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Abstract: The Rubinstein-Taybi syndrome (RSTS) is a rare congenital developmental disorder charac-
terized by a typical facial dysmorphism, distal limb abnormalities, intellectual disability, and many
additional phenotypical features. It occurs at between 1/100,000 and 1/125,000 births. Two genes are
currently known to cause RSTS, CREBBP and EP300, mutated in around 55% and 8% of clinically
diagnosed cases, respectively. To date, 500 pathogenic variants have been reported for the CREBBP
gene and 118 for EP300. These two genes encode paralogs acting as lysine acetyltransferase involved
in transcriptional regulation and chromatin remodeling with a key role in neuronal plasticity and
cognition. Because of the clinical heterogeneity of this syndrome ranging from the typical clinical
diagnosis to features overlapping with other Mendelian disorders of the epigenetic machinery, phe-
notype/genotype correlations remain difficult to establish. In this context, the deciphering of the
patho-physiological process underlying these diseases and the definition of a specific episignature
will likely improve the diagnostic efficiency but also open novel therapeutic perspectives. This review
summarizes the current clinical and molecular knowledge and highlights the epigenetic regulation
of RSTS as a model of chromatinopathy.

Keywords: Rubinstein-Taybi syndrome; CREBBP; EP300; epigenetics; chromatin; acetylation; chro-
matinopathies; phenotype; genotype

1. Introduction

Rubinstein-Taybi syndrome (RSTS; OMIM #180849, OMIM #613684), formerly called
thumb syndrome and hallux larges, is a rare neurodevelopmental genetic abnormality
whose incidence is currently estimated between 1,/100,000 and 1/125,000 births [1]. The
transmission is autosomal dominant and the vast majority of cases (~99%) occur sporadi-
cally de novo although a few familial cases have been reported [2—4].

This syndrome is now well-defined phenotypically and is characterized primarily
by post-natal growth retardation, characteristic facial dysmorphia, large thumbs and
hallux, and intellectual deficit [5,6]. There are no pathognomonic criteria for RSTS but
there is a broad phenotypic spectrum associated with these cardinal signs. Multiple
malformations are reported, including cardiac, genitourinary, digestive, Ear-Nose-Throat
(ENT), and skin malformations. Patients also present an increased risk of developing
benign tumors [1,5,7-11].

Pathogenic variants in two highly evolutionarily conserved genes have been impli-
cated in the etiology of RSTS: the CREBBP gene encoding the cAMP response element-
binding protein (CREB) binding protein (NM_600140) located in 16p13.3 [12] and the EP300
gene encoding the EAl-associated protein p300 (NM_602700) located in 22q13 [13]. These
two genes are ubiquitously expressed and encode acetyltransferases with a major role
in histone acetylation and chromatin remodeling involved notably in neuronal plasticity
and cognition [13,14]. The Rubinstein-Taybi syndrome is a developmental disorder whose
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physiopathology is based primarily on an epigenetic mechanism, belonging thereby to the
group of “Chromatinopathies” defined as Mendelian disorders of the epigenetic machinery,
as reviewed in [15].

2. Clinical Description

In 1957, the first description of this syndrome was reported by Michalil et al. [16], as a
case presenting wide thumbs with a radial deviation. However, this syndrome remained
relatively unknown until 1960 when J. H. Rubinstein, a pediatrician, and H. Taybi, a
radiologist, reported seven children with large thumbs and hallux and minor facial feature
and intellectual disability [6]. Since then, this syndrome has been clearly identified as a
severe abnormality of embryonic development.

2.1. Antenatal Anomalies and Pregnancy

The diagnosis of RSTS is hardly ever made, and very rarely mentioned during preg-
nancy as there are only a few antenatal signs. Moderate intrauterine growth retardation
(IUGR) may be noted as well as polyhydramnios. However, a higher incidence of pre-
eclampsia and hypertension in pregnancy of children carrying a pathogenic variant in
EP300 are reported (23% to 33% of cases against 5% to 8% of cases in the general popu-
lation) [17-24]. The contribution of three-dimensional ultrasonography can improve the
detection of typical facial features, but abnormal extremities seem to remain the main
diagnostic criteria [24-29]. Moreover, brain anomalies, especially cerebellar hypoplasia,
and abnormalities of the gallbladder (in 22% of cases) appear to be suggestive antenatal
markers [24].

The diagnosis is most often made at birth or in early childhood by observing the
classic association of post-natal growth retardation, characteristic facial dysmorphism,
broad thumbs and halluces, and intellectual disability.

2.2. Facial Dysmorphism

The classical facial appearance in children associates microcephaly, bitemporal re-
traction, downslanted palpebral fissures, epicanthic folds, arched eyebrows with long
eyelashes, ptosis of the eyelids, strabismus, high arched palate, and low set and posteriorly
rotated ears. The most characteristic dysmorphic criterion is the pronounced appearance of
the nose, which has a broad root, with a long protruding septum and a long columella be-
low the alae nasi. Another evocative criterion is the very characteristic smiling aspect with
the closure of the palpebral fissures called “grimacing smile”, especially in the newborn.

This facial dysmorphism only becomes characteristic late in childhood. The facial
phenotype is evolutionary, and the appearance is different in the newborn, with more
often upslanting palpebral fissures, depression of the root of the nose with hypertelorism,
and microretrognathia. A capillary hemangioma is also often described. The typical facial
aspect is often obvious in adults. Less frequently, the facial phenotype may include a wide
anterior fontanel or delayed closure, frontal bumps, low implantation hairline, deviation
of the nasal septum, thin upper lip, small mouth, thin upper helix, or pits in the posterior
part of the helix [5,7,9,17,21,30-36] (Figure 1A).

2.3. Distal Limb and Skeletal Abnormalities

Abnormalities of the extremities are usually one of the most characteristic phenotypic
elements to evoke the diagnosis (Figure 1B).

Hands are described as short and broad with a characteristic massive thumb that may
be spatulated, short and stocky, flat and broad, or simply broad [5]. This thumb abnormality
is not constant but is found in between 69% to 97% of cases depending on the studies
and the gene involved. The radial deviation of the last phalanx of the thumb is also very
suggestive but found in a very heterogeneous way (2 to 88% of cases) [5,7,10,17,30,37,38].
Other hand anomalies include, with a decreasing frequency, large distal phalanges of
the other fingers, clinodactyly of the fifth fingers, persistent palmar pads of the distal
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phalanges, a single transverse palmar crease uni or bilateral, camptodactyly, and ulnar
deviation of the second or third fingers [7].

Feet features include an almost constant (between 87 and 100% of cases) very wide
hallux, in 11% of cases a duplication of the hallux can be seen on the radiographs, and
angulation of the last phalanx in varus (7%) or in valgus (17%) is described [5,7,17,30,37].
The other anomalies observed are flat feet, overlapping toes in half of the cases, widening
between the first two toes, and cutaneous syndactyly II-III of the toes. More rarely, clubfoot,
post-axial polydactyly, or agenesis of the distal phalanx of the hallux have also been
reported [5,7,10,17,30,37-41].

Numerous other skeletal anomalies have been described such as pectus excavatum,
costal agenesis, or cervical vertebral anomalies (C1-C2 instability, cervical vertebral fu-
sion) [42]. Hypotonia is frequent. Children may present with congenital or acquired
scoliosis, lordosis, or kyphosis [5,7,9,17,21].

2.4. Development and Behavior

Intellectual disability in patients with RSTS is almost constant but highly variable with
intelligence quotient (IQ) ranging from 25 to 79 [7,9]. Language delay is present in 90%
of cases [9]. A few individuals have no verbal language and use sign language or other
non-verbal language methods. An interesting and peculiar neurological aspect of RSTS
patients is that fluid reasoning is higher than the IQ showing a more flexible cognitive
ability in these individuals [43]. Patients with an EP300 mutation have an overall milder
intellectual disability or even normal intellectual efficiency compared to patients with a
CREBBP mutation [17,44]. The acquisition of walking is delayed, usually around the age of
2 to 3 years, due to constant hypotonia initially.

Behavioral symptomatology includes hyperactivity, noise intolerance, attention and
motor difficulties, idiosyncrasies, and maladaptive and unusual behaviors (primarily self-
injury) [9,45-47]. In addition, specific behaviors are frequently found combining attentional
difficulties, motor stereotypies, visio-spatial clumsiness, and visio-motor coordination diffi-
culties [48,49]. Children with RSTS are often described by their families as having sympa-
thetic and cheerful behavior. The behavioral phenotype is age-dependent and changes dur-
ing adolescence and into adulthood with the emergence of anxiety, obsessive-compulsive
disorder, mood instability, autism spectrum disorder, and auto and heteroaggressive be-
havior [50,51]. Taupiac et al. were able to define a specific developmental profile in which
expressive language emerged as a particularly impaired social-emotional ability and was
very strongly correlated with many other cognitive and social-emotional functions that
had a higher level of development [52].

2.5. Growth Retardation and Microcephaly

Children with RSTS most often progress with moderate growth retardation and
microcephaly. Intrauterine growth and birth measurements (weight, height, and occipital
frontal circumference (OFC)) appear classically around the 50th percentile. The average
weight, height, and OFC at birth are respectively 3.300 kg, 49.7 cm, and 34.2 cm for boys and
2.970 kg, 48.6 cm, and 32.2 cm for girls. A delay in bone age is often associated (74%) [31,34].
Microcephaly is a classic feature and is present in 35 to 94% of cases, depending on the
study [5,7,17,21,33,34]. There is also a risk of overweight or obesity appearing in childhood
in boys and at puberty in girls (Figure 1C). This risk appears to be higher in women since
the average adult weight is 61.43 4 14.89 kg with an average BMI of 26.64 + 5.5 kg/m?
compared to an average final weight in boys of 60.67 £ 13.63 kg with an average BMI of
21.90 + 3.45 kg/m? [31]. Based on these observations as well as the specificities of RSTS,
new specific growth curves were edited in 2014 for height, weight, OFC but also for body
mass index (BMI) [31].
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2.6. Additional Features

Less frequently, many other organ anomalies and malformations have been associated
with the syndrome (Figure 1C).

Nonspecific electroencephalogram (EEG) abnormalities are seen in 66-76% of cases,
but epileptic manifestations are very rare in patients with RSTS, ranging from almost
zero to 25% of cases depending on the study [5,7,53,54]. The most common features
found in brain magnetic resonance imaging (MRI) are dysmorphic aspects of the corpus
callosum (73.6%). Periventricular posterior white matter abnormalities (63%), dysmorphic
aspects of the cerebellar vermis (58%), and olfactory bulb hypoplasia or aplasia (32% of
cases) were also observed [43,53,55,56]. More rarely, Arnold Chiari malformation, pituitary
hypoplasia, or Dandy-Walker malformations have been reported [5,7,9,41,57-59]. Spinal
cord malformations have also been described (tethered spinal cord, lipoma, and spina
bifida) [7,60].

Of patients with RSTS, 24% to 58% have cardiac anomalies [5,7,9,17,21,37,61,62]. These
congenital heart defects range from simple defects (atrial septal defect, ventricular septal
defect, patent ductus arteriosus, coarctation of the aorta, aortic bicuspidism, tricuspid
atresia, and pulmonary atresia) with or without conduction abnormalities to complex
defects including pseudotruncus, left heart hypoplasia, dextrocardia, and single ventricle.
In terms of ENT, conductive and/or sensorineural hearing loss may occur in approximately
24% of cases. Recurrent acute otitis media occurs in 50% of cases and is more severe (with
risk of perforation) than in the general population [9].

Dental abnormalities are more commonly reported, affecting between 67% and 85.7%
of children with RSTS [7,37,38]. There is a significant rate of dental caries in these patients
(15-36%). Hypodontia (30%), supernumerary teeth (15%), and persistent milky teeth are
described. The most common abnormality found is the presence of talon cusps in 50-70%
of RSTS cases compared to approximately 2.5% in the general population representing a
diagnostic tool for the clinician [63].

Various ocular features (found in 65-80% of cases) are noticed, the most described
being strabismus and the associated risk of amblyopia (60-71%) and refractive anomalies
(41-56%). Congenital lacrimal anomalies in RSTS patients range from 10 to 37%. The
risk of glaucoma requires early ophthalmologic evaluation in the neonatal period. Other
abnormalities include ptosis (29-32%), uni or bilateral colobomas of iris, retina or optic
nerve (9-11%), Duane syndrome (8%), and cataract [64—67].

Feeding problems (71-88%) as well as gastroesophageal reflux disease and consti-
pation (40-74%) are common in young children [5,7,37,38,41,68]. More rarely, cases of
megacolon/Hirschsprung’s disease have been reported [57,69]. Cryptorchidism is de-
scribed in the vast majority of boys (78-100%) [7,9]. In girls, genital anomalies are only
sporadic cases [70-72].

According to the literature, 24—-66% of patients develop renal or urinary tract anoma-
lies. These include renal agenesis, renal or pyloric duplication, nephrotic syndrome,
hydronephrosis, or vesicoureteral reflux [5,8-10,17,21,37].

Keloid or hypertrophic scars have been described in approximately 10-24% of cases [17,73].
Other dermatological findings include supernumerary nipples in 15% of cases, ingrown
toenails or paronychia, and also hypertrichosis (75%) or glabellar hemangioma suggestive
in the first weeks of life [8].

Manifestations of immune dysfunctions, affecting mostly B cells are more frequent
than in the general population. Saettini et al. have reported on, a cohort of 97 RSTS patients,
72.1% of recurrent or severe infections, 12.3% of autoimmune/autoinflammatory complica-
tions, and 8.2% of lymphoproliferation. Syndromic immunodeficiency was diagnosed in
46.4% of patients [74].

To date, a total of 132 tumors have been reported in 115 individuals with RSTS [11].
These are primarily neural crest derived tumors (neuroblastoma, medulloblastoma, oligo-
dendroglioma, meningioma, pheochromocytoma, rhabdomyosarcoma, leiomyosarcoma,
seminoma, odontoma, choristoma, hepatoblastoma, and pilomatricoma). Cases of leukemia
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and non-Hodgkin’s lymphoma have been reported [75-80]. The incidence of malignancy
in RSTS patients was initially estimated to be between 3% and 10% [10]. A recent study of
the Dutch RSTS population found an increased risk to develop meningiomas (8.3%) and
pilomatricomas (17.6%) but an increased risk for malignant tumors could not be proven
without a clear genotype-phenotype correlation [11].

[A]

Figure 1. Physical features in RSTS patients. (A) Evolution of the phenotype from birth to adulthood.
The glabellar hemangioma classically disappears during childhood. The palpebral slits are more
oriented downward and outward. Nasal features are more obvious with a prominent nose and a
protruding columella. The characteristic grimacing smile with closure of the palpebral fissures and
bilateral and asymmetric ptosis of the eyelids can also be noted. The patient on the left was previously
reported at 2 months of age by Lacombe et al. [81]. The patients in the middle and on the right have
not been reported in any publication to date and were 4 and 33 years old, respectively, at the time of
description. (B) Distal limb abnormalities with broad thumbs and halluces. Characteristic aspect of
short, broad hands with broad thumbs with radial deviation and spatulate last phalanges; enlarged
halluces are a near-constant sign. (C) Additional classic features in RSTS. We can note the formation
of a keloid scar post-sternotomy for cardiac surgery; the highly arched palate with the presence of
talon cusps of the four upper incisors and the dental caries of the premolars; the hypertrichosis and
the risk of being overweight or obese during adolescence.

3. Genotype and Mutation Spectrum

Rubinstein-Taybi syndrome is inherited as an autosomal dominant trait. However, the
occurrence is sporadic in the large majority of cases (~99%), with mutation occurring de novo
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in the family. In most families, the index case is the only member with the disease. However,
cases of moderately affected relatives by somatic mosaicism have been reported [2,82-84]
up to familial forms transmitted by one affected parent [2,4,85-87], confirming the clinical
heterogeneity of the syndrome.

Historically, the location of the first gene involved in RSTS at 16p13.3 was identified by
Imaizumi et al. in 1991 [88,89] and confirmed in 1992 by the works of Lacombe et al. [81] and
Tommerup et al. [90]. Then, in 1995, Petrij et al. [12] identified this gene as CREBBP which
encodes the cAMP response element-binding protein (CREB) binding protein. Initially, this
protein was given this name because it was described as a partner of the CREB transcription
factor [91]. Ten years later, mutations were identified in a CREBBP paralog gene, EP300
as an alternative cause of RSTS [13]. EP300 encodes the p300 protein that was originally
described as a factor interacting with the EA1 protein of adenovirus type 5 [92,93].

The syndrome has been subdivided into type 1 associated with the CREBBP mutation
spectrum (RSTS1; OMIM #180849) and type 2 associated with the EP300 mutation spectrum
(RSTS2; OMIM #613684). The frequency of abnormalities in the responsible CREBBP gene
is approximately 55-75% of cases [2,12,13,37,65,94-99]. To date, 500 pathogenic variants
in this gene have been referenced as causing RSTS1 (55 of which are unpublished) based
on the HGMDPro variant and LOVD databases (analyzed on 27 April 2021) [100,101]
(Tables S1 and S3). The mutational spectrum includes 80.2% point mutations of which
55.2% are truncating mutations, 9.2% splicing mutations, and 16.8% missense mutations,
18.8% correspond to large rearrangements [100,101] (Figure 2A). There are no real hot spot
mutations in CREBBP with a mutational spectrum distributed along the 31 exons. However,
some recurrent mutations have been described and it is noted that about 52% of the
reported missense mutations are located in the lysine acetyltranferase (KAT domain) [99].
An exception to this is the presence of an unstable region of CREBBP located between
introns 1 and 2, characterized by a high frequency of repeated or palindromic sequences
resulting in recurrent rearrangements in this region [37,102-104]. The presence of these
heterozygous mutations or microrearrangements suggests a haploinsufficiency mechanism
leading to the developmental abnormalities observed in the syndrome.

Whole deletion

A. Whole deletion Other B. 2.5%

2.8% 1%

Splicing
51%

e

Splicing
9.2%

38.4%

CREBBP EP300

Figure 2. Mutation spectrum of CREBBP and EP300 in RSTS individuals referenced in the literature and HGMDPro variant
or LOVD databases [100,101]. (A) Repartition of all 500 pathogenic variants in CREBBP gene referenced as causing RSTS1
including 84 nonsense mutations, 192 frameshift mutations, 46 splicing mutations, 84 missense mutations, 75 intragenic
deletions, 14 deletions including the entire CREBBP gene, and 5 other abnormalities (2 intragenic duplications and
3 complex rearrangements). (B) Repartition of all 118 pathogenic variants in EP300 gene referenced as causing RSTS2
including 26 nonsense mutations, 56 frameshift mutations, 6 splicing mutations, 16 missense mutations, 11 intragenic
deletions, and 3 deletions encompassing the entire EP300 gene.
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Abnormalities in the EP300 gene are responsible for about 8-11% of cases [2,13,17-22,44,99,105-107].
To date, 118 pathogenic variants in this gene have been referenced as causing RSTS2 (eight
of which are unpublished) based on HGMDPro variant and LOVD databases (on 27 April
2021) [100,101] (Tables S2 and S3). The mutational spectrum includes 84.7% point mutations
of which 69.5% are truncating mutations, 5.1% splicing mutations, and 13.6% missense
mutations for 11.8% large rearrangements [100,101] (Figure 2B). Like CREBBP, there is no
hot spot mutation in EP300, with only four pathogenic variants referenced more than twice
in the databases: three in the catalytic domain and one in exon 2 [100,101]. In contrast,
almost all of the predicted pathogenic missense mutations of EP300-associated RSTS are
located in the KAT domain. Only three patients with RSTS have been reported in the
literature with a missense mutation in EP300 out of KAT domain. However, each of these
mutations was inherited from a healthy parent, making the pathogenic involvement of
these variants difficult.

CREBBP and EP300 contain 31 exons and span approximately 155 kilobases (kb) and
87 kb, respectively [18,107,108]. The CBP (or KAT3A) and p300 (or KAT3B) proteins are
paralogous transcriptional coactivators with intrinsic KAT activity. They are the only
two members of the KAT3 family due to their low sequence homology to other acetyl-
transferases in the human genome [109] (Figure 3). They share a similar structure with
different functional domains, including different types of protein—protein interaction mo-
tifs, and have high sequence identity (58% overall). On the N-terminal side, there is a
nuclear receptor interaction domain (NRID or RID), that can bind to PXXP motifs. There
are three cysteine-histidine-rich regions (C/HI1 to C/H3) involved in protein—protein in-
teractions. The C/H1 and C/H3 domains contain zinc finger transcriptional adapters
(TAZ1 and TAZ2), and the C/H3 domain also contains a ZZ zinc finger domain and in-
teracts with the EA1 oncoprotein. C/H2 contains a homeodomain (PHD). The catalytic
domain has been highly conserved during evolution with 86% of similarity between CBP
and p300. It includes a KAT domain and flanking regions (Bromodomain, C/H2, and
C/H3 regions) [110,111]. Other non-catalytic domains show a high sequence similarity.
The KIX domain allows the interaction of CREB, specifically at phosphorylated residue
133 (Ser133) of the CREB protein, with other transcription factors, and finally, a bromod-
omain (BD) links acetylated lysines [112]. On the C-terminal side of p300/CBP, there is
an interferon-binding transactivation domain (IBiD), which contains a nuclear binding
coactivator domain (NCBD) and a glutamine-rich domain, followed by a proline-containing
PxP motif [113,114] (Figure 3).

58% sequence similarity

CBP

[ G0 1

P300 o

1103-  1273-
1318 1342-1640 1701-1846 2058-2116 2442

347-433 587-666 1175
1l | [ 1
o

— N

x g KAT N B

2 < <] NE <
L L Iy | | L | L I
331-417 566-645 1067- 1237- 1306-1609 1664-1809 2043-2099 2414

1139 1282

86% sequence similarity

Catalytic domain

Figure 3. Structure of CBP and p300. The CBP protein is composed of 2442 amino acids (AA) and has a molecular weight of

approximately 265 kDa. The p300 protein is composed of 2414 AA and has a molecular weight of approximately 265 kDa.

These two proteins present 58% of sequence similarity within their domains. The different domains are represented and

correspond to an N-terminal nuclear receptor interaction domain (NRID or RID), three cysteine-histidine rich regions (C/H1

and C/H3 domains contain zinc finger transcriptional adapters (TAZ1 and TAZ2), and C/H2 contains a homeodomain

(PHD)), a KIX domain, a Bromodomain, a Lysine acetyltransferase domain (KAT) and an interferon-binding transactivation

domain (IBiD). The position of the different domains is indicated relative to the position in the amino acid sequence. The

catalytic domain has been highly conserved during evolution with 86% of similarity between CBP and p300 including the

KAT domain and flanking regions.
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These two proteins are able to interact with the basic transcription factors, TATA-
binding protein (TBP) and TFIIB, and can form a complex with RNApollI [114-116]. These
interactions allow KAT3 enzymes to play a crucial role in transcription initiation. They
are also cofactors for oncoproteins, for viral protein processing (e.g., E1A), or for tumor
suppressor proteins (e.g., p53 or BRCA1) [117]. Thus, CBP and p300 promote transcription
in two ways: on one hand, they act as a bridge, linking transcription factors binding DNA
to the transcription machinery, and on the other hand, by acetylation of histones, they create
a chromatin environment favoring gene expression (Figure 4). This histone acetylation will
play a key role in transcriptional activation by two distinct molecular mechanisms. Firstly,
acetylation will partially neutralize the positive charge of histones, which will weaken their
interaction with DNA. This will allow the opening of the chromatin structure and thus
facilitate the access of transcription factors to their recognition elements [118]. Secondly,
acetylated lysines can create a specific signal for regulatory factors or chromatin remodeling
complexes to target a specific region. In contrast, histone deacetylation mediated by
histone deacetylase (HDAC) will be associated with the repression of gene expression [119].
Apart from transcription, p300 and CBP act indirectly in other nuclear processes through
their interaction with several proteins (which they often acetylate) involved in DNA
replication and repair [120,121]. They have also been implicated in the regulation of cell
cycle progression through interactions with cyclin E and cyclin-dependent kinase 260, as
well as in intranuclear transport through acetylation of importin-« [122].

Pol Il
complex

— O

Figure 4. Functions of CBP/p300 as scaffold, bridge, and lysine acetyl transferase (KAT) activity. CBP and p300 act as
transcriptional co-activators of target genes by different mechanisms: (1) Scaffolding function allowing the recruitment of
transcription factors (TF) and in particular CREB; (2) Binding function by facilitating the physical and functional interactions
of TFs; (3) KAT function by catalyzing the transfer of acetyl groups on lysine residues of both histone tails and non-histone
proteins such as the RNApolllcomplex and TFs. TBP: TATA binding protein; TF: transcription factor; Ac: acetyl group.

4. Phenotype-Genotype Correlations

Early studies of phenotype-genotype correlations, prior to the discovery of the in-
volvement of the EP300 gene, initially compared CREBBP-mutated patients to patients
with a clinical diagnosis without mutations identified in CREBBP [38,96,123,124]. The
comparison of groups with and without identified mutations, across all these studies, did
not reveal significant differences in phenotypic aspects, level of psychomotor or intellectual
development, prevalence of organ malformations, or tumor predisposition.

Subsequently, the description of patients with EP300 mutation allowed comparisons
between RTS1-related CREBBP and RSTS2-related EP300 patients. These studies have
shown that the phenotype of EP300 mutation carriers is similar to those of CREBBP but in a
milder form [18-20,22,105-107,125]. More recent studies on larger cohorts have confirmed
these results by refining the phenotypic aspects. The facial appearance is less marked
except for the protruding columella which appears equally frequent in both populations.
Extremity anomalies are similar to those seen in CREBBP-mutated patients but are less
frequent. The exception to this is the absence of radial deviation of the thumb in almost
all EP300-mutated patients [17,21,44]. Similarly, all degrees of intellectual deficits are
observed but in general, the cognitive level is higher in EP300-mutated patients. Notably,
microcephaly is significantly more observed in EP300-mutated patients (83-86% of cases)
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compared to CREBBP-mutated patients (54% of cases). There was no significant difference
in the existence of organ malformations between the two groups of patients [17,21,44].
Several studies have reported a higher rate of intra uterine growth retardation (IUGR) as
well as cases of pre-eclampsia and gestational hypertension in pregnancies of children
carrying a mutation in EP300 [18-20]. The works of Fergelot et al. and Cohen et al.
tends to confirm this observation, since 42% to 50% of patients with EP300 mutations
developed IUGR, compared to 25% of the CREBBP cohort [17,21]. Furthermore, in the
general population, the rate of preeclampsia during pregnancy is estimated to be between
5% and 8% [23] compared with 23% to 33% of EP300 cases and 3% of CREBBP cases.
The main clinical findings and their frequency in RSTS1 individuals compared to RSTS2
individuals are summarized in Table 1.

Table 1. Summary of the main phenotypic features in RSTS individuals carrying a CREBBP mutation compared to RSTS

individuals with an EP300 mutation reported in the literature. According to Fergelot et al., Yu et al., Pérez-Grijalba et al.,
Cross et al., and Cohen et al. [17,21,37,99,126].

Phenotypic Features CREBBP (n = 422) EP300 (n =74)
Percentage Number Percentage Number
Intrauterine growth retardation 25 55/220 43.1 25/58
Preeclampsia 3.4 2/59 25 16/64
Postnatal growth retardation 62.3 203/326 59.7 43/72
Microcephaly 52.7 129/245 824 61/74
Hypertrichosis 76.4 123/161 47 .4 27/57
Facial dysmorphism
Arched eyebrows 85.6 119/139 65.6 42/64
Long eyelashes 88.6 109/123 83.6 51/61
Downslanted palpebral fissures 81.1 258/318 51.6 33/64
Beaked nose 81.7 272/333 37.5 24/64
Columella below alae nasi 87.4 228/261 82.8 53/64
Highly arched palate 79.8 197 /247 56.1 32/57
Micrognathia 64.2 149/232 40.6 26/64
Grimacing smile 94.9 112/118 36.8 21/57
Low-set ears 51.1 112/219 23.4 15/64
Broad thumbs/halluces 92.3 373/404 59.5 44/74
Angulated thumbs 56.4 184/326 4.8 3/63
Intellectual disability 82.2 287/349 84.9 62/73
Severe 35.9 33/92 7.3 3/41
Moderate 47.8 44/92 26.8 11/41
Mild 14.1 13/92 65.9 27/41
Autism/Behavioral problems 494 78/158 21.3 13/61
Cardiovascular anomalies 34.5 99/287 29 20/69
Urinary tract anomalies 37.4 61/163 26.3 15/57

A correlation between the severity of the phenotype and the presence of large exonic
deletions or alterations in function-relevant protein domains or leading to a truncated
protein before the KAT domain has been initially suggested [38,123,127]. Thanks to recent
studies, no significant phenotype/genotype correlation could be shown between the
phenotype and the mutation type and location or deletion size for either CREBBP or EP300
genes in RSTS patients [17,37,99,104].
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However, a new clinical entity has recently emerged with the identification of missense
mutations between the end of exon 30 and the beginning of exon 31 of CREBBP and EP300
related non-RSTS phenotype, referred to as Menke-Hennekam syndrome (MKHK, OMIM
#618332) [128-130]. Patients present a different syndrome which is not RSTS with severe
developmental delay, microcephaly, telecanthus, short upturned palpebral fissures, ptosis,
depressed nasal bridge, short nose, short columella, anteverted nares, long deep philtrum,
low-set ears with a protruding upper part, and fibular deviation of the distal phalanx.
These missense variants are located at the ZNF2 (zinc finger, ZZ type) and ZNF3 (zinc
finger, TAZ type) domains, which contain cysteine residues important for Zn2+ binding.
These domains are involved in stabilizing a helical fold that provides binding interactions
with many transcriptional regulatory proteins [131,132]. These data suggest that this group
of mutations specifically affects the binding properties of the two zinc finger domains to
different CREBBP partners by affecting their own folding.

5. Epigenetic Regulation and Cognitive Function in RSTS

Epigenetic mechanisms include a wide range of dynamic processes known to control
nuclear functions (transcription, replication, repair, splicing) by orchestrating, at least
in part, DNA access to regulatory complexes in a tissue-specific manner. The underly-
ing molecular mechanisms include post-translational modifications of histones, covalent
modifications of the DNA itself, and multiple “chromatin remodeling” activities, forming
specific combinations of epigenetic marks that define the functional regions of the genome
(active/silent promoter, enhancer, barrier elements, etc.) [133]. Histone acetylation is one
of the key mechanisms for the global and local control of chromatin structure. In order to
understand the phenotypic specificities and elucidate mechanistic insights on cognitive
impairment of RSTS patients, different strains of CBP and p300-deficient mice were gen-
erated and summarized in this review [14]. More recently, Alari et al. have established
iPSC-derived neurons (i-neurons) from peripheral blood samples of three CREBBP- and
two EP300-mutated patients compared to four unaffected controls [134,135].

5.1. Syndromic Manifestations in the Mouse Model

Heterozygous mice (Cbp*/~ and p300*/~) reproduce some craniofacial aspects as-
sociated with RSTS (prominent forehead, blunt nose, and wide anterior fontanel), but
large thumbs and hallux, diagnostic criteria for RSTS, are apparently not reproduced in
mice [136,137].

In addition to skeletal abnormalities, heterozygous mutants also exhibit growth re-
tardation [136-139], increased insulin sensitivity [140], cardiac malformations [136], and
disorders of hematopoiesis with a tendency to develop hematologic malignancies [137],
consistent with the tumor suppressor role of the KAT3 proteins [141] as well as the increased
risk of cancer observed in RSTS patients [11].

5.2. Histone Acetylation Modifications and Memory Development

In vertebrates and invertebrates, histone acetylation modifications in the neuron
nucleus have been associated with memory acquisition. Experiments in mouse models
have shown that several nucleosome positions are acetylated during learning tasks. These
marks are associated with specific stages of memory development and have been detected
in the chromatin of neuronal cells. For example, H3 acetylation increases rapidly in the
hippocampus and lateral amygdala after contextual fear conditioning [142,143], while
spatial memory acquisition (in a water maze) is associated with H2B and H4 acetylation
in the hippocampus [144]. On the other hand, some rodent studies have shown that
acetylation changes may be restricted to the promoters of genes known to be involved in
memory formation, such as that encoding the neurotrophin BDNF (involved in synaptic
plasticity and long-term memory maintenance). For example, histone H3 is hyperacetylated
at the promoter of the BDNF gene during the retrieval of conditioned fear memory, this
hyperacetylation being necessary for memory reconsolidation [145]; whereas the extinction
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of this conditioned fear memory is associated with hyperacetylation of H4 in the same
promoter in neurons of the prefrontal cortex [146]. These data indicate that histones may
be differentially acetylated during memory formation.

Histone acetylation is mediated by lysine KAT activity and is generally associated with
gene activation, whereas histone deacetylation, mediated by HDAC, has been associated
with repression of gene activity [119]. Thus, KAT and HDAC proteins play a key role in
memory development. These proteins are ubiquitously expressed, but some are particularly
expressed in brain areas involved in learning and memory, such as the hippocampus or the
prefrontal cortex [147]. This is particularly the case for proteins of the KAT3 family (CBP
and p300) and KAT2B (also named p300/CBP-associated factor, PCAF) [148,149].

5.3. Role of KAT3 Proteins in Neurodevelopment and Cognitive Impairment

CBP and p300 play a crucial role during development by controlling the proliferation
and differentiation of different cell lines, including those of the nervous system [150]. In
mammals, both proteins are initially required for neural tube closure at the embryonic
stage. Homozygous mice Cbp~/~ or p300~/~ null alleles die early during embryonic
development. Death can occur by exencephaly or by vascular or cardiac malformation. In
addition, heterozygous Cbp” ~ and p300+/ ~ double mutations are also lethal [136,139,151].
Notably, loss of function of one of the two proteins in heterozygous mice is compensated
by overexpression of the other in later stages of development [138,152,153]. This indicates
that these two proteins play redundant roles during early development and that some level
of CPB and p300 activity is essential during embryonic development.

Different mouse models [14] were also examined for numerous learning and memory
exercises. These experiments revealed impairments in associative memory (conditioned
fear or avoidance tasks), episodic memory (object recognition task), and spatial memory
(Morris water maze task) as well as in other behavioral aspects related to intellectual dis-
ability [154]. Overall, studies have highlighted the importance of CBP and p300 functions
in processes related to neural plasticity, including learning and memory [112]. In particular,
experiments have been conducted in transgenic mice with regulatable expression of a
dominant-negative variant of CREBBP with a mutated KAT domain (Cbp {HAT ™} mice).
The results suggested that intact KAT activity in the adult prosencephalon was required
for the consolidation of some forms of memory [155].

Most CBP mutant strains showed specific deficits in long-term memory but no impact
on short-term memory, suggesting a role of the CBP protein in memory consolidation.
However, in 2010 Chen et al. studied conditional knock-out (cKO) mice in which CBP
was completely inactivated in excitatory neurons in the postnatal forebrain and showed
deficits in both long-term and short-term memory [152]. This suggests a role for CBP in
both memory storage but also in memory encoding. However, these results are tempered
by the fact that this effect on short-term memory has not been replicated in subsequent
studies using the same cKO mouse model [153,156]. In addition to memory deficits, several
strains with a deficient CBP protein, including Cbp*/~ heterozygous mice and Chp<X/KIX
homozygous knock-in (KI) mice, carrying a point mutation in the KIX domain blocking the
CBP-CREB interaction, had motor coordination disorders [157,158]. This may be similar to
the locomotor and coordination impairments observed in patients with RSTS.

In the cellular model, RSTS neurons are able to generate action potentials but are
hypoexcitable with an altered morphology showing reduced average branch length and
increased branch number. An interesting fact is that the i-neurons carrying a missense
mutation causing a defective KAT activity did not show any morphological alteration but
intrinsic hypoexcitable features suggesting that mutant CBP protein causes impairment
at a later stage of differentiation [134]. Transcriptomic analysis on these RSTS i-neurons
revealed two levels of dysregulation during neuronal differentiation. The first concerns
“active” gene modulation associated with aberrant upregulation of genes involved in
neural migration and axonal and dendritic targeting and downregulation of RNA and
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DNA metabolic genes. The second relates to a “passive” gene modulation by deregulation
of some genes involved in synaptic integration compared to controls [135].

All these data could reveal neuronal biomarkers allowing a better understanding of
the cognitive deficit and behavioral disorder of RSTS patients.

5.4. RSTS and Related Chromatinopathies

Among rare diseases, genetic neurodevelopmental disorders represent a real diagnos-
tic and therapeutic challenge. More than 10% of them are directly linked to the epigenetic
machinery. Thanks to the advent of high-throughput sequencing techniques, significant
progress has been made in the discovery of Mendelian disorders and genes related to
the epigenetic machinery. To date, 82 human conditions resulting from mutations in
70 genes encoding chromatin-modifying enzymes have been identified and listed [15].
These genes encode “writers” (responsible for establishing a mark on either DNA or hi-
stone tail), “erasers” (removal or modification of written marks), “readers” (mediate the
interaction of the mark with a protein complex to enhance transcription), or “remodelers”
(alter the accessibility of chromatin through ATP-dependent sliding of nucleosomes along
DNA). Such disorders, affecting the structure of chromatin genome-wide, are called “chro-
matinopathies” and show broad phenotypic overlaps suggesting that common networks
may be affected.

As previously discussed, histone acetylation is one of the key mechanisms of the
epigenetic machinery and RSTS represents a model of a neurodevelopmental disorder with
an epigenetic origin. RSTS share clinical overlap with other chromatinopathies, particularly
with other disorders caused by aberrant histone acetylation such as Floating Harbor syn-
drome (FLHS, OMIM #136140) (mutations in the SRCAP gene encoding an SNF2-related
chromatin remodeler, coactivator of CBP-mediated transcription), Genitopatellar (GTPTS,
OMIM #606170) and Bieseker-Young-Simpson (SBBYSS #603736) syndromes (mutations
in KAT6B gene encoding the Lysine acetyltransferase 6B, part of the H3 acetyltransferase
complex). Gabrielle-De Vries syndrome (GADEVS, OMIM #617557) (mutations of YY1
gene) has been also associated. GADEVS is not per se a chromatinopathy but YY1 acts
indirectly on epigenetic machinery as a key partner encoding transcriptional regulator in-
teracting with CBP/p300) [159]. More recently, Negri et al. and Di Fede et al. have reported
10 cases with an initial clinical diagnosis of RSTS and CREBBP/EP300 mutations negative
carrying causal variants in three genes encoding members of epigenetic machinery but
with other chromatin-modifying enzymatic mechanisms: ASXL1 (two patients), KMT2A
(seven patients) and KMT2D (one patient) [160,161]. ASXL1I is a reader and is responsi-
ble for Bohring-Opitz syndrome (BOPS, OMIM #605039) and KMT2A et KMT2D (lysine
methyltransferase 2A and 2D) are writers just like CREBBP et EP300 and are responsible for
Wiedemann-Steiner (WDSTS, OMIM #605130) and Kabuki (KS, OMIM #147920, #300867)
syndromes respectively.

Woods et al. and Cucco et al. have identified EP300 mutation in two patients with
an initial diagnosis of Cornelia de Lange syndrome (CdLS, OMIM #122470, #300590,
#610759, #614701, #300882, #608749) [162,163]. To date, six genes were implicated in
the CdLS (NIPBL, SMC1A, SMC3, RAD21, HDACS8, and BRD4) and all of them encode
proteins linked to the Cohesin complex [164,165] involved in chromatin organization and
transcriptional regulation.

This great clinical overlap between the different chromatinopathies can be explained
by the fact that genetic mutations within one of the components of this epigenetic machinery
will modify the equilibrium between the opening and closing of the chromatin. The delicate
balance between writers and erasers is thus disturbed and the modulations of the different
histone marks on target genes within this interconnected network will lead to the different
pathologies [166]. Many patients display typical clinical diagnoses such as an unidentified
genetic cause or with a Variant of Unknown Significance (VUS). Others may have an
atypical phenotype for which screening for genetic variants is difficult to guide.
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The definition of epigenetic signatures opens new avenues for accurate diagnosis and
clinical assessment in individuals affected by these disorders. In 2020, Aref-Eshghi et al.
have evaluated DNA methylation episignatures in 42 Mendelian neurodevelopmental
disorders [167]. These pathologies were selected a priori on the basis of the involvement of
their associated genes in the epigenetic machinery and chromatin remodeling [168]. They
identified 34 episignatures, including a specific RSTS signature associated with probes
differentially methylated between patients and controls. This specific episignature helped
to reclassify two patients with an uncertain diagnosis of RSTS. The first one had an RSTS
phenotype but no pathogenic alteration in CREBBP or EP300. For the second, carrying a de
novo VUS in EP300 (c.92C > T; p.(Ile31Thr)), the RSTS diagnosis was discarded based on a
methylation profile identical to the control group. These results need to be replicated on
a larger cohort, especially to try to identify a subsignature to differentiate RSTS1-related
CREBBP patients and RSTS2-related EP300 patients.

6. Therapeutic Approaches

The reversible character of epigenetic marks brings real perspectives for the treatment
of disorders of the epigenetic machinery, especially for intellectual disabilities.

As previously mentioned, an acetyl transferase deficiency can be compensated by the
inhibition of HDAC proteins. The therapeutic approach by HDAC inhibitors (HDACj)
appears, therefore, particularly interesting in RSTS (Figure 5). The HDACi belong to
different pharmacological classes: hydroxamic acids (suberoylanilide hydroxamic acid
(SAHA) and trichostatin A (TSA)), benzamides (tiapride or Tiapridal®), and carboxylic
acids (sodium butyrate (NaB), phenylbutyrate and sodium valproate) [169,170]. Numerous
studies have shown the involvement of these treatments in memory formation and the
stabilization of certain hippocampal tasks such as the conditioned fear reflex or object
recognition [142,146,171].

HDAC
inhibitors

Transcriptional ivation ipti i
anscriptional activatio HDAC Transcriptional repression

.
4—

Figure 5. Therapeutic approach by HDAC inhibitors (HDACi). The action of the KAT proteins is antagonized by HDAC
proteins allowing a dynamic regulation of the chromatin structure and the gene expression. Acetyl transferase deficiency
can be compensated by HDAC inhibitors. HDACi tested in different RSTS mouse and in lymphoblastoid cell lines derived
from RSTS patients rescue deficits in histone acetylation, particularly in H2A and H2B. HDACi represent a therapeutic

option for improving intellectual efficiency in RSTS patients but have to be evaluated in clinical trials.

Regarding the RSTS, HDACi were tested in different mouse models: the haploinsuf-
ficient Cbp*/~ heterozygous mice [158], the Chp**/KX homozygous KI mice, carrying a
triple-point mutation in the KIX domain blocking the CBP-CREB interaction [155], the Cbp
{HAT™} transgenic mice, in which the catalytic KAT domain has been rendered nonfunc-
tional [172], and two models of cKO mice [152,156]. Intracerebroventricular injection of
SAHA in Cpb*/~ mice both reversed H2B hypoacetylation in hippocampal area CA1 and
restored cognitive functions assessed by contextual fear conditioning [158]. Injections of
TSA restored object memory deficits in Cbp {HAT ™} mice in association with increased
H3 [172]. In addition, NaB injections improved object recognition memory in Chp<X/KIX
mice [173]. In contrast, in cKO mice, TSA administration failed to modulate learning
and memory in mice in which CBP is completely inactivated in excitatory neurons of the
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postnatal forebrain [152] and NaB injections failed to restore the memory deficits induced
by the focal deletion of CBP in the CA1 area of the hippocampus [156].

More recently, Babu et al. developed an EP300 KO zebrafish model. This model causes
severe defects reminiscent of RSTS such as smaller craniofacial structure, smaller eyes,
shortened jaw, and reduced pectoral fins compared to controls. They performed a chemical
screen and identified two lysine transferase inhibitors: HDACi III, an amide analog of TSA,
and CHIC35, an inhibitor of SIRT1 lysine deacetylases. These compounds can partially
correct craniofacial and pectoral fin cartilage defects in the RSTS model. These results open
new therapeutic avenues for chromatinopathies [174].

In humans, data on the use of epidrugs are sparse. Lopez-Atalaya et al. showed that
deficits in the levels of histone H2A and H2B acetylation in lymphoblastoid cell lines de-
rived from two RSTS1-related CREBBP patients were rescued by treatment with TSA [175].
Furthermore, Parodi et al. very recently reviewed the overlap between chromatinopathies
and fetal valproate syndrome, highlighting valproic acid as a promising therapeutic ap-
proach for RSTS [176]. However, these results should be confirmed in a therapeutic trial
with a large cohort of patients as HDACi represent a therapeutic option for RSTS patients.

7. Conclusions and Perspectives

New generation sequencing techniques have improved the understanding of the
genetic heterogeneity of the syndrome but also widened the phenotypic spectrum of RSTS
by encompassing the broader field of chromatinopathies rendering phenotype/genotype
correlations more complex (Figure 6). The emergence of multi-omics approaches, the
integration of transcriptomic data coupled to DNA and histone modification profiles,
and the development of patient-derived cellular models will likely contribute to a better
definition of a specific epigenetic signature to the syndrome.

Non-syndromic ID

Other phenotypes RSTS phenotype

Other syndromes Somewhat typical | Typical
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Figure 6. RSTS phenotypic overlap. Next-generation sequencing techniques have increased the number of genomic

alterations identified and associated with RSTS phenotype and the phenotypic spectrum leading to complex pheno-

type/genotype correlations. CREBBP-mutated individuals present for the majority, a typical clinical diagnosis of RSTS, but

the identification of missense mutations in exons 30 and 31 of the gene in patients with non-RSTS phenotype led to the

definition of a new clinical entity: the Menke-Hennekam syndrome. EP300-mutated individuals display a wide clinical

spectrum ranging from typical but milder RSTS phenotype to non-syndromic intellectual disability (ID), encompassing

the phenotype of other chromatinopathies such as Cornelia de Lange syndrome. More recently, genes involved in others
chromatinopathies (ASXL1 for Bohring-Opitz syndrome, KMT2A for Wiedemann-Steiner syndrome, and KMT2D for Kabuki
syndrome) have been identified in individuals with an RSTS phenotype but in the absence of CREBBP/EP300 mutation. The
definition of a specific epigenetic signature might reduce diagnostic deadlocks and open new therapeutic strategies.

Indeed, less data are available on histone acetylation marks and their targets in RSTS.
This is partly due to the fact that current mapping is focused on a limited number of
marks on H3 and H4 and in particular H3K27ac and H3K9ac. However, recent work by
Weinert et al. on the acetylome of RSTS mouse models showed that H2B was a major
target of CBP/p300 [177]. These results corroborate the results of Lopez-Atalaya et al. on
lymphoblastoid cell lines derived from RSTS patients, showing a global hypoacetylation
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of H2A and H2B compared to controls [175]. These individual signatures will serve
as the basis for the implementation of new multi-omics diagnostic tools for RSTS but
will also be applicable to other chromatinopathies and, in the longer term, for rational
therapeutic design.

Supplementary Materials: The following are available online at https://www.mdpi.com/article/10
.3390/genes12070968/s1, Table S1: All 445 CREBBP mutations causing Rubinstein-Taybi syndrome
type 1 listed in HGMDPro variant database [102] and reported in the literature (called the 27 April
2021); Table S2: All 110 EP300 mutations causing Rubinstein-Taybi syndrome type 2 listed in HGMD-
Pro variant database [100] and reported in the literature (called the 27 April 2021) and Table S3: All
45 CREBBP and 8 EP300 unpublished mutations causing Rubinstein-Taybi syndrome type 1 and type
2 respectively, listed in LOVD database [101] (called the 27 April 2021).

Author Contributions: All authors have substantially contributed to the work reported. Individual
author contributions were as follows: Conceptualization: J.V.G. and D.L.; validation: EM., P.F. and
D.L.; data curation: ].V.G. and P.F.; writing—original draft preparation: J.V.G.; writing—review and
editing: ].V.G., EM,, PF. and D.L.; supervision: EM.; project administration: D.L. All authors have
read and agreed to the published version of the manuscript.

Funding: This research received no external funding.
Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Written informed consent was obtained from the patients to publish
this paper.

Acknowledgments: We thank the families and the French support group (www.afsrt.com, accessed
on 27 April 2021) for the pictures of RSTS patients and the Rubinstein-Taybi Syndrome Foundation,
and the University Hospital of Bordeaux and Agence de la Biomédecine for financial support. All the
figures were created with BioRender.

Conflicts of Interest: The authors declare no conflict of interest.

References

10.

11.

12.

13.

Hennekam, R.C.M. Rubinstein-Taybi Syndrome. Eur. . Hum. Genet. 2006, 14, 981-985. [CrossRef] [PubMed]

Bartsch, O.; Kress, W.; Kempf, O.; Lechno, S.; Haaf, T.; Zechner, U. Inheritance and Variable Expression in Rubinstein-Taybi
Syndrome. Am. ]. Med. Genet. A 2010, 152A, 2254-2261. [CrossRef] [PubMed]

Lopez, M.; Seidel, V.; Santibanez, P.; Cervera-Acedo, C.; Castro, P.C.; Dominguez-Garrido, E. First Case Report of Inherited
Rubinstein-Taybi Syndrome Associated with a Novel EP300 Variant. BMIC Med. Genet. 2016, 17, 1-5. [CrossRef] [PubMed]
Hennekam, R.C.; Lommen, EJ.; Strengers, J.L.; van Spijker, H.G.; Jansen-Kokx, T.M. Rubinstein-Taybi Syndrome in a Mother and
Son. Eur. J. Pediatr. 1989, 148, 439-441. [CrossRef]

Rubinstein, ].H. Broad Thumb-Hallux (Rubinstein-Taybi) Syndrome 1957-1988. Am. ]. Med. Genet. 1990, 37, 3-16. [CrossRef]
Rubinstein, J.H.; Taybi, H. Broad Thumbs and Toes and Facial Abnormalities. A Possible Mental Retardation Syndrome. Am. J.
Dis. Child. 1963, 105, 588-608. [CrossRef]

Hennekam, R.C.M.; van den Boogaard, M.-].; Sibbles, B.].; van Spijker, H.G. Rubinstein-Taybi Syndrome in the Netherlands. Am.
J. Med. Genet. 1990, 37, 17-29. [CrossRef]

Wiley, S.; Swayne, S.; Rubinstein, ].H.; Lanphear, N.E.; Stevens, C.A. Rubinstein-Taybi Syndrome Medical Guidelines. Am. J. Med.
Genet. A 2003, 119A, 101-110. [CrossRef]

Stevens, C.A.; Carey, ].C.; Blackburn, B.L. Rubinstein-Taybi Syndrome: A Natural History Study. Am. ]. Med. Genet. A 1990, 37,
30-37. [CrossRef]

Milani, D.; Manzoni, E; Pezzani, L.; Ajmone, P.; Gervasini, C.; Menni, F; Esposito, S. Rubinstein-Taybi Syndrome: Clinical
Features, Genetic Basis, Diagnosis, and Management. Ital. J. Pediatr. 2015, 41, 4. [CrossRef]

Boot, M.V.; van Belzen, M.J.; Overbeek, L.I; Hijmering, N.; Mendeville, M.; Waisfisz, Q.; Wesseling, P.; Hennekam, R.C.; de Jong,
D. Benign and Malignant Tumors in Rubinstein-Taybi Syndrome. Am. . Med. Genet. A 2018, 176, 597-608. [CrossRef]

Petrif, F.; Giles, R.H.; Dauwerse, H.G.; Saris, ].].; Hennekam, R.C.M.; Masuno, M.; Tommerup, N.; van Ommen, G.-].B.; Goodman,
R.H.; Peters, D.].M.; et al. Rubinstein-Taybi Syndrome Caused by Mutations in the Transcriptional Co-Activator CBP. Nature 1995,
376, 348-351. [CrossRef]

Roelfsema, ].H.; White, S.J.; Ariytirek, Y.; Bartholdi, D.; Niedrist, D.; Papadia, F.; Bacino, C.A.; den Dunnen, J.T.; van Ommen,
G.-].B,; Breuning, M.H.; et al. Genetic Heterogeneity in Rubinstein-Taybi Syndrome: Mutations in Both the CBP and EP300 Genes
Cause Disease. Am. |. Hum. Genet. 2005, 76, 572-580. [CrossRef]


https://www.mdpi.com/article/10.3390/genes12070968/s1
https://www.mdpi.com/article/10.3390/genes12070968/s1
www.afsrt.com
http://doi.org/10.1038/sj.ejhg.5201594
http://www.ncbi.nlm.nih.gov/pubmed/16868563
http://doi.org/10.1002/ajmg.a.33598
http://www.ncbi.nlm.nih.gov/pubmed/20684013
http://doi.org/10.1186/s12881-016-0361-8
http://www.ncbi.nlm.nih.gov/pubmed/27964710
http://doi.org/10.1007/BF00595907
http://doi.org/10.1002/ajmg.1320370603
http://doi.org/10.1001/archpedi.1963.02080040590010
http://doi.org/10.1002/ajmg.1320370604
http://doi.org/10.1002/ajmg.a.10009
http://doi.org/10.1002/ajmg.1320370605
http://doi.org/10.1186/s13052-015-0110-1
http://doi.org/10.1002/ajmg.a.38603
http://doi.org/10.1038/376348a0
http://doi.org/10.1086/429130

Genes 2021, 12, 968 16 of 22

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

Lopez-Atalaya, ].P,; Valor, L.M.; Barco, A. Chapter—Epigenetic Factors in Intellectual Disability: The Rubinstein-Taybi Syndrome
as a Paradigm of Neurodevelopmental Disorder with Epigenetic Origin. In Progress in Molecular Biology and Translational Science;
Epigenetics and Neuroplasticity—Evidence and Debate; Lubin, F., Akbarian, S., Eds.; Academic Press: Cambridge, MA, USA,
2014; Volume 128, pp. 139-176.

Fahrner, J.A.; Bjornsson, H.T. Mendelian Disorders of the Epigenetic Machinery: Postnatal Malleability and Therapeutic Prospects.
Hum. Mol. Genet. 2019, 28, R254-R264. [CrossRef]

Michail, J.; Matsoukas, J.; Theodorou, S. Arched, clubbed thumb in strong abduction-extension & other concomitant symptoms.
Rev. Chir. Orthopédique Réparatrice Appar. Mot. 1957, 43, 142-146.

Fergelot, P.; van Belzen, M.; van Gils, J.; Afenjar, A.; Armour, C.M.; Arveiler, B.; Beets, L.; Burglen, L.; Busa, T.; Collet, M.; et al.
Phenotype and Genotype in 52 Patients with Rubinstein-Taybi Syndrome Caused by EP300 Mutations. Am. |. Med. Genet. A 2016,
170, 3069-3082. [CrossRef]

Bartholdi, D.; Roelfsema, J.H.; Papadia, F.; Breuning, M.H.; Niedrist, D.; Hennekam, R.C.; Schinzel, A.; Peters, D.].M. Genetic
Heterogeneity in Rubinstein-Taybi Syndrome: Delineation of the Phenotype of the First Patients Carrying Mutations in EP300. J.
Med. Genet. 2007, 44, 327-333. [CrossRef]

Foley, P.; Bunyan, D.; Stratton, J.; Dillon, M.; Lynch, S.A. Further Case of Rubinstein-Taybi Syndrome Due to a Deletion in EP300.
Am. ]. Med. Genet. A 2009, 149A, 997-1000. [CrossRef]

Negri, G.; Milani, D.; Colapietro, P.; Forzano, F.; Della Monica, M.; Rusconi, D.; Consonni, L.; Caffi, L.G.; Finelli, P,; Scarano, G.;
et al. Clinical and Molecular Characterization of Rubinstein-Taybi Syndrome Patients Carrying Distinct Novel Mutations of the
EP300 Gene. Clin. Genet. 2015, 87, 148-154. [CrossRef]

Cohen, J.L.; Schrier Vergano, S.A.; Mazzola, S.; Strong, A.; Keena, B.; McDougall, C.; Ritter, A.; Li, D.; Bedoukian, E.C.; Burke,
L.W.; et al. EP300-Related Rubinstein-Taybi Syndrome: Highlighted Rare Phenotypic Findings and a Genotype-Phenotype
Meta-Analysis of 74 Patients. Am. . Med. Genet. A 2020, 182, 2926-2938. [CrossRef]

Negri, G.; Magini, P.; Milani, D.; Colapietro, P.; Rusconi, D.; Scarano, E.; Bonati, M.T.; Priolo, M.; Crippa, M.; Mazzanti, L.; et al.
From Whole Gene Deletion to Point Mutations of EP300-Positive Rubinstein—-Taybi Patients: New Insights into the Mutational
Spectrum and Peculiar Clinical Hallmarks. Hum. Mutat. 2016, 37, 175-183. [CrossRef] [PubMed]

Steegers, E.A.; von Dadelszen, P.; Duvekot, ].].; Pijnenborg, R. Pre-Eclampsia. Lancet 2010, 376, 631-644. [CrossRef]

Van-Gils, J.; Naudion, S.; Toutain, J.; Lancelot, G.; Attié-Bitach, T.; Blesson, S.; Demeer, B.; Doray, B.; Gonzales, M.; Martinovic, J.;
et al. Fetal Phenotype of Rubinstein-Taybi Syndrome Caused by CREBBP Mutations. Clin. Genet. 2019, 95, 420—426. [CrossRef]
[PubMed]

Cardalliac, C.; Vincent, M.; Joubert, M.; Vaillant, C.L. Rubinstein-Taybi Syndrome in a Fetus: Contribution of 2- and 3-Dimensional
Ultrasonography. J. Ultrasound Med. 2018, 37, 531-534. [CrossRef] [PubMed]

Greco, E.; Sglavo, G.; Paladini, D. Prenatal Sonographic Diagnosis of Rubinstein-Taybi Syndrome. J. Ultrasound Med. 2009, 28,
669-672. [CrossRef]

Bedeschi, M.E; Crippa, B.L.; Colombo, L.; Guez, S.; Cerruti, M.; Fogliani, R.; Gervasini, C.; Lalatta, F. Unusual Prenatal
Presentation of Rubinstein—-Taybi Syndrome: A Case Report. Am. J. Med. Genet. A 2014, 164, 2663-2666. [CrossRef]
Simeonova-Brachot, LI; Gerony-Laffitte, L. Early Antenatal Sonographic Findings of Rubinstein-Taybi Syndrome: Imaging of
High-Arched Palate and Bilateral Abducted Thumbs on Surface Rendering Mode at 17 Weeks. Ultrasound Int. Open 2018, 4,
E139-E141. [CrossRef]

D’Ambrosi, F.; Ronzoni, L.; Villa, R.; de Marinis, S.; Cetera, G.E.; Soldavini, C.M.; Ferrazzi, E. Ultrasound 2-D and 3-D Diagnosis
of Rubinstein-Taybi Syndrome in a 21-Week-Old Fetus. J. Ultrasound 2020. [CrossRef]

Tekendo-Ngongang, C.; Owosela, B.; Fleischer, N.; Addissie, Y.A.; Malonga, B.; Badoe, E.; Gupta, N.; Moresco, A.; Huckstadt, V.;
Ashaat, E.A; et al. Rubinstein-Taybi Syndrome in Diverse Populations. Am. |. Med. Genet. A 2020, 182, 2939-2950. [CrossRef]
Beets, L.; Rodriguez-Fonseca, C.; Hennekam, R.C. Growth Charts for Individuals with Rubinstein-Taybi Syndrome. Am. J. Med.
Genet. A 2014, 164, 2300-2309. [CrossRef]

Allanson, J.E. Rubinstein-Taybi Syndrome: The Changing Face. Am. |. Med. Genet. 1990, 37, 38—41. [CrossRef]

Allanson, J.E. Microcephaly in Rubinstein-Taybi Syndrome. Am. |. Med. Genet. 1993, 46, 244-246. [CrossRef]

Stevens, C.A.; Hennekam, R.C.M.; Blackburn, B.L. Growth in the Rubinstein-Taybi Syndrome. Am. . Med. Genet. 1990, 37, 51-55.
[CrossRef]

Stevens, C.A.; Pouncey, J.; Knowles, D. Adults with Rubinstein-Taybi Syndrome. Am. |. Med. Genet. A 2011, 155, 1680-1684.
[CrossRef]

Allanson, J.E.; Hennekam, R.C. Rubinstein-Taybi Syndrome: Objective Evaluation of Craniofacial Structure. Am. J. Med. Genet. A
1997, 71, 414-419. [CrossRef]

Pérez-Grijalba, V.; Garcia-Oguiza, A.; Lopez, M.; Armstrong, J.; Garcia-Mifiaur, S.; Mesa-Latorre, ].M.; O’Callaghan, M.; Pineda
Marfa, M.; Ramos-Arroyo, M.A.; Santos-Simarro, E; et al. New Insights into Genetic Variant Spectrum and Genotype-Phenotype
Correlations of Rubinstein-Taybi Syndrome in 39 CREBBP-Positive Patients. Mol. Genet. Genomic Med. 2019, 7, €972. [CrossRef]
Schorry, E.K.; Keddache, M.; Lanphear, N.; Rubinstein, J.H.; Srodulski, S.; Fletcher, D.; Blough-Pfau, R.I.; Grabowski, G.A.
Genotype-Phenotype Correlations in Rubinstein-Taybi Syndrome. Am. J. Med. Genet. A 2008, 146A, 2512-2519. [CrossRef]
Hutchinson, D.T.; Sullivan, R. Rubinstein-Taybi Syndrome. |. Hand Surg. 2015, 40, 1711-1712. [CrossRef]


http://doi.org/10.1093/hmg/ddz174
http://doi.org/10.1002/ajmg.a.37940
http://doi.org/10.1136/jmg.2006.046698
http://doi.org/10.1002/ajmg.a.32771
http://doi.org/10.1111/cge.12348
http://doi.org/10.1002/ajmg.a.61883
http://doi.org/10.1002/humu.22922
http://www.ncbi.nlm.nih.gov/pubmed/26486927
http://doi.org/10.1016/S0140-6736(10)60279-6
http://doi.org/10.1111/cge.13493
http://www.ncbi.nlm.nih.gov/pubmed/30633342
http://doi.org/10.1002/jum.14342
http://www.ncbi.nlm.nih.gov/pubmed/28815748
http://doi.org/10.7863/jum.2009.28.5.669
http://doi.org/10.1002/ajmg.a.36684
http://doi.org/10.1055/a-0637-1499
http://doi.org/10.1007/s40477-020-00491-6
http://doi.org/10.1002/ajmg.a.61888
http://doi.org/10.1002/ajmg.a.36654
http://doi.org/10.1002/ajmg.1320370606
http://doi.org/10.1002/ajmg.1320460228
http://doi.org/10.1002/ajmg.1320370609
http://doi.org/10.1002/ajmg.a.34058
http://doi.org/10.1002/(SICI)1096-8628(19970905)71:4&lt;414::AID-AJMG8&gt;3.0.CO;2-T
http://doi.org/10.1002/mgg3.972
http://doi.org/10.1002/ajmg.a.32424
http://doi.org/10.1016/j.jhsa.2014.08.043

Genes 2021, 12, 968 17 of 22

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

Hennekam, R.C.M.; van den Boogaard, M.-] ; Dijkstra, P.F,; van de Kamp, J.].P. Metacarpophalangeal Pattern Profile Analysis in
Rubinstein-Taybi Syndrome. Am. |. Med. Genet. 1990, 37, 48-50. [CrossRef]

Yu, S.; Wu, B.; Qian, Y,; Zhang, P; Lu, Y,; Dong, X.; Wang, Q.; Zhao, X.; Liu, R.; Zhou, W.; et al. Clinical Exome Sequencing
Identifies Novel CREBBP Variants in 18 Chinese Rubinstein-Taybi Syndrome Kids with High Frequency of Polydactyly. Mol.
Genet. Genom. Med. 2019, 7, €1009. [CrossRef]

Yamamoto, T.; Kurosawa, K.; Masuno, M.; Okuzumi, S.; Kondo, S.; Miyama, S.; Okamoto, N.; Aida, N.; Nishimura, G. Congenital
Anomaly of Cervical Vertebrae Is a Major Complication of Rubinstein-Taybi Syndrome. Am. |. Med. Genet. A 2005, 135A, 130-133.
[CrossRef]

Ajmone, P.E; Avignone, S.; Gervasini, C.; Giacobbe, A.; Monti, E; Costantino, A.; Esposito, S.; Marchisio, P; Triulzi, F.; Milani, D.
Rubinstein-Taybi Syndrome: New Neuroradiological and Neuropsychiatric Insights from a Multidisciplinary Approach. Am. |.
Med. Genet. B Neuropsychiatr. Genet. 2018, 177, 406—415. [CrossRef]

Lopez, M.; Garcia-Oguiza, A.; Armstrong, J.; Garcia-Cobaleda, I.; Garcia-Mifaur, S.; Santos-Simarro, E.; Seidel, V.; Dominguez-
Garrido, E. Rubinstein-Taybi 2 Associated to Novel EP300 Mutations: Deepening the Clinical and Genetic Spectrum. BMC Med.
Genet. 2018, 19, 36. [CrossRef]

Crawford, H.; Moss, J.; Groves, L.; Dowlen, R.; Nelson, L.; Reid, D.; Oliver, C. A Behavioural Assessment of Social Anxiety and
Social Motivation in Fragile X, Cornelia de Lange and Rubinstein-Taybi Syndromes. J. Autism Dev. Disord. 2020, 50, 127-144.
[CrossRef]

Hennekam, R.C.; Baselier, A.C.; Beyaert, E.; Bos, A ; Blok, ].B.; Jansma, H.B.; Thorbecke-Nilsen, V.V.; Veerman, H. Psychological
and Speech Studies in Rubinstein-Taybi Syndrome. Am. |. Ment. Retard. AJMR 1992, 96, 645-660.

Waite, J.; Moss, J.; Beck, S.R.; Richards, C.; Nelson, L.; Arron, K.; Burbidge, C.; Berg, K.; Oliver, C. Repetitive Behavior in
Rubinstein-Taybi Syndrome: Parallels with Autism Spectrum Phenomenology. . Autism Dev. Disord. 2015, 45, 1238-1253.
[CrossRef]

Cazalets, ].R.; Bestaven, E.; Doat, E.; Baudier, M.P; Gallot, C.; Amestoy, A.; Bouvard, M.; Guillaud, E.; Guillain, I.; Grech, E.; et al.
Evaluation of Motor Skills in Children with Rubinstein—-Taybi Syndrome. . Autism Dev. Disord. 2017, 47, 3321-3332. [CrossRef]

Galéra, C.; Taupiac, E.; Fraisse, S.; Naudion, S.; Toussaint, E.; Rooryck-Thambo, C.; Delrue, M.-A.; Arveiler, B.; Lacombe, D.;
Bouvard, M.-P. Socio-Behavioral Characteristics of Children with Rubinstein-Taybi Syndrome. J. Autism Dev. Disord. 2009, 39,
1252-1260. [CrossRef] [PubMed]

Levitas, A.S.; Reid, C.S. Rubinstein-Taybi Syndrome and Psychiatric Disorders. |. Intellect. Disabil. Res. 1998, 42, 284-292.
[CrossRef]

Yagihashi, T.; Kosaki, K.; Okamoto, N.; Mizuno, S.; Kurosawa, K.; Takahashi, T.; Sato, Y.; Kosaki, R. Age-Dependent Change in
Behavioral Feature in Rubinstein-Taybi Syndrome. Congenit. Anom. 2012, 52, 82-86. [CrossRef]

Taupiac, E.; Lacombe, D.; Thiébaut, E.; Van-Gils, J.; Michel, G.; Fergelot, P.; Adrien, J.-L. Psychomotor, Cognitive, and Socio-
Emotional Developmental Profiles of Children with Rubinstein-Taybi Syndrome and a Severe Intellectual Disability. |. Intellect.
Dev. Disabil. 2020, 0, 1-10. [CrossRef]

Giacobbe, A.; Ajmone, PE,; Milani, D.; Avignone, S.; Triulzi, F.; Gervasini, C.; Menni, F.; Monti, E; Biffi, D.; Canavesi, K,; et al.
Electroclinical Phenotype in Rubinstein-Taybi Syndrome. Brain Dev. 2016, 38, 563-570. [CrossRef] [PubMed]

Cantani, A.; Gagliesi, D. Rubinstein-Taybi Syndrome. Review of 732 Cases and Analysis of the Typical Traits. Eur. Rev. Med.
Pharmacol. Sci. 1998, 2, 81-87.

Mishra, S.; Agarwalla, S.K.; Potpalle, D.R.; Dash, N.N. Rubinstein-Taybi Syndrome with Agenesis of Corpus Callosum. ]. Pediatr.
Neurosci. 2015, 10, 175-177. [CrossRef]

Hadzsiev, K.; Gyorsok, Z.; Till, A.; Czaké, M.; Bartsch, O. Rubinstein-Taybi Syndrome 2 with Cerebellar Abnormality and Neural
Tube Defect. Clin. Dysmorphol. 2019, 28, 135-139. [CrossRef]

Guion-Almeida, M.L.; Richieri-Costa, A. Callosal Agenesis, Iris Coloboma, and Megacolon in a Brazilian Boy with Rubinstein-
Taybi Syndrome. Am. J. Med. Genet. 1992, 43, 929-931. [CrossRef]

Marzuillo, P.; Grandone, A.; Coppola, R.; Cozzolino, D.; Festa, A.; Messa, F.; Luongo, C.; Del Giudice, E.M.; Perrone, L. Novel
CAMP Binding Protein-BP (CREBBP) Mutation in a Girl with Rubinstein-Taybi Syndrome, GH Deficiency, Arnold Chiari
Malformation and Pituitary Hypoplasia. BMC Med. Genet. 2013, 14, 28. [CrossRef]

Lee, J.S.; Byun, C.K,; Kim, H,; Lim, B.C.; Hwang, H.; Choi, ].E.; Hwang, Y.S.; Seong, M.-W.; Park, S.S.; Kim, K.J; et al. Clinical and
Mutational Spectrum in Korean Patients with Rubinstein-Taybi Syndrome: The Spectrum of Brain MRI Abnormalities. Brain Dev.
2015, 37, 402—408. [CrossRef]

Tanaka, T.; Ling, B.C.; Rubinstein, ].H.; Crone, K.R. Rubinstein-Taybi Syndrome in Children with Tethered Spinal Cord. ].
Neurosurg. Pediatr. 2006, 105, 261-264. [CrossRef]

Stevens, C.A.; Bhakta, M.G. Cardiac Abnormalities in the Rubinstein-Taybi Syndrome. Am. J. Med. Genet. 1995, 59, 346-348.
[CrossRef]

Loomba, R.S.; Geddes, G. Tricuspid Atresia and Pulmonary Atresia in a Child with Rubinstein-Taybi Syndrome. Ann. Pediatr.
Cardiol. 2015, 8, 157. [CrossRef] [PubMed]

Bloch-Zupan, A.; Stachtou, J.; Emmanouil, D.; Arveiler, B.; Griffiths, D.; Lacombe, D. Oro-Dental Features as Useful Diagnostic
Tool in Rubinstein-Taybi Syndrome. Am. J. Med. Genet. A 2007, 143A, 570-573. [CrossRef]


http://doi.org/10.1002/ajmg.1320370608
http://doi.org/10.1002/mgg3.1009
http://doi.org/10.1002/ajmg.a.30708
http://doi.org/10.1002/ajmg.b.32628
http://doi.org/10.1186/s12881-018-0548-2
http://doi.org/10.1007/s10803-019-04232-5
http://doi.org/10.1007/s10803-014-2283-7
http://doi.org/10.1007/s10803-017-3259-1
http://doi.org/10.1007/s10803-009-0733-4
http://www.ncbi.nlm.nih.gov/pubmed/19350377
http://doi.org/10.1046/j.1365-2788.1998.00136.x
http://doi.org/10.1111/j.1741-4520.2012.00356.x
http://doi.org/10.3109/13668250.2020.1776455
http://doi.org/10.1016/j.braindev.2015.12.003
http://www.ncbi.nlm.nih.gov/pubmed/26867510
http://doi.org/10.4103/1817-1745.159207
http://doi.org/10.1097/MCD.0000000000000262
http://doi.org/10.1002/ajmg.1320430604
http://doi.org/10.1186/1471-2350-14-28
http://doi.org/10.1016/j.braindev.2014.07.007
http://doi.org/10.3171/ped.2006.105.4.261
http://doi.org/10.1002/ajmg.1320590313
http://doi.org/10.4103/0974-2069.154151
http://www.ncbi.nlm.nih.gov/pubmed/26085772
http://doi.org/10.1002/ajmg.a.31622

Genes 2021, 12, 968 18 of 22

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

90.

Sharma, N.; Mali, A.M.; Bapat, S.A. Spectrum of CREBBP Mutations in Indian Patients with Rubinstein-Taybi Syndrome. ]. Biosci.
2010, 35, 187-202. [CrossRef] [PubMed]

Naik, J.M.; Naik, M.N.; Ali, M.]J. Lacrimal Drainage Anomalies in Rubinstein—-Taybi Syndrome: Case Report and Review of
Literature. Orbit 2019, 38, 335-337. [CrossRef] [PubMed]

Van Genderen, M.M.; Kinds, G.; Riemslag, F.; Hennekam, R. Ocular Features in Rubinstein-Taybi Syndrome: Investigation of 24
Patients and Review of the Literature. Br. J. Ophthalmol. 2000, 84, 1177-1184. [CrossRef]

Brei, T.].; Burke, M.].; Rubinstein, ].H. Glaucoma and Findings Simulating Glaucoma in the Rubinstein-Taybi Syndrome. ]. Pediatr.
Ophthalmol. Strabismus 1995, 32, 248-252. [CrossRef]

Grunow, ].E. Gastroesophageal Reflux in Rubinstein-Taybi Syndrome. J. Pediatr. Gastroenterol. Nutr. 1982, 1, 273-274. [CrossRef]
Isidor, B.; Podevin, G.; Camby, C.; Mosnier, ].-F,; Chauty, A.; Lyet, ].-M.; Fergelot, P.; Lacombe, D.; Arveiler, B.; Pelet, A.; et al.
Rubinstein-Taybi Syndrome and Hirschsprung Disease in a Patient Harboring an Intragenic Deletion of the CREBBP Gene. Am. .
Med. Genet. A 2010, 152A, 1847-1848. [CrossRef]

Lee, KH,; Park, E.Y,; Jung, S.W.; Song, SW.; Lim, H.K. Hysterectomy Due to Abnormal Uterine Bleeding in a 15-Year Old Girl
with Rubinstein-Taybi Syndrome. J. Lifestyle Med. 2016, 6, 76-78. [CrossRef]

De Castro Coelho, F.; Camara, S.; Alves, I.; Brazao, K. Septate Uterus in a Girl with Rubinstein-Taybi Syndrome. Available online:
https://www.hindawi.com/journals/cripe/2018/7878156/ (accessed on 10 December 2020).

Kuwabara, J.; Akita, S.; Sato, M.; Watanabe, K.; Tanigawa, K.; Matsuno, Y.; Abe, Y.; Kikuchi, S.; Yoshida, M.; Koga, S.; et al.
Paraovarian Cyst Torsion in a Patient with Rubinstein-Taybi Syndrome: A Case Report. . Nippon Med. Sch. 2020, advpub.
[CrossRef]

Van de Kar, A.L.; Houge, G.; Shaw, A.C.; de Jong, D.; van Belzen, M.].; Peters, D.].M.; Hennekam, R.C.M. Keloids in Rubinstein—
Taybi Syndrome: A Clinical Study. Br. J. Dermatol. 2014, 171, 615-621. [CrossRef]

Saettini, F.; Herriot, R.; Prada, E.; Nizon, M.; Zama, D.; Marzollo, A.; Romaniouk, I.; Lougaris, V.; Cortesi, M.; Morreale, A.; et al.
Prevalence of Immunological Defects in a Cohort of 97 Rubinstein-Taybi Syndrome Patients. J. Clin. Immunol. 2020, 40, 851-860.
[CrossRef]

Miller, R.W.; Rubinstein, J.H. Tumors in Rubinstein-Taybi Syndrome. Am. J. Med. Genet. 1995, 56, 112-115. [CrossRef]
Siraganian, P.A.; Rubinstein, ].H.; Miller, R.W. Keloids and Neoplasms in the Rubinstein-Taybi Syndrome. Med. Pediatr. Oncol.
1989, 17, 485-491. [CrossRef]

Milani, D.; Bonarrigo, F.A.; Menni, F.; Spaccini, L.; Gervasini, C.; Esposito, S. Hepatoblastoma in Rubinstein-Taybi Syndrome: A
Case Report. Pediatr. Blood Cancer 2016, 63, 572-573. [CrossRef]

Rokunohe, D.; Nakano, H.; Akasaka, E.; Toyomaki, Y.; Sawamura, D. Rubinstein-Taybi Syndrome with Multiple Pilomatricomas:
The First Case Diagnosed by CREBBP Mutation Analysis. J. Dermatol. Sci. 2016, 83, 240-242. [CrossRef]

Bueno, A.L.A.; de Souza, M.E.V.; Graziadio, C.; Kiszewski, A.E. Multiple Pilomatricomas in Twins with Rubinstein—-Taybi
Syndrome. An. Bras. Dermatol. 2020, 95, 619-622. [CrossRef]

Sy, C.; Henry, J.; Kura, B.; Brenner, A.; Grandhi, R. Primary Diffuse Large B-Cell Lymphoma in a Patient with Rubinstein-Taybi
Syndrome: Case Report and Review of the Literature. World Neurosurg. 2018, 109, 342-346. [CrossRef]

Lacombe, D.; Saura, R.; Taine, L.; Battin, J. Confirmation of Assigment of a Locus for Rubinstein-Taybi Syndrome Gene to 16p13.3.
Am. ]. Med. Genet. 1992, 44, 126-128. [CrossRef]

Chiang, P-W.; Lee, N.-C.; Chien, N.; Hwu, W.-L.; Spector, E.; Tsai, A.C.-H. Somatic and Germ-Line Mosaicism in Rubinstein-Taybi
Syndrome. Am. |. Med. Genet. A 2009, 149A, 1463-1467. [CrossRef]

De Vries, T.I.; Monroe, G.R.; van Belzen, M.J.; van der Lans, C.A ; Savelberg, S.M.; Newman, W.G.; van Haaften, G.; Nievelstein,
R.A.; van Haelst, M.M. Mosaic CREBBP Mutation Causes Overlapping Clinical Features of Rubinstein-Taybi and Filippi
Syndromes. Eur. |. Hum. Genet. EJHG 2016, 24, 1363-1366. [CrossRef]

Gucev, Z.S,; Tasic, V.B.; Saveski, A.; Polenakovic, M.H.; Laban, N.B.; Zechner, U.; Bartsch, O. Tissue-Specific Mosaicism in a
Patient with Rubinstein-Taybi Syndrome and CREBBP Exon 1 Duplication. Clin. Dysmorphol. 2019, 28, 140-142. [CrossRef]
Cotsirilos, P.; Taylor, ].C.; Matalon, R. Dominant Inheritance of a Syndrome Similar to Rubinstein-Taybi. Am. |. Med. Genet. 1987,
26, 85-93. [CrossRef]

Marion, R.W.; Garcia, D.M.; Karasik, ].B. Apparent Dominant Transmission of the Rubinstein-Taybi Syndrome. Am. J. Med. Genet.
1993, 46, 284-287. [CrossRef]

Petrij, E; Dauwerse, H.G.; Blough, R.I; Giles, R.H.; van der Smagt, ].J.; Wallerstein, R.; Maaswinkel-Mooy, P.D.; van Karnebeek,
C.D.; van Ommen, G.-].B.; van Haeringen, A.; et al. Diagnostic Analysis of the Rubinstein-Taybi Syndrome: Five Cosmids
Should Be Used for Microdeletion Detection and Low Number of Protein Truncating Mutations. J. Med. Genet. 2000, 37, 168-176.
[CrossRef]

Imaizumi, K.; Kuroki, Y. Rubinstein-Taybi Syndrome with de Novo Reciprocal Translocation t(2;16) (P13.3; P13.3). Am. ]. Med.
Genet. 1991, 38, 636-639. [CrossRef]

Imaizumi, K.; Kurosawa, K.; Masuno, M.; Tsukahara, M.; Kuroki, Y. Chromosome Aberrations in Rubinstein-Taybi Syndrome.
Clin. Genet. 1993, 43, 215-216. [CrossRef]

Tommerup, N.; van der Hagen, C.B.; Heiberg, A. Tentative Assignment of a Locus for Rubinstein-Taybi Syndrome to 16p13.3 by a
de Novo Reciprocal Translocation, t(7;16)(Q34;P13.3). Am. ]. Med. Genet. 1992, 44, 237-241. [CrossRef]


http://doi.org/10.1007/s12038-010-0023-5
http://www.ncbi.nlm.nih.gov/pubmed/20689175
http://doi.org/10.1080/01676830.2018.1515961
http://www.ncbi.nlm.nih.gov/pubmed/30183454
http://doi.org/10.1136/bjo.84.10.1177
http://doi.org/10.3928/0191-3913-19950701-12
http://doi.org/10.1097/00005176-198201020-00019
http://doi.org/10.1002/ajmg.a.33480
http://doi.org/10.15280/jlm.2016.6.2.76
https://www.hindawi.com/journals/cripe/2018/7878156/
http://doi.org/10.1272/jnms.JNMS.2021_88-311
http://doi.org/10.1111/bjd.13124
http://doi.org/10.1007/s10875-020-00808-4
http://doi.org/10.1002/ajmg.1320560125
http://doi.org/10.1002/mpo.2950170526
http://doi.org/10.1002/pbc.25806
http://doi.org/10.1016/j.jdermsci.2016.06.005
http://doi.org/10.1016/j.abd.2020.03.011
http://doi.org/10.1016/j.wneu.2017.10.030
http://doi.org/10.1002/ajmg.1320440134
http://doi.org/10.1002/ajmg.a.32948
http://doi.org/10.1038/ejhg.2016.14
http://doi.org/10.1097/MCD.0000000000000268
http://doi.org/10.1002/ajmg.1320260115
http://doi.org/10.1002/ajmg.1320460309
http://doi.org/10.1136/jmg.37.3.168
http://doi.org/10.1002/ajmg.1320380430
http://doi.org/10.1111/j.1399-0004.1993.tb04468.x
http://doi.org/10.1002/ajmg.1320440223

Genes 2021, 12, 968 19 of 22

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.
101.

102.

103.

104.

105.

106.

107.

108.

109.

110.
111.

112.

113.

114.

115.

Chrivia, J.C.; Kwok, R.PS.; Lamb, N.; Hagiwara, M.; Montminy, M.R.; Goodman, R.H. Phosphorylated CREB Binds Specifically to
the Nuclear Protein CBP. Nature 1993, 365, 855-859. [CrossRef]

Whyte, P.; Williamson, N.M.; Harlow, E. Cellular Targets for Transformation by the Adenovirus E1A Proteins. Cell 1989, 56, 67-75.
[CrossRef]

Egan, C.; Jelsma, T.N.; Howe, J.A.; Bayley, S.T.; Ferguson, B.; Branton, P.E. Mapping of Cellular Protein-Binding Sites on the
Products of Early-Region 1A of Human Adenovirus Type 5. Mol. Cell. Biol. 1988, 8, 3955-3959. [CrossRef] [PubMed]

Bartsch, O.; Schmidt, S.; Richter, M.; Morlot, S.; Seemanova, E.; Wiebe, G.; Rasi, S. DNA Sequencing of CREBBP Demonstrates
Mutations in 56% of Patients with Rubinstein-Taybi Syndrome (RSTS) and in Another Patient with Incomplete RSTS. Hum. Genet.
2005, 117, 485-493. [CrossRef] [PubMed]

Kalkhoven, E.; Roelfsema, J.H.; Teunissen, H.; den Boer, A.; Ariyurek, Y.; Zantema, A.; Breuning, M.H.; Hennekam, R.C.M.;
Peters, D.J.M. Loss of CBP Acetyltransferase Activity by PHD Finger Mutations in Rubinstein-Taybi Syndrome. Hum. Mol. Genet.
2003, 12, 441-450. [CrossRef] [PubMed]

Coupry, I; Roudaut, C.; Stef, M.; Delrue, M.-A.; Marche, M.; Burgelin, L; Taine, L.; Cruaud, C.; Lacombe, D.; Arveiler, B. Molecular
Analysis of the CBP Gene in 60 Patients with Rubinstein-Taybi Syndrome. J. Med. Genet. 2002, 39, 415-421. [CrossRef]

Murata, T.; Kurokawa, R.; Krones, A.; Tatsumi, K.; Ishii, M.; Taki, T.; Masuno, M.; Ohashi, H.; Yanagisawa, M.; Rosenfeld, M.G.;
et al. Defect of Histone Acetyltransferase Activity of the Nuclear Transcriptional Coactivator CBP in Rubinstein-Taybi Syndrome.
Hum. Mol. Genet. 2001, 10, 1071-1076. [CrossRef]

Udaka, T.; Samejima, H.; Kosaki, R.; Kurosawa, K.; Okamoto, N.; Mizuno, S.; Makita, Y.; Numabe, H.; Toral, ].F; Takahashi, T.;
et al. Comprehensive Screening of CREB-Binding Protein Gene Mutations among Patients with Rubinstein-Taybi Syndrome
Using Denaturing High-Performance Liquid Chromatography. Congenit. Anom. 2005, 45, 125-131. [CrossRef]

Cross, E.; Duncan-Flavell, PJ.; Howarth, R.J.; Hobbs, J.I.; Thomas, N.S.; Bunyan, D.]. Screening of a Large Rubinstein-Taybi
Cohort Identified Many Novel Variants and Emphasizes the Importance of the CREBBP Histone Acetyltransferase Domain. Am.
J. Med. Genet. A 2020, 182, 2508-2520. [CrossRef]

Base HGMD. Available online: https://Portal.Biobase-International. Com/Hgmd/pro/Start.Php (accessed on 27 April 2021).
Home—LOVD—An Open Source DNA Variation Database System. Available online: http:/ /www.lovd.nl/3.0/home (accessed
on 27 April 2021).

Coupry, I.; Monnet, L.; Moneim Attia, A.A.E.; Taine, L.; Lacombe, D.; Arveiler, B. Analysis of CBP (CREBBP) Gene Deletions in
Rubinstein-Taybi Syndrome Patients Using Real-Time Quantitative PCR. Hum. Mutat. 2004, 23, 278-284. [CrossRef]

Gervasini, C.; Castronovo, P; Bentivegna, A.; Mottadelli, F,; Faravelli, F.; Giovannucci-Uzielli, M.L.; Pessagno, A.; Lucci-Cordisco,
E.; Pinto, A.M,; Salviati, L.; et al. High Frequency of Mosaic CREBBP Deletions in Rubinstein-Taybi Syndrome Patients and
Mapping of Somatic and Germ-Line Breakpoints. Genomics 2007, 90, 567-573. [CrossRef]

Rusconi, D.; Negri, G.; Colapietro, P; Picinelli, C.; Milani, D.; Spena, S.; Magnani, C.; Silengo, M.C.; Sorasio, L.; Curtisova, V.; et al.
Characterization of 14 Novel Deletions Underlying Rubinstein—-Taybi Syndrome: An Update of the CREBBP Deletion Repertoire.
Hum. Genet. 2015, 134, 613-626. [CrossRef]

Tsai, A.C.-H.; Dossett, C.J.; Walton, C.S.; Cramer, A.E; Eng, P.A.; Nowakowska, B.A.; Pursley, A.N.; Stankiewicz, P.; Wiszniewska,
J.; Cheung, S.W. Exon Deletions of the EP300 and CREBBP Genes in Two Children with Rubinstein—-Taybi Syndrome Detected by
ACGH. Eur. . Hum. Genet. 2011, 19, 43-49. [CrossRef]

Wincent, J.; Luthman, A.; van Belzen, M.; van der Lans, C.; Albert, J.; Nordgren, A.; Anderlid, B.-M. CREBBP and EP300
Mutational Spectrum and Clinical Presentations in a Cohort of Swedish Patients with Rubinstein—-Taybi Syndrome. Mol. Genet.
Genom. Med. 2016, 4, 39-45. [CrossRef]

Zimmermann, N.; Acosta, A.M.B.F,; Kohlhase, J.; Bartsch, O. Confirmation of EP300 Gene Mutations as a Rare Cause of
Rubinstein-Taybi Syndrome. Eur. . Hum. Genet. 2007, 15, 837-842. [CrossRef]

Giles, R.H.; Dauwerse, H.G.; van Ommen, G.J.; Breuning, M.H. Do Human Chromosomal Bands 16p13 and 22q11-13 Share
Ancestral Origins? Am. J. Hum. Genet. 1998, 63, 1240-1242. [CrossRef]

Allis, C.D.; Berger, S.L.; Cote, ].; Dent, S.; Jenuwien, T.; Kouzarides, T.; Pillus, L.; Reinberg, D.; Shi, Y.; Shiekhattar, R.; et al. New
Nomenclature for Chromatin-Modifying Enzymes. Cell 2007, 131, 633-636. [CrossRef]

Dancy, B.M.; Cole, P.A. Protein Lysine Acetylation by P300/CBP. Chem. Rev. 2015, 115, 2419-2452. [CrossRef] [PubMed]

Breen, M.E.; Mapp, A.K. Modulating the Masters: Chemical Tools to Dissect CBP and P300 Function. Curr. Opin. Chem. Biol. 2018,
45, 195-203. [CrossRef]

Valor, L.; Viosca, J.; Lopez-Atalaya, J.; Barco, A. Lysine Acetyltransferases CBP and P300 as Therapeutic Targets in Cognitive and
Neurodegenerative Disorders. Curr. Pharm. Des. 2013, 19, 5051-5064. [CrossRef]

Yang, X.-J.; Seto, E. Lysine Acetylation: Codified Crosstalk with Other Posttranslational Modifications. Mol. Cell 2008, 31, 449-461.
[CrossRef]

Bedford, D.C.; Kasper, L.H.; Fukuyama, T.; Brindle, PK. Target Gene Context Influences the Transcriptional Requirement for the
KAT3 Family of CBP and P300 Histone Acetyltransferases. Epigenetics Off. ]. DNA Methylation Soc. 2010, 5, 9-15. [CrossRef]
Wang, L.; Tang, Y.; Cole, P.A.; Marmorstein, R. Structure and Chemistry of the P300/CBP and Rtt109 Histone Acetyltransferases:
Implications for Histone Acetyltransferase Evolution and Function. Curr. Opin. Struct. Biol. 2008, 18, 741-747. [CrossRef]
[PubMed]


http://doi.org/10.1038/365855a0
http://doi.org/10.1016/0092-8674(89)90984-7
http://doi.org/10.1128/MCB.8.9.3955
http://www.ncbi.nlm.nih.gov/pubmed/2975755
http://doi.org/10.1007/s00439-005-1331-y
http://www.ncbi.nlm.nih.gov/pubmed/16021471
http://doi.org/10.1093/hmg/ddg039
http://www.ncbi.nlm.nih.gov/pubmed/12566391
http://doi.org/10.1136/jmg.39.6.415
http://doi.org/10.1093/hmg/10.10.1071
http://doi.org/10.1111/j.1741-4520.2005.00081.x
http://doi.org/10.1002/ajmg.a.61813
https://Portal.Biobase-International.Com/Hgmd/pro/Start.Php
http://www.lovd.nl/3.0/home
http://doi.org/10.1002/humu.20001
http://doi.org/10.1016/j.ygeno.2007.07.012
http://doi.org/10.1007/s00439-015-1542-9
http://doi.org/10.1038/ejhg.2010.121
http://doi.org/10.1002/mgg3.177
http://doi.org/10.1038/sj.ejhg.5201791
http://doi.org/10.1086/302044
http://doi.org/10.1016/j.cell.2007.10.039
http://doi.org/10.1021/cr500452k
http://www.ncbi.nlm.nih.gov/pubmed/25594381
http://doi.org/10.1016/j.cbpa.2018.06.005
http://doi.org/10.2174/13816128113199990382
http://doi.org/10.1016/j.molcel.2008.07.002
http://doi.org/10.4161/epi.5.1.10449
http://doi.org/10.1016/j.sbi.2008.09.004
http://www.ncbi.nlm.nih.gov/pubmed/18845255

Genes 2021, 12, 968 20 of 22

116.
117.
118.
119.
120.
121.
122.

123.

124.

125.

126.

127.

128.

129.

130.

131.

132.

133.

134.

135.

136.

137.

138.

139.

140.

Histol Histopathol, Vol 17, Janknecht. Available online: http://www.hh.um.es/Abstracts/Vol_17/17_2/17_2_657 htm (accessed
on 27 July 2016).

Iyer, N.G,; Ozdag, H.; Caldas, C. P300/CBP and Cancer. Oncogene 2004, 23, 4225-4231. [CrossRef] [PubMed]

Grunstein, M. Histone Acetylation in Chromatin Structure and Transcription. Nature 1997, 389, 349-352. [CrossRef] [PubMed]
Wang, Z.; Zang, C.; Cui, K.; Schones, D.E.; Barski, A.; Peng, W.; Zhao, K. Genome-Wide Mapping of HATs and HDACs Reveals
Distinct Functions in Active and Inactive Genes. Cell 2009, 138, 1019-1031. [CrossRef]

Hasan, S.; Hassa, P.O.; Imhof, R.; Hottiger, M.O. Transcription Coactivator P300 Binds PCNA and May Have a Role in DNA
Repair Synthesis. Nature 2001, 410, 387-391. [CrossRef]

Tini, M.; Benecke, A.; Um, S.-J.; Torchia, J.; Evans, R.M.; Chambon, P. Association of CBP/P300 Acetylase and Thymine DNA
Glycosylase Links DNA Repair and Transcription. Mol. Cell 2002, 9, 265-277. [CrossRef]

Bannister, A.J.; Miska, E.A.; Gorlich, D.; Kouzarides, T. Acetylation of Importin-« Nuclear Import Factors by CBP/P300. Curr.
Biol. 2000, 10, 467-470. [CrossRef]

Spena, S.; Milani, D.; Rusconi, D.; Negri, G.; Colapietro, P,; Elcioglu, N.; Bedeschi, F.; Pilotta, A.; Spaccini, L.; Ficcadenti, A ; et al.
Insights into Genotype-Phenotype Correlations from CREBBP Point Mutation Screening in a Cohort of 46 Rubinstein-Taybi
Syndrome Patients. Clin. Genet. 2015, 88, 431-440. [CrossRef]

Bentivegna, A.; Milani, D.; Gervasini, C.; Castronovo, P.; Mottadelli, F.; Manzini, S.; Colapietro, P.; Giordano, L.; Atzeri, F;
Divizia, M.T.; et al. Rubinstein-Taybi Syndrome: Spectrum of CREBBP Mutations in Italian Patients. BMC Med. Genet. 2006, 7, 77.
[CrossRef]

Solomon, B.D.; Bodian, D.L.; Khromykh, A.; Mora, G.G.; Lanpher, B.C,; Iyer, R.K.; Baveja, R.; Vockley, ].G.; Niederhuber, J.E.
Expanding the Phenotypic Spectrum in EP300-Related Rubinstein—-Taybi Syndrome. Am. ]. Med. Genet. A 2015, 167, 1111-1116.
[CrossRef]

Yu, P.T,; Luk, H.-M.; Lo, LEM. Rubinstein-Taybi Syndrome in Chinese Population with Four Novel Mutations. Am. J. Med. Genet.
A. 2020. [CrossRef]

Bartsch, O.; Rasi, S.; Delicado, A.; Dyack, S.; Neumann, L.M.; Seemanov4, E.; Volleth, M.; Haaf, T.; Kalscheuer, V.M. Evidence for
a New Contiguous Gene Syndrome, the Chromosome 16p13.3 Deletion Syndrome Alias Severe Rubinstein-Taybi Syndrome.
Hum. Genet. 2006, 120, 179-186. [CrossRef]

Menke, L.A.; van Belzen, M.].; Alders, M.; Cristofoli, F.; The DDD Study; Ehmke, N.; Fergelot, P; Foster, A.; Gerkes, E.H.; Hoffer,
M.]J.V,; et al. CREBBP Mutations in Individuals without Rubinstein-Taybi Syndrome Phenotype. Am. |. Med. Genet. A. 2016.
[CrossRef]

Menke, L.A.; DDD Study; Gardeitchik, T.; Hammond, P.; Heimdal, K.R.; Houge, G.; Hufnagel, S.B.; Ji, J.; Johansson, S.; Kant, S.G;
et al. Further Delineation of an Entity Caused by CREBBP and EP300 Mutations but Not Resembling Rubinstein-Taybi Syndrome.
Am. ]. Med. Genet. A 2018, 176, 862-876. [CrossRef]

Banka, S.; Sayer, R.; Breen, C.; Barton, S.; Pavaine, J.; Sheppard, S.E.; Bedoukian, E.; Skraban, C.; Cuddapah, V.A.; Clayton-Smith,
J. Genotype-Phenotype Specificity in Menke-Hennekam Syndrome Caused by Missense Variants in Exon 30 or 31 of CREBBP. Am.
J. Med. Genet. A 2019, 179, 1058-1062. [CrossRef]

De Guzman, R.N.; Liu, H.Y.; Martinez-Yamout, M.; Dyson, H.J.; Wright, PE. Solution Structure of the TAZ2 (CH3) Domain of the
Transcriptional Adaptor Protein CBP1. . Mol. Biol. 2000, 303, 243-253. [CrossRef]

Ponting, C.P; Blake, D.J.; Davies, K.E.; Kendrick-Jones, J.; Winder, S.]. ZZ and TAZ: New Putative Zinc Fingers in Dystrophin and
Other Proteins. Trends Biochem. Sci. 1996, 21, 11-13. [CrossRef]

Allis, C.D.; Jenuwein, T. The Molecular Hallmarks of Epigenetic Control. Nat. Rev. Genet. 2016, 17, 487-500. [CrossRef]

Alari, V,; Russo, S.; Terragni, B.; Ajmone, PE,; Sironi, A.; Catusi, I.; Calzari, L.; Concolino, D.; Marotta, R.; Milani, D.; et al.
IPSC-Derived Neurons of CREBBP- and EP300-Mutated Rubinstein-Taybi Syndrome Patients Show Morphological Alterations
and Hypoexcitability. Stem Cell Res. 2018, 30, 130-140. [CrossRef]

Calzari, L.; Barcella, M.; Alari, V.; Braga, D.; Mufioz-Viana, R.; Barlassina, C.; Finelli, P.; Gervasini, C.; Barco, A.; Russo, S.; et al.
Transcriptome Analysis of IPSC-Derived Neurons from Rubinstein-Taybi Patients Reveals Deficits in Neuronal Differentiation.
Mol. Neurobiol. 2020, 57, 3685-3701. [CrossRef]

Oike, Y.,; Hata, A.; Mamiya, T.; Kaname, T.; Noda, Y.; Suzuki, M.; Yasue, H.; Nabeshima, T.; Araki, K.; Yamamura, K. Truncated CBP
Protein Leads to Classical Rubinstein—Taybi Syndrome Phenotypes in Mice: Implications for a Dominant-Negative Mechanism.
Hum. Mol. Genet. 1999, 8, 387-396. [CrossRef]

Kung, A.L.; Rebel, V.I; Bronson, R.T.; Ch'ng, L.-E; Sieff, C.A.; Livingston, D.M.; Yao, T.-P. Gene Dose-Dependent Control of
Hematopoiesis and Hematologic Tumor Suppression by CBP. Genes Dev. 2000, 14, 272-277.

Viosca, J.; Lopez-Atalaya, J.P.; Olivares, R.; Eckner, R.; Barco, A. Syndromic Features and Mild Cognitive Impairment in Mice
with Genetic Reduction on P300 Activity: Differential Contribution of P300 and CBP to Rubinstein-Taybi Syndrome Etiology.
Neurobiol. Dis. 2010, 37, 186-194. [CrossRef]

Tanaka, Y.; Naruse, I.; Hongo, T.; Xu, M.-].; Nakahata, T.; Maekawa, T.; Ishii, S. Extensive Brain Hemorrhage and Embryonic
Lethality in a Mouse Null Mutant of CREB-Binding Protein. Mech. Dev. 2000, 95, 133-145. [CrossRef]

Yamauchi, T.; Oike, Y.; Kamon, J.; Waki, H.; Komeda, K.; Tsuchida, A.; Date, Y.; Li, M.-X.; Miki, H.; Akanuma, Y.; et al. Increased
Insulin Sensitivity despite Lipodystrophy in Crebbp Heterozygous Mice. Nat. Genet. 2002, 30, 221-226. [CrossRef]


http://www.hh.um.es/Abstracts/Vol_17/17_2/17_2_657.htm
http://doi.org/10.1038/sj.onc.1207118
http://www.ncbi.nlm.nih.gov/pubmed/15156177
http://doi.org/10.1038/38664
http://www.ncbi.nlm.nih.gov/pubmed/9311776
http://doi.org/10.1016/j.cell.2009.06.049
http://doi.org/10.1038/35066610
http://doi.org/10.1016/S1097-2765(02)00453-7
http://doi.org/10.1016/S0960-9822(00)00445-0
http://doi.org/10.1111/cge.12537
http://doi.org/10.1186/1471-2350-7-77
http://doi.org/10.1002/ajmg.a.36883
http://doi.org/10.1002/ajmg.a.61922
http://doi.org/10.1007/s00439-006-0215-0
http://doi.org/10.1002/ajmg.a.37800
http://doi.org/10.1002/ajmg.a.38626
http://doi.org/10.1002/ajmg.a.61131
http://doi.org/10.1006/jmbi.2000.4141
http://doi.org/10.1016/S0968-0004(06)80020-4
http://doi.org/10.1038/nrg.2016.59
http://doi.org/10.1016/j.scr.2018.05.019
http://doi.org/10.1007/s12035-020-01983-6
http://doi.org/10.1093/hmg/8.3.387
http://doi.org/10.1016/j.nbd.2009.10.001
http://doi.org/10.1016/S0925-4773(00)00360-9
http://doi.org/10.1038/ng829

Genes 2021, 12, 968 21 of 22

141.

142.

143.

144.

145.

146.

147.

148.

149.

150.

151.

152.

153.

154.

155.

156.

157.

158.

159.

160.

161.

162.

163.

Wang, F.; Marshall, C.B.; Ikura, M. Transcriptional /Epigenetic Regulator CBP/P300 in Tumorigenesis: Structural and Functional
Versatility in Target Recognition. Cell. Mol. Life Sci. 2013, 70, 3989—-4008. [CrossRef]

Levenson, ].M.; O’'Riordan, K.J.; Brown, K.D.; Trinh, M.A.; Molfese, D.L.; Sweatt, ].D. Regulation of Histone Acetylation during
Memory Formation in the Hippocampus. J. Biol. Chem. 2004, 279, 40545-40559. [CrossRef]

Monsey, M.S.; Ota, K.T.; Akingbade, L.LE; Hong, E.S.; Schafe, G.E. Epigenetic Alterations Are Critical for Fear Memory Consolida-
tion and Synaptic Plasticity in the Lateral Amygdala. PLoS ONE 2011, 6. [CrossRef]

Bousiges, O.; de Vasconcelos, A.P.; Neidl, R.; Cosquer, B.; Herbeaux, K.; Panteleeva, I.; Loeffler, J.-P.; Cassel, J.-C.; Boutillier, A.-L.
Spatial Memory Consolidation Is Associated with Induction of Several Lysine-Acetyltransferase (Histone Acetyltransferase)
Expression Levels and H2B/H4 Acetylation-Dependent Transcriptional Events in the Rat Hippocampus. Neuropsychopharmacology
2010, 35, 2521-2537. [CrossRef]

Lubin, ED.; Sweatt, ].D. The IkB Kinase Regulates Chromatin Structure during Reconsolidation of Conditioned Fear Memories.
Neuron 2007, 55, 942-957. [CrossRef]

Bredy, T.W.; Wu, H.; Crego, C.; Zellhoefer, J.; Sun, Y.E.; Barad, M. Histone Modifications around Individual BDNF Gene Promoters
in Prefrontal Cortex are Associated with Extinction of Conditioned Fear. Learn. Mem. 2007, 14, 268-276. [CrossRef] [PubMed]
Broide, R.S.; Redwine, ].M.; Aftahi, N.; Young, W.; Bloom, EE.; Winrow, C.J. Distribution of Histone Deacetylases 1-11 in the Rat
Brain. J. Mol. Neurosci. 2007, 31, 47-58. [CrossRef] [PubMed]

Maurice, T.; Duclot, F.; Meunier, J.; Naert, G.; Givalois, L.; Meffre, J.; Célérier, A.; Jacquet, C.; Copois, V.; Mechti, N.; et al.
Altered Memory Capacities and Response to Stress in P300/CBP-Associated Factor (PCAF) Histone Acetylase Knockout Mice.
Neuropsychopharmacology 2008, 33, 1584-1602. [CrossRef] [PubMed]

Duclot, F; Jacquet, C.; Gongora, C.; Maurice, T. Alteration of Working Memory but Not in Anxiety or Stress Response in
P300/CBP Associated Factor (PCAF) Histone Acetylase Knockout Mice Bred on a C57BL/6 Background. Neurosci. Lett. 2010, 475,
179-183. [CrossRef]

Goodman, R.H.; Smolik, S. CBP/P300 in Cell Growth, Transformation, and Development. Genes Dev. 2000, 14, 1553-1577.
[CrossRef]

Yao, T.-P,; Oh, S.P,; Fuchs, M.; Zhou, N.-D.; Ch'ng, L.-E.; Newsome, D.; Bronson, R.T; Li, E.; Livingston, D.M.; Eckner, R. Gene
Dosage-Dependent Embryonic Development and Proliferation Defects in Mice Lacking the Transcriptional Integrator P300. Cell
1998, 93, 361-372. [CrossRef]

Chen, G.; Zou, X.; Watanabe, H.; van Deursen, ].M.; Shen, J. CBP Is Required for Both Short-Term and Long-Term Memory
Formation. J. Neurosci. Off. ]. Soc. Neurosci. 2010, 30, 13066-13077. [CrossRef]

Valor, L.M.; Pulopulos, M.M.; Jimenez-Minchan, M.; Olivares, R.; Lutz, B.; Barco, A. Ablation of CBP in Forebrain Principal
Neurons Causes Modest Memory and Transcriptional Defects and a Dramatic Reduction of Histone Acetylation But Does Not
Affect Cell Viability. J. Neurosci. 2011, 31, 1652-1663. [CrossRef]

Barco, A. The Rubinstein-Taybi Syndrome: Modeling Mental Impairment in the Mouse. Genes Brain Behav. 2007, 6, 32-39.
[CrossRef]

Korzus, E.; Rosenfeld, M.G.; Mayford, M. CBP Histone Acetyltransferase Activity Is a Critical Component of Memory Consolida-
tion. Neuron 2004, 42, 961-972. [CrossRef]

Barrett, RM.; Malvaez, M.; Kramar, E.; Matheos, D.P.; Arrizon, A.; Cabrera, SM.; Lynch, G.; Greene, R.W.; Wood, M.A.
Hippocampal Focal Knockout of CBP Affects Specific Histone Modifications, Long-Term Potentiation, and Long-Term Memory.
Neuropsychopharmacology 2011, 36, 1545-1556. [CrossRef]

Oliveira, A.M.M.; Wood, M.A.; McDonough, C.B.; Abel, T. Transgenic Mice Expressing an Inhibitory Truncated Form of P300
Exhibit Long-Term Memory Deficits. Learn. Mem. 2007, 14, 564-572. [CrossRef]

Alarcén, ].M.; Malleret, G.; Touzani, K.; Vronskaya, S.; Ishii, S.; Kandel, E.R.; Barco, A. Chromatin Acetylation, Memory, and LTP
Are Impaired in CBP+/ — Mice: A Model for the Cognitive Deficit in Rubinstein-Taybi Syndrome and Its Amelioration. Neuron
2004, 42, 947-959. [CrossRef]

Larizza, L.; Finelli, P. Developmental Disorders with Intellectual Disability Driven by Chromatin Dysregulation: Clinical Overlaps
and Molecular Mechanisms. Clin. Genet. 2019, 95, 231-240. [CrossRef]

Negri, G.; Magini, P; Milani, D.; Crippa, M.; Biamino, E.; Piccione, M.; Sotgiu, S.; Perria, C.; Vitiello, G.; Frontali, M.; et al.
Exploring by Whole Exome Sequencing Patients with Initial Diagnosis of Rubinstein-Taybi Syndrome: The Interconnections of
Epigenetic Machinery Disorders. Hum. Genet. 2019, 138, 257-269. [CrossRef]

Di Fede, E.; Massa, V.; Augello, B.; Squeo, G.; Scarano, E.; Perri, A.M.; Fischetto, R.; Causio, FA.; Zampino, G.; Piccione, M.;
et al. Expanding the Phenotype Associated to KMT2A Variants: Overlapping Clinical Signs between Wiedemann-Steiner and
Rubinstein-Taybi Syndromes. Eur. J. Hum. Genet. 2020, 1-11. [CrossRef]

Woods, S.A.; Robinson, H.B.; Kohler, L.J.; Agamanolis, D.; Sterbenz, G.; Khalifa, M. Exome Sequencing Identifies a Novel EP300
Frame Shift Mutation in a Patient with Features That Overlap Cornelia de Lange Syndrome. Am. J. Med. Genet. A 2014, 164,
251-258. [CrossRef]

Cucco, E; Sarogni, P; Rossato, S.; Alpa, M.; Patimo, A.; Latorre, A.; Magnani, C.; Puisac, B.; Ramos, EJ.; Pi¢, ].; et al. Pathogenic
Variants in EP300 and ANKRD11 in Patients with Phenotypes Overlapping Cornelia de Lange Syndrome. Am. |. Med. Genet. A
2020, 182, 1690-1696. [CrossRef]


http://doi.org/10.1007/s00018-012-1254-4
http://doi.org/10.1074/jbc.M402229200
http://doi.org/10.1371/journal.pone.0019958
http://doi.org/10.1038/npp.2010.117
http://doi.org/10.1016/j.neuron.2007.07.039
http://doi.org/10.1101/lm.500907
http://www.ncbi.nlm.nih.gov/pubmed/17522015
http://doi.org/10.1007/BF02686117
http://www.ncbi.nlm.nih.gov/pubmed/17416969
http://doi.org/10.1038/sj.npp.1301551
http://www.ncbi.nlm.nih.gov/pubmed/17805310
http://doi.org/10.1016/j.neulet.2010.03.077
http://doi.org/10.1101/gad.14.13.1553
http://doi.org/10.1016/S0092-8674(00)81165-4
http://doi.org/10.1523/JNEUROSCI.2378-10.2010
http://doi.org/10.1523/JNEUROSCI.4737-10.2011
http://doi.org/10.1111/j.1601-183X.2007.00320.x
http://doi.org/10.1016/j.neuron.2004.06.002
http://doi.org/10.1038/npp.2011.61
http://doi.org/10.1101/lm.656907
http://doi.org/10.1016/j.neuron.2004.05.021
http://doi.org/10.1111/cge.13365
http://doi.org/10.1007/s00439-019-01985-y
http://doi.org/10.1038/s41431-020-0679-8
http://doi.org/10.1002/ajmg.a.36237
http://doi.org/10.1002/ajmg.a.61611

Genes 2021, 12, 968 22 of 22

164.

165.

166.

167.

168.

169.

170.

171.

172.

173.

174.

175.

176.

177.

Sarogni, P.; Pallotta, M.M.; Musio, A. Cornelia de Lange Syndrome: From Molecular Diagnosis to Therapeutic Approach. . Med.
Genet. 2020, 57, 289-295. [CrossRef]

Kline, A.D.; Moss, ].E; Selicorni, A.; Bisgaard, A.-M.; Deardorff, M.A; Gillett, PM.; Ishman, S.L.; Kerr, L.M.; Levin, A.V.; Mulder,
P.A,; et al. Diagnosis and Management of Cornelia de Lange Syndrome: First International Consensus Statement. Nat. Rev. Genet.
2018, 19, 649-666. [CrossRef]

Fahrner, ].A.; Bjornsson, H.T. Mendelian Disorders of the Epigenetic Machinery: Tipping the Balance of Chromatin States. Annu.
Rev. Genomics Hum. Genet. 2014, 15, 269-293. [CrossRef]

Aref-Eshghi, E.; Kerkhof, |.; Pedro, V.P; Barat-Houari, M.; Ruiz-Pallares, N.; Andrau, J.-C.; Lacombe, D.; Van-Gils, J.; Fergelot, P,;
Dubourg, C.; et al. Evaluation of DNA Methylation Episignatures for Diagnosis and Phenotype Correlations in 42 Mendelian
Neurodevelopmental Disorders. Am. J. Hum. Genet. 2020, 106, 356-370. [CrossRef]

Bjornsson, H.T. The Mendelian Disorders of the Epigenetic Machinery. Genome Res. 2015, 25, 1473-1481. [CrossRef]

Bolden, J.E.; Peart, M.].; Johnstone, R.W. Anticancer Activities of Histone Deacetylase Inhibitors. Nat. Rev. Drug Discov. 2006, 5,
769-784. [CrossRef]

Graff, J.; Tsai, L.-H. The Potential of HDAC Inhibitors as Cognitive Enhancers. Annu. Rev. Pharmacol. Toxicol. 2013, 53, 311-330.
[CrossRef]

Vecsey, C.G.; Hawk, ].D.; Lattal, KM.; Stein, ].M.; Fabian, S.A.; Attner, M.A.; Cabrera, S.M.; McDonough, C.B.; Brindle, PK.; Abel,
T.; et al. Histone Deacetylase Inhibitors Enhance Memory and Synaptic Plasticity via CREB:CBP-Dependent Transcriptional
Activation. J. Neurosci. Off. ]. Soc. Neurosci. 2007, 27, 6128-6140. [CrossRef]

Wood, M.A; Kaplan, M.P; Park, A.; Blanchard, E.J.; Oliveira, A.M.M.; Lombardi, T.L.; Abel, T. Transgenic Mice Expressing a
Truncated Form of CREB-Binding Protein (CBP) Exhibit Deficits in Hippocampal Synaptic Plasticity and Memory Storage. Learn.
Mem. 2005, 12, 111-119. [CrossRef] [PubMed]

Haettig, J.; Stefanko, D.P.; Multani, M.L.; Figueroa, D.X.; McQuown, S.C.; Wood, M.A. HDAC Inhibition Modulates Hippocampus-
Dependent Long-Term Memory for Object Location in a CBP-Dependent Manner. Learn. Mem. 2011, 18, 71-79. [CrossRef]
Babu, A.; Kamaraj, M.; Basu, M.; Mukherjee, D.; Kapoor, S.; Ranjan, S.; Swamy, M.M.; Kaypee, S.; Scaria, V.; Kundu, TK.; et al.
Chemical and Genetic Rescue of an Ep300 Knockdown Model for Rubinstein Taybi Syndrome in Zebrafish. Biochim. Biophys. Acta
BBA Mol. Basis Dis. 2018, 1864, 1203-1215. [CrossRef]

Lopez-Atalaya, J.P.; Gervasini, C.; Mottadelli, F.; Spena, S.; Piccione, M.; Scarano, G.; Selicorni, A.; Barco, A.; Larizza, L. Histone
Acetylation Deficits in Lymphoblastoid Cell Lines from Patients with Rubinstein-Taybi Syndrome. J. Med. Genet. 2012, 49, 66-74.
[CrossRef]

Parodi, C.; Di Fede, E.; Peron, A.; Vigano, I.; Grazioli, P.; Castiglioni, S.; Finnell, R.H.; Gervasini, C.; Vignoli, A.; Massa, V.
Chromatin Imbalance as the Vertex Between Fetal Valproate Syndrome and Chromatinopathies. Front. Cell Dev. Biol. 2021, 9.
[CrossRef] [PubMed]

Weinert, B.T.; Narita, T.; Satpathy, S.; Srinivasan, B.; Hansen, B.K.; Scholz, C.; Hamilton, W.B.; Zucconi, B.E.; Wang, WW.; Liu,
W.R,; et al. Time-Resolved Analysis Reveals Rapid Dynamics and Broad Scope of the CBP/P300 Acetylome. Cell 2018, 174,
231.e12-244.e12. [CrossRef] [PubMed]


http://doi.org/10.1136/jmedgenet-2019-106277
http://doi.org/10.1038/s41576-018-0031-0
http://doi.org/10.1146/annurev-genom-090613-094245
http://doi.org/10.1016/j.ajhg.2020.01.019
http://doi.org/10.1101/gr.190629.115
http://doi.org/10.1038/nrd2133
http://doi.org/10.1146/annurev-pharmtox-011112-140216
http://doi.org/10.1523/JNEUROSCI.0296-07.2007
http://doi.org/10.1101/lm.86605
http://www.ncbi.nlm.nih.gov/pubmed/15805310
http://doi.org/10.1101/lm.1986911
http://doi.org/10.1016/j.bbadis.2018.01.029
http://doi.org/10.1136/jmedgenet-2011-100354
http://doi.org/10.3389/fcell.2021.654467
http://www.ncbi.nlm.nih.gov/pubmed/33959609
http://doi.org/10.1016/j.cell.2018.04.033
http://www.ncbi.nlm.nih.gov/pubmed/29804834

	Introduction 
	Clinical Description 
	Antenatal Anomalies and Pregnancy 
	Facial Dysmorphism 
	Distal Limb and Skeletal Abnormalities 
	Development and Behavior 
	Growth Retardation and Microcephaly 
	Additional Features 

	Genotype and Mutation Spectrum 
	Phenotype-Genotype Correlations 
	Epigenetic Regulation and Cognitive Function in RSTS 
	Syndromic Manifestations in the Mouse Model 
	Histone Acetylation Modifications and Memory Development 
	Role of KAT3 Proteins in Neurodevelopment and Cognitive Impairment 
	RSTS and Related Chromatinopathies 

	Therapeutic Approaches 
	Conclusions and Perspectives 
	References

