: 
Mechanisms of disease: advances in di-
agnosis and treatment of hyperinsulin-
ism in neonates. Nature Clinical Practice 
Endocrinology & Metabolism, 3(1), 57–68 
(2007)
DOI: 10.1038/ncpendmet0368

182. J. C. Fournet, C. Mayaud, P. de Lonlaya, 
V. Verkarre, J. Rahier, F. Brunelle, J. J. 
 Robert, C. Nihoul-Fekete, J. M. Saudubray 
and C. Junien: Loss of imprinted genes and 
paternal SUR1 mutations lead to focal form 

Transcriptional regulation of p57kip2 expression

108 © 1996-2018

https://doi.org/10.1159/000053197
https://doi.org/10.1016/j.mvr.2016.10.002
https://doi.org/10.1093/molehr/8.12.1129
https://doi.org/10.1016/j.tice.2014.04.003
https://doi.org/10.1007/s10815-014-0278-0
https://doi.org/10.1016/j.placenta.2005.07.004
https://doi.org/10.1172/JCI69519
https://doi.org/10.2337/db12-0819
https://doi.org/10.2337/db09-0246
https://doi.org/10.1038/ng.207
https://doi.org/10.1038/ncpendmet0368

